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088 (082, 0,83
0.95 [0.83, 0.99]
0.41[0.73, 0.88]
093 [0.85, 0.87]
0.96 [0.98, 0.99]
03 [0.50, 0.74]
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Clinical evidence - forest plots

1.1.2 Depression: PHQ - Sensitivity and Specificity

PHQ - All versions, timings and cut-offs

PHQ-9 {simple)- Postnatal- major depression- 10 cut-off

Study TP FP FN TN Risk factors Design
FLYMM2011 B8 8 8 15 Maorisk Cohort
GJERDIMCJEMZO009 37 74 8 387 Naorisk  Cohort

PHQ-9- {complex)- Postnatal - major depression- 10 cut-off

Study
GJERDIMCJENZO09

TP FP FN TN Risk factors Design
30 37 18 424 Morisk  Cohort

PHQ-9 {simple}- Antenatal- major depression- 10 cut-off

Study TP FP FN TN Riskfactors Design
FLYRM2O011 43 315 ] Mo risk  Cohort
SIDEBOTTOM2012 23 115 4 603 Morisk  Cohort

PHQ-9 {(simple)- Antenatal- mixed depression- 10 cut-off

Study
SIDEBOTTOM2012

TP FP FN TN Risk factors Design
89 80 20 586

PHQ-2- Postnatal- major depression- cut off 3

Morisk  Cohort Developed

Country Sensitivity (95% Cl) Specificity (95% CI)
Developed 0.85 [0.80, 0.959] 0.65[0.43 0.84]
Developed 0.82 [0.68, 0.92] 0.84 [0.80, 0.87]

Country Sensitivity (95% Cl) Specificity {(95% CI)
Developed 0.67 [0.81, 0.80] 0.92[0.89, 0.94]

Country Sensitivity (95% Cl) Specificity {95% Cl)
Developed 0.74 [0.61, 0.85] 0.73[0.39, 0.94]
Developed 0.85 [0.66, 0.96] 0.84[0.81,0.87]

Country Sensitivity (95% Cl) Specificity (95% CI)
0.75[0.64, 0.84] 0.88[0.85, 0.90]

Study TP FP FN TN Risk factors Design Country Sensitivity (95% Cl) Specificity (95% CI)
GJERDINCJENZO08 38 87 7 364 MNaorisk Cohont Developed 0.84 [0.71,0.84] 0.79 [0.75, 0.83]
SMITH2010 10 82 3 118 Morisk Cohort Developed 0.77 [0.46, 0.959] 0.59 [0.52, 0.66]

PHQ-2- Postnatal- major depression- cut 4

Study TP FP FN TN Riskfactors Design Country Sensitivity (95% Cl) Specificity (95% Cl)
SMITHZ2010 g2 42 5 148 Marisk Cohart Developed 0.62[0.32, 0.86] 0.79[0.73,0.84]
PHQ-8- Postnatal- Major depression- 10 cut-off

Study TP FP FN TH Riskfactors Design Country Sensitivity (95% Cl) Specificity (95% CI)
SMITH2010 10 76 3 124 Morisk Cohort Developed 0.77 [0.46, 0.95] 0.62 [0.85, 0.69]

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

1.1.3 Depression - Whooley Questions: Sensitivity and Specificity

Whooley Questions - All versions, timings and cut-offs

Whooley Questions- Postnatal- Major depression

Study TP FP FN TH Risk factors Design Country Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% CI) Specificity (95% Cl)
GJERDIMNCJEMZ2009 45 258 0 203 MNorisk  Cohort Developed 1.00[0.92, 1.00] 044039049 . . . . L W A =&

D 020406081 0020406081

Whooley questions- Postnatal- Mixed depression

Study TP FP FN TH Riskfactors Design Country Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% Cl) Specificity (95% Cl)
MANMNZO12 18 27 0 49 MNorisk  Cohort Developed 1.00[0.81, 1.00] 0.64 [0.53, 0.75] — :_.': — —='—= i
0020406081 0020406081

Whooley questions (+help gn)- Postnatal- mixed depression

Study TP FP FN TH Riskfactors Design Country Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% Cl) Specificity (95% Cl)

MAMNMZ2012 o0 1o Motisk  Cohont Developed 039017, 0.64] 1.00[0.87, 1.00] } I_!._I — — _IF
0020406081 0020406081

Whooley questions- Antenatal- mixed depression

Study TP FP FN TH Riskfactors Design Country Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% Cl) Specificity (95% Cl)

MANMZ012 17 35 0 74 Morisk  Cohort Developed 1.00[0.80, 1.00] 0.68 [0.58, 0.77] — I_.FI — I_._I i
0020406081 0020406081

Whooley questions (+ help gn)- Antenatal- mixed depression

Study TP FP FN TN Risk factors Design Country Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% CI) Specificity (95% CI)
MAMMZ2012 10 3 7 32 Morisk  Cohort Developed 0.59[0.33, 0.82] 0.91 [0.77, 0.98] —y I_!._I |t ' ' ' I_._I
0020406081 0020406081

1.1.4 Depression: Kessler-10 - Sensitivity and Specificity

Kessler-10 - PHQ - All versions, timings and cut-offs

Kessler-10- Antenatal- major depression- 6 cut-off

Study TP FP FN TN Riskfactors Design Country Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% Cl) Specificity (95% CI)
FERMANDESZ011 28 32 0 134 Morisk Cohart Developing 1.00 [0.88, 1.00] 0.81[0.74, 0.86] —a -
SFIES2009 12 82 4 B Morisk Cohort Developing 0.75[0.48, 0.93] 054 [0.44, 063 —— &

0020406081 00204060871
Kessler-10- Postnatal- mixed depression 6 cut off

Study TP FP FN TH Riskfactors Design Country Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% CI) Specificity (95% CI)

BAGGALEY200T 23 20 4 14 Atrisk  Cohort Dewveloping 0.85[0.66, 0.96] 0.41[0.25, 0.59] — I_I._I ' I_.F_I —
0020406081 0020406081
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1.1.5 Anxiety: EPDS - Sensitivity and Specificity

EPDS - All versions, timings and cut-offs

EPD5- Postnatal- Anxiety disorder- 3/4 cut-off

Study TP FP FN TH Risk factors Design Country Sensitivity (95% Cl) Specificity {95% CI)
MATTHEYZ008 13 95 5 125 Morigk Cohort Developed 0.72[0.47,0.90] 0.57 [0.50,0.63]
PHILLIPS2008 36 32 21 76 Mo risk  Cohort Developed 0.63[0.49,0.76] 0,70 [0.61,0.79]
EPDS- Postnatal- Anxiety disorder- 4/5 cut-off

Study TP FP FN TH Risk factors Design Country Sensitivity (95% CI) Specificity {(95% Cl)
MATTHEY2008 12 59 6 161 Morisk  Cohort Developed 0.67 [0.41,0.87] 0.73 [0.67,0.79]
PHILLIPS2009 27 11 300 97 Morisk Cohort Developed 0.47 [0.34, 0.61] 0.90[0.83, 0.95]
EPDS- Postnatal- anxiety disoder- 5/6 cut-off

Study TP FP FN TH Risk factors Design Country Sensitivity (95% Cl) Specificity {95% CI)
MATTHEY2008 12 26 6 194 Mo risk  Cohort Developed 0.67 [0.41,0.87] 0.88[0.83 052
PHILLIPS2008 158 11 42 &7 Morisk  Cohort Developed 0.26 [0.16, 0.40] 0.90 [0.83, 0.95]

EPDS (full scale)- Antenatal- anxiety disorders- /9 cut-off (optimal)

Study

THIAGAYSONZ013 20 56 5 119 Mo risk

EPDS- Antenatal and postnatal- CMHD- 2/3 cut-off

Study
TRAMNZ2011

TP FP FN TN Riskfactors Design
80 92 28 163 Morisk  Cohort

EPDS- Antenatal and postnatal- CMHD- 3/4 cut-off

Study
TRAMZ011

TP FP FN TN Riskfactors Design
76 BY 33 186 MNorisk Cohort

EPD5- Antenatal and postnatal- CMHD- 4/5 cut-off

Study
TRAMZ2011

TP FP FN TN Riskfactors Design
69 48 40 207 MNorisk  Cohort

EPDS5- Antenatal and postnatal- CMHD- 5/6 cut-off

Study
TRAMZ011

TP FP FN TN Riskfactors Design
55 35 A4 220 MNorisk  Cohort

TP FP FN TH Riskfactors Design

Cohort Developed

Country
Developed

Country
Developed

Country
Developed

Country
Developed

Antenatal and postnatal mental health (update)

Sensitivity (95% CI)
0.73 [0.64, 0.81]

Sensitivity (95% CI)
070060, 0.78]

Sensitivity (95% CI)
0E3[0.54 072

Sensitivity (95% CI)
0.50[0.41, 0.60]

0.80 [0.58, 0.93]

Country Sensitivity (95% Cl) Specificity {(95% CI)
0.68 [0.61, 0.745] } L )

Specificity (95% CI)
0.64 [0.58, 0.70]

Specificity (95% CI)
073067, 0.78]

Specificity (95% CI)
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1.1.6 Anxiety: Kessler-10 - Sensitivity and Specificity

Kessler-10 - All versions, timings and cut-offs

Kessler-10- Antenatal- anxiety {panic disorder)

Study TP FP FN TN Risk factors Design Country Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity {95% CI) Specificity {95% CI)
SPIES2009 1T 3 1 124 Morisk  Cohort Developed 0.50[0.01, 0.99] 0.98 [0.93,1.00] Iﬁ‘#l — ﬂl
0020406081 0020406081

Kessler-10- Antenatal- anxiety (social anxiety)

Study TP FP FN TN Risk factors Design Country Sensitivity (95% Cl) Specificity (95% Cl) Sensitivity {(95% CI) Specificity {95% CI)

SFIES2009 132 0 86 MNorisk Cohort Developed 1.00[0.03,1.00] 0.75[0.67, 0.82] Iﬁl — I_.I_ i
0020406081 0020406081

Kessler-10- Antenatal- Anxiety (PTSD)

Study TP FP FN TN Risk factors Design Country Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% CI) Specificity (95% CI)
SFIES2009 225 2100 MNorisk  Cohort Developed 0.50[0.07, 0.83] 0.80[0.72,0.87] :+ .

D02 040608 10020408081

1.2 PSYCHOSOCIAL INTERVENTIONS: PREVENTION
(RISK FACTORS IDENTIFIED)

1.2.1 Depression: Post-miscarriage self-help versus TAU

Depression mean symptoms Post-treatment - ITT analysis (at-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
KERSTING2013 0.61 0.64 115 1.05 0.73 113 100.0% -0.64 [-0.91, -0.37]
Total (95% CI) 115 113 100.0%  -0.64[-0.91,-0.37] 0
1 1 1 1
Heterogeneity: Not applicable ! T ! !

-4 2 0 2 4

Test for overall effect: Z = 4.70 (P < 0.00001) Favours experimental  Favours control

1.2.2 Depression: Social support versus TAU

Depression diagnosis Post-treatment - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HARRIS2006/DENNIS2013 37 61 40 56 100.0% 0.85[0.65, 1.10]
Total (95% CI) 61 56 100.0% 0.85[0.65, 1.10]
Total events 37 40

r T
0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z =1.23 (P = 0.22)
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Clinical evidence - forest plots

Depression diagnosis Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HARRIS2006/DENNIS2013 6 30 19 35 100.0% 0.37[0.17, 0.80]
Total (95% Cl) 30 35 100.0% 0.37[0.17, 0.80] ‘
Total events 6 19
—— ——

Heterogeneity: Not applicable T T T
9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.52 (P = 0.01) Favours experimental

Favours control

1.2.3 Depression: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU or Enhanced TAU

Depression diagnosis Post-treatment - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BRUGHA2000 12 103 16 106 36.3% 0.77[0.38, 1.55] —
GORMAN1997/DENNIS2013 4 24 7 21 151% 0.50 [0.17, 1.47] L
PHIPPS2013 13 54 18 52 48.5% 0.70[0.38, 1.27] _.__
Total (95% Cl) 181 179 100.0% 0.69 [0.45, 1.05] ’
Total events 29 41

—+——o ——t—

Heterogeneity: Tau2 = 0.00; Chi2 = 0.44, df = 2 (P = 0.80); I2= 0%
Test for overall effect: Z=1.75 (P = 0.08)

I T T
0.1 0.2 05 1 2 5 10

Favours experimental  Favours control

Depression diagnosis Post-treatment - Available case analysis (at-risk

populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BRUGHA2000 3 94 6 96 29.6% 0.51[0.13, 1.98] - &
GORMAN1997/DENNIS2013 0 20 5 19 68% 0.09 [0.01, 1.47] T
PHIPPS2013 6 47 10 44 63.6% 0.56 [0.22, 1.42] ——
Total (95% Cl) 161 159 100.0% 0.48[0.23, 1.01] ’
Total events 9 21

Heterogeneity: Tau2 = 0.00; Chiz = 1.63, df = 2 (P = 0.44); 2= 0%
Test for overall effect: Z = 1.95 (P = 0.05)

Depression symptomatology
populations)

Experimental Control

T T T
0.1 0.2 0.5
Favours experimental

1 2 5 10
Favours control

Post-treatment - ITT analysis (at-risk

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BRUGHA2000 24 103 28 106 67.7% 0.88[0.55, 1.42]

GORMAN1997/DENNIS2013 9 24 10 21 32.3% 0.79[0.40, 1.56] e

Total (95% Cl) 127 127 100.0% 0.85[0.58, 1.25] 0

Total events 33 38

Heterogeneity: Tau2 = 0.00; Chiz = 0.07, df = 1 (P = 0.79); 2= 0%
Test for overall effect: Z = 0.82 (P = 0.41)

Antenatal and postnatal mental health (update)

T T T
0.1 0.2 0.5
Favours experimental

1 2 5 10
Favours control
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Depression symptomatology Post-treatment - Available case analysis (at-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BRUGHA2000 15 94 18 96 87.4% 0.85[0.46, 1.59]
GORMAN1997/DENNIS2013 3 18 2 13 12.6% 1.08[0.21, 5.59] "
Total (95% CI) 112 109 100.0% 0.88[0.49, 1.57] ’
Total events 18 20
——t —t—

Heterogeneity: Tau2 = 0.00; Chi2 = 0.07, df = 1 (P = 0.79); 12 = 0%
Test for overall effect: Z = 0.44 (P = 0.66)

r T
0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Depression mean scores Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
GORMAN1997/DENNIS2013 72 53 18 75 42 15 100.0% -0.06 [-0.75, 0.62]
Total (95% CI) 18 15 100.0% -0.06 [-0.75, 0.62]
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 i PP -4 -2 0 2 4

Testfor overall effect: 2 = 0.17 (P = 0.86) Favours experimental Favours control

Depression diagnosis Intermediate Follow-up (17-24 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
GORMAN1997/DENNIS2013 7 24 8 21 100.0% 0.77 [0.33, 1.75]
Total (95% Cl) 24 21 100.0% 0.77[0.33, 1.75] -
Total events 7 8
L 1 1 1 1 1
Heterogeneity: Not applicable ! T T T T !
0.1 0.2 0.5 1 2 5 10

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

Depression diagnosis Intermediate Follow-up (17-24 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
GORMAN1997/DENNIS2013 3 20 4 17 100.0% 0.64[0.17, 2.46]
Total (95% CI) 20 17 100.0% 0.64[0.17, 2.46] ‘
Total events 3 4
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.65 (P = 0.51] .
( ) Favours experimental ~ Favours control
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Depression symptomatology Intermediate Follow-up (17-24 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GORMAN1997/DENNIS2013 12 24 9 21 100.0% 1.17 [0.62, 2.20]
Total (95% CI) 24 21 100.0% 1.17[0.62, 2.20]
Total events 12 9

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

0.1 0.2 0.5 1 2 5 10
Favours experimental ~Favours control

Test for overall effect: Z = 0.48 (P = 0.63)

Depression symptomatology Intermediate Follow-up (17-24 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GORMAN1997/DENNIS2013 3 15 3 15 100.0% 1.00[0.24, 4.18]
Total (95% CI) 15 15 100.0% 1.00[0.24, 4.18]
Total events 3 3

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.00 (P = 1.00; .
( ) Favours experimental ~ Favours control

Depression mean scores Intermediate Follow-up (17-24 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
GORMAN1997/DENNIS2013 79 52 13 8 5.6 17 100.0% -0.02 [-0.74, 0.70]
Total (95% CI) 13 17 100.0% -0.02 [-0.74, 0.70]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Test for overall effect: Z = 0.05 (P = 0.96) Favours experimental ~ Favours control

1.2.4 Depression: Psychoeducational booklet versus TAU or Enhanced
TAU

Depression symptomatology Post-treatment) - ITT analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
HOWELL2012 63 270 65 270 19.1% 0.97[0.72,1.31]
WEBSTER2003 153 299 174 301 80.9% 0.89[0.76, 1.03]
Total (95% CI) 569 571 100.0% 0.90[0.79, 1.03]
Total events 216 239

T T T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Tau2 = 0.00; Chiz = 0.29, df = 1 (P = 0.59); 12= 0%
Test for overall effect: Z = 1.55 (P = 0.12)
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Depression symptomatology Post-treatment - Available case analysis (at-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HOWELL2012 20 227 37 242 37.6% 0.58 [0.35, 0.96] ——
WEBSTER2003 46 192 50 177 62.4% 0.85[0.60, 1.20]
Total (95% CI) 419 419 100.0% 0.73[0.51, 1.06]
Total events 66 87

r T T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Tau2 = 0.03; Chiz = 1.52, df = 1 (P = 0.22); 12 = 34%
Test for overall effect: Z = 1.65 (P = 0.10)

Depression symptomatology Short Follow-up (9-16 weeks post-intervention)
- ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HOWELL2012 53 270 60 270 100.0% 0.88[0.64, 1.23]
Total (95% CI) 270 270 100.0% 0.88[0.64, 1.23]
Total events 53 60

! 1 1 1 1 ]
Heterogeneity: Not applicable f T T T T T 1

Test f Il effect: Z = 0.74 (P = 0.46 0102 05 1 2 > 10
estfor overall effect: 2 = 0.74 (P = 0.46) Favours experimental  Favours control

Depression symptomatology Short Follow-up (9-16 weeks post-intervention)
- Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
HOWELL2012 20 237 32 242 100.0% 0.64 [0.38, 1.08]
Total (95% CI) 237 242 100.0% 0.64[0.38, 1.08] ’
Total events 20 32
—+— ——

Heterogeneity: Not applicable ! §
9 v PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 1.66 (P = 0.10) Favours experimental  Favours control

Depression symptomatology Intermediate Follow-up (17-24 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HOWELL2012 75 270 90 270 100.0% 0.83[0.65, 1.08]
Total (95% Cl) 270 270 100.0% 0.83[0.65, 1.08]
Total events 75 90

L 1 1 1 1 1
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 1.40 (P = 0.16 0102 05 1 2 > 10
est for overall effect: Z = 1.40 (P = 0.16) Favours experimental  Favours control
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Depression symptomatology Intermediate Follow-up (17-24 weeks post-

intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HOWELL2012 19 214 29 209 100.0% 0.64 [0.37, 1.10] [
Total (95% ClI) 214 209 100.0% 0.64[0.37, 1.10] ”
Total events 19 29
—— ——

Heterogeneity: Not applicable T T T
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.60 (P = 0.11] .
( ) Favours experimental ~ Favours control

1.2.5 Depression: Non-mental health-focused education and support

versus TAU or Enhanced TAU

Depression symptomatology Post-treatment - ITT analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 17 80 31 82 54.2% 0.56 [0.34, 0.93] .
STAMP1995 17 73 18 71 45.8% 0.92[0.52, 1.64]
Total (95% CI) 153 153 100.0% 0.70[0.44, 1.14]
Total events 34 49

T T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Heterogeneity: Tau2 = 0.04; Chiz = 1.58, df = 1 (P = 0.21); 2= 37%
Test for overall effect: Z = 1.43 (P = 0.15)

Depression symptomatology Post-treatment - Available case analysis (at-

risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 6 69 13 64 46.4% 0.43[0.17, 1.06] —
STAMP1995 8 64 11 64 53.6% 0.73[0.31, 1.69] _.__
Total (95% CI) 133 128 100.0% 0.57 [0.31, 1.05] ‘
Total events 14 24
—— ——

Heterogeneity: Tau2 = 0.00; Chi2 = 0.71, df = 1 (P = 0.40); 12 = 0%
Test for overall effect: Z = 1.79 (P = 0.07)

r T T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Depression mean scores Post-treatment - ITT analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
KIEFFER2013 10.56 7.988191 138 11.65 8.19329 137 100.0% -0.13[-0.37, 0.10]
Total (95% CI) 138 137 100.0% -0.13[-0.37,0.10]

Heterogeneity: Not applicable |4 -2 . é
Test for overall effect: Z=1.11 (P = 0.27)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression mean scores Post-treatment - Available case analysis (at-risk

populations)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
MELNYK2006 7.05 2.886936 132 7.51 2.88849 105 63.7% -0.16 [-0.42, 0.10]
SEN2006/DENNIS2013 7 4.3 69 7.5 5.4 64 36.3% -0.10 [-0.44, 0.24]
Total (95% CI) 201 169 100.0% -0.14 [-0.34, 0.07]

Heterogeneity: Tauz = 0.00; Chi2 = 0.07, df = 1 (P = 0.80); 12 = 0%

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

-4

Favours experimental

-2 0 2

Favours control

Depression symptomatology Short Follow-up (9-16 weeks post-intervention)
- ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 22 80 33 82 100.0% 0.68 [0.44, 1.06] [
Total (95% CI) 80 82 100.0% 0.68 [0.44, 1.06] ’
Total events 22 33
1
T

Heterogeneity: Not applicable
Test for overall effect: Z = 1.69 (P = 0.09)

0.1 0.2 0.5 1

2 5 10

Favours experimental  Favours control

Depression symptomatology Short Follow-up (9-16 weeks post-intervention)
- Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 7 65 14 63 100.0% 0.4810.21, 1.12] [
Total (95% CI) 65 63 100.0% 0.48[0.21, 1.12] "
Total events 7 14

Heterogeneity: Not applicable
Test for overall effect: Z = 1.69 (P = 0.09)

Depression mean scores Short Follow-up (9-16 weeks post-intervention) -

T
0.1 0.2 05 1

2 5 10

Favours experimental  Favours control

Available case analysis (at-risk populations)

Experimental
Study or Subgroup Mean

Control

SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% ClI

SEN2006/DENNIS2013 6.1 44 65 7

Total (95% CI) 65
Heterogeneity: Not applicable
Test for overall effect: Z =1.20 (P = 0.23)

.2 58

63 100.0%

63 100.0%

Antenatal and postnatal mental health (update)

-0.21 [-0.56, 0.13]

-0.21[-0.56, 0.13]
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Clinical evidence - forest plots

Depression symptomatology Intermediate Follow-up (17-24 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 18 80 29 82 51.3% 0.64 [0.39, 1.05] —
STAMP1995 22 73 16 71 48.7% 1.34[0.77, 2.33] T
Total (95% Cl) 153 153 100.0% 0.91 [0.44, 1.89] ‘
Total events 40 45
—— ——

Heterogeneity: Tau? = 0.20; Chiz2 = 3.79, df = 1 (P = 0.05); 12 = 74%
Test for overall effect: Z = 0.24 (P = 0.81)

r T T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Depression symptomatology Intermediate Follow-up (17-24 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 6 68 12 65 50.9% 0.48[0.19, 1.20] —
STAMP1995 9 60 6 61 49.1% 1.52[0.58, 4.02] —rT
Total (95% CI) 128 126 100.0% 0.84[0.27, 2.63] ’
Total events 15 18
—— ——

Heterogeneity: Tau? = 0.44; Chi2 = 2.90, df = 1 (P = 0.09); 12 = 65%
Test for overall effect: Z=0.29 (P = 0.77)

r T T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Depression mean scores Intermediate Follow-up (17-24 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SEN2006/DENNIS2013 54 45 68 6.9 55 65 100.0% -0.30 [-0.64, 0.04]
Total (95% CI) 68 65 100.0% -0.30 [-0.64, 0.04]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Testfor overall effect: 2 = 1.71 (P = 0.09) Favours experimental Favours control

Depression symptomatology Long Follow-up (25-103 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 28 80 34 82 100.0% 0.84[0.57, 1.25]
Total (95% CI) 80 82 100.0% 0.84[0.57, 1.25]
Total events 28 34

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 0.84 (P = 0.40 oro0z 05 1 =2 5 10
est for overall effect: Z = 0. =0. N
v ( ) Favours experimental  Favours control
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Clinical evidence - forest plots

Depression symptomatology Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 11 63 12 60 100.0% 0.87[0.42, 1.83]
Total (95% CI) 63 60 100.0% 0.87[0.42,1.83]
Total events 11 12

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1
9 v PP 0.1 0.2 0.5 1 2 5 10

Favours experimental Favours control

Test for overall effect: Z =0.36 (P = 0.72)

Depression mean scores Long Follow-up (25-103 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SEN2006/DENNIS2013 7.2 5 63 76 44 60 100.0% -0.08 [-0.44, 0.27]
Total (95% CI) 63 60 100.0% -0.08 [-0.44, 0.27]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Test for overall effect: Z = 047 (P = 0.64) Favours experimental Favours control

1.2.6 Depression: Home visits versus TAU

Depression symptomatology Post-treatment - ITT analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BARNET2007 24 44 16 40 50.2% 1.36 [0.86, 2.17] i
SPITTLE2010/2009/SPENCERS 18 61 27 59 49.8% 0.64 [0.40, 1.04] —
Total (95% CI) 105 99 100.0% 0.94[0.45, 1.96] ’
Total events 42 43
—t—t ——t—

Heterogeneity: Tau2 = 0.22; Chiz2 = 4.88, df = 1 (P = 0.03); 12 = 80% ! T

T
Test f Il effect: Z = 0.17 (P = 0.87 0102 05 1 2 5 10
estfor overall effect: 2 =0.17 (P = 0:87) Favours experimental Favours control
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Clinical evidence - forest plots

Depression symptomatology Post-treatment - Available case analysis (at-
risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
BARNET2007 11 31 8 32 289% 1.421[0.66, 3.05] Ty
EASTERBROOKS2013 88 314 78 217 51.4% 0.78[0.61, 1.00] -._
SPITTLE2010/2009/SPENCERS 4 47 11 43 19.7% 033[0.11,097] — _ * |
Total (95% Cl) 392 292 100.0% 0.78[0.44, 1.41] ‘
Total events 103 97

L 1 1 1 1 1

T T 1

Heterogeneity: Tau2 = 0.16; Chi2 = 4.80, df = 2 (P = 0.09); 12 = 58% ! T

T
Test I eff 72081 (P =042 0.1 0.2 0.5 1 2 5 10
estfor overall effect: 2 = 0.81 (P = 0.42) Favours experimental  Favours control

Depression mean scores Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
EASTERBROOKS2013 11.59 9.29 314 1396 11.19 217 62.7% -0.23 [-0.41, -0.06]
SPITTLE2010/2009/SPENCERS 33 26 47 5.2 3.4 43  37.3% -0.63 [-1.05, -0.20] &+
Total (95% CI) 361 260 100.0% -0.38[-0.75, -0.01]

Heterogeneity: Tau? = 0.05; Chiz2 = 2.81, df = 1 (P = 0.09); 12 = 64% ' ! ! !

-4 2 0 2 4
Test for overall effect: Z =2.01 (P = 0.04; .
v ( ) Favours experimental ~ Favours control

Depression symptomatology Very long Follow-up (>104 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLE2010/2009/SPENCERS 25 61 27 59 100.0% 0.90[0.59, 1.35]
Total (95% CI) 61 59 100.0% 0.90[0.59, 1.35]
Total events 25 27
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.53 (P = 0.60, .
( ) Favours experimental ~ Favours control
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Clinical evidence - forest plots

Depression symptomatology Very long Follow-up (>104 weeks post-

intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLE2010/2009/SPENCERS 3 39 6 38 100.0% 0.49[0.13, 1.81] [
Total (95% Cl) 39 38 100.0% 0.49[0.13, 1.81] ‘
Total events 3 6
—— ———

Heterogeneity: Not applicable
Test for overall effect: Z = 1.07 (P = 0.28)

T T T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Depression mean scores Very long Follow-up (>104 weeks post-intervention)
- Available case analysis (at-risk populations)

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

Std. Mean Difference
1V, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% ClI

SPITTLE2010/2009/SPENCERS 34 35 39 46 29 38 100.0%

Total (95% CI) 39 38 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z=1.61 (P = 0.11)

1.2.7 Depression: Post-delivery discussion versus Enhanced TAU

Depression symptomatology Post-treatment - ITT analysis (at-risk

populations)

Experimental Control Risk Ratio

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

-0.37 [-0.82, 0.08]

-0.37[-0.82, 0.08]

T T T T
-4 -2 0 2
Favours experimental Favours control

Risk Ratio
M-H, Random, 95% CI

SMALL2000/2006 134 520 137 521 100.0%
Total (95% CI) 520 521 100.0% 0.98[0.80,
Total events 134 137

Heterogeneity: Not applicable
Test for overall effect: Z=0.19 (P = 0.85)

Depression symptomatology Post-treatment - Available case analysis (at-

risk populations)

Experimental Control Risk Ratio

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

0.98 [0.80, 1.20]

1.20]

0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Risk Ratio
M-H, Random, 95% CI

SMALL2000/2006 81 467 65 449 100.0% 1.20[0.89, 1.62]
Total (95% CI) 467 449 100.0% 1.20[0.89, 1.62]
Total events 81 65

Heterogeneity: Not applicable
Test for overall effect: Z = 1.18 (P = 0.24)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression mean scores Post-treatment - Available case analysis (at-risk

populations)

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Random, 95% ClI

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI

SMALL2000/2006 7.16 568 467 6.72 55 449 100.0% 0.08 [-0.05, 0.21]

Total (95% Cl) 467 449 100.0% 0.08 [-0.05, 0.21]

-4 2 0 2 4
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.19 (P = 0.23)

Depression symptomatology Very long Follow-up (>104 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

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

SMALL2000/2006 298 520 296 521 100.0% 1.01[0.91, 1.12]
Total (95% CI) 520 521 100.0% 1.01[0.91, 1.12]
Total events 298 296

0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.16 (P = 0.87)

Depression symptomatology Very long Follow-up (>104 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

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

SMALL2000/2006 42 264 45 270 100.0% 0.95 [0.65, 1.40]
Total (95% CI) 264 270 100.0% 0.95[0.65, 1.40]
Total events 42 45

0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.24 (P = 0.81)

Depression mean scores Very long Follow-up (>104 weeks post-intervention)

- Available case analysis (at-risk populations)

Std. Mean Difference
IV, Random, 95% CI

Experimental Control Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% CI

SMALL2000/2006 6.33 516 264 6.77 569 270 100.0% -0.08 [-0.25, 0.09]

Total (95% CI) 264 270 100.0% -0.08 [-0.25, 0.09]

-4 2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.93 (P = 0.35)
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Clinical evidence - forest plots

1.2.8 Depression: Mother-infant relationship interventions versus TAU

Depression diagnosis Post-treatment - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2009 71 220 74 229 100.0% 1.00[0.76, 1.31]
Total (95% CI) 220 229 100.0% 1.00[0.76, 1.31]
Total events 71 74

0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.01 (P = 0.99)

Depression diagnosis Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2009 21 170 29 184 100.0% 0.78[0.47, 1.32] [
Total (95% CI) 170 184 100.0% 0.78 [0.47, 1.32] ‘
Total events 21 29
! 1 1 1 1 ]
T T T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.92 (P = 0.36)

0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Depression symptomatology Post-treatment - ITT analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RAVN2012 17 56 10 50 100.0% 1.52[0.77, 3.00] -
Total (95% CI) 56 50 100.0% 1.52[0.77, 3.00] L
Total events 17 10
—+— ——

Heterogeneity: Not applicable
Test for overall effect: Z =1.20 (P = 0.23)

r T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Depression symptomatology Post-treatment - Available case analysis (at-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RAVN2012 6 45 2 42 100.0% 2.80[0.60, 13.11] ]
Total (95% CI) 45 42 100.0% 2.80[0.60, 13.11] <-
Total events 6 2
—+— ——

Heterogeneity: Not applicable
Test for overall effect: Z=1.31 (P = 0.19)

r T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control
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Clinical evidence - forest plots

Depression mean scores Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
COOPER2009 278 454 170 391 58 184 84.9% -0.22 [-0.42, -0.01]
NEWNHAM2009 793 456 32 899 499 31 151% -0.22[-0.71, 0.28]
Total (95% CI) 202 215 100.0%  -0.22[-0.41, -0.02] 0

1 1 1 1
Heterogeneity: Tau2 = 0.00; Chi2 = 0.00, df = 1 (P = 0.99); I2= 0% ! T ! ! !
-4 2 0 2 4

Favours experimental Favours control

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

Depression mean scores Short Follow-up (9-16 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
NEWNHAM2009 81 54 32 9.7 4.99 31 100.0% -0.30 [-0.80, 0.19]
Total (95% CI) 32 31 100.0% -0.30[-0.80, 0.19]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Test for overall effect: Z = 1.20 (P = 0.23) Favours experimental ~ Favours control

Depression diagnosis Long Follow-up (25-103 weeks post-intervention) - ITT
analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2009 73 220 76 229 100.0% 1.00[0.77, 1.30]
Total (95% CI) 220 229 100.0% 1.00[0.77, 1.30]
Total events 73 76

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1
9 v PP 0.1 0.2 0.5 1 2 5 10

Favours experimental  Favours control

Test for overall effect: Z = 0.00 (P = 1.00)

Depression diagnosis Long Follow-up (25-103 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2009 18 165 28 181 100.0% 0.71[0.41, 1.23] B
Total (95% CI) 165 181 100.0% 0.71[0.41, 1.23] ‘
Total events 18 28
Heterogeneity: Not applicable f f f f f {

T
0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 1.24 (P = 0.22) Favours experimental  Favours control
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Clinical evidence - forest plots

Depression symptomatology Long Follow-up (25-103 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RAVN2012 19 56 18 50 100.0% 0.94 [0.56, 1.58]

Total (95% ClI) 56 50 100.0% 0.94[0.56, 1.58]

Total events 19 18

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.22 (P = 0.82)

Depression symptomatology Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
RAVN2012 5 42 6 38 100.0% 0.75[0.25, 2.27]
Total (95% ClI) 42 38 100.0% 0.75[0.25, 2.27] —l—
Total events 5 6
! 1 1 1 1 ]
Heterogeneity: Not applicable ! ! ! T T !
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.50 (P = 0.62,
v ( ) Favours experimental  Favours control

Depression mean scores Long Follow-up (25-103 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2009 193 454 170 269 586 184 100.0% -0.14 [-0.35, 0.06]
Total (95% CI) 170 184 100.0% -0.14 [-0.35, 0.06]

-4 2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.35 (P = 0.18)

1.2.9 Depression: Case management and individualised treatment versus
TAU

Depression symptomatology Post-treatment - ITT analysis (at-risk
populations)

Risk Ratio Risk Ratio

Experimental

Control

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MEYER1994 2 18 7 16 100.0% 0.25[0.06, 1.05] [

Total (95% Cl) 18 16 100.0% 0.25 [0.06, 1.05] -

Total events 2 7

Heterogeneity: Not applicable
Test for overall effect: Z = 1.89 (P = 0.06)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression symptomatology Post-treatment -Available case analysis (at-

risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MEYER1994 2 18 7 16 100.0% 0.25 [0.06, 1.05] [
Total (95% Cl) 18 16 100.0% 0.25 [0.06, 1.05] ‘
Total events 2 7
! 1 1 1 1 ]
T T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.89 (P = 0.06)

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

1.2.10 Anxiety: Post-miscarriage self-help versus TAU

Anxiety mean scores Post-treatment - ITT analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
KERSTING2013 0.37 041 115 0.63 0.67 113 100.0% -0.47 [-0.73, -0.20]
Total (95% CI) 115 113 100.0% -0.47 [-0.73, -0.20] ’

-4 2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 3.48 (P = 0.0005)

1.2.11 Anxiety: Non-mental health-focused education and support versus

TAU or Enhanced TAU

Anxiety symptomatology Post-treatment - ITT analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SEN2006/DENNIS2013 18 80 25 82 100.0% 0.74[0.44, 1.24] [
Total (95% CI) 80 82 100.0% 0.74[0.44, 1.24] S g
Total events 18 25
—t—rt ——t+—

Heterogeneity: Not applicable f
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.14 (P = 0.25) Favours experimental Favours control

Anxiety symptomatology Post-treatment - Available case analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 6 68 6 63 100.0% 0.93[0.32, 2.72]
Total (95% CI) 68 63 100.0% 0.93[0.32,2.72]
Total events 6 6

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 0.14 (P = 0.89 oro0z 05 1 2 5 10
est for overall effect: Z = 0. =0. N
v ( ) Favours experimental  Favours control
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Anxiety mean scores Post-treatment - Available case analysis (at-risk
populations)

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
1V, Random, 95% ClI

Control
SD Total Weight

Experimental

Study or Subgroup Mean SD Total Mean

MELNYK2006 31.08 4.340939 134 31.63 4.587602 105 64.3%
SEN2006/DENNIS2013 5.1 3.3 68 53 3.7 63 35.7%

-0.12[-0.38, 0.13]
-0.06 [-0.40, 0.29]

Total (95% Cl) 202 168 100.0% -0.10 [-0.30, 0.11]
1 1 1 1
Heterogeneity: Tau2 = 0.00; Chi2 = 0.09, df = 1 (P = 0.76); 12 = 0% ! ! ! ! !
-4 2 0 2 4

Favours experimental Favours control

Test for overall effect: Z = 0.95 (P = 0.34)

Anxiety symptomatology Short Follow-up (9-16 weeks post-intervention) -
ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 15 80 23 82 100.0% 0.67 [0.38, 1.19] B
Total (95% CI) 80 82 100.0% 0.67[0.38, 1.19] "
Total events 15 23
—— ——

Heterogeneity: Not applicable !
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z=1.38 (P = 0.17]
v ( ) Favours experimental  Favours control

Anxiety symptomatology Short Follow-up (9-16 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 0 65 4 63 100.0% 0.11[0.01, 1.96]
Total (95% Cl) 65 63 100.0% 0.11[0.01, 1.96] | ——
Total events 0 4
—— —t—

Heterogeneity: Not applicable ! '
9 v PP 0.1 0.2 0.5 1 2 5 10

Testfor overall effect: 2 = 1.51 (P = 0.13) Favours experimental  Favours control

Anxiety mean scores Short Follow-up (9-16 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
SEN2006/DENNIS2013 35 25 65 4.1 35 63 100.0% -0.20 [-0.54, 0.15]
Total (95% CI) 65 63 100.0% -0.20 [-0.54, 0.15]

-4 2 0 2 4

Heterogeneity: Not applicable

Test for overall effect: Z = 1.11 (P = 0.27)
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Anxiety symptomatology Intermediate Follow-up (17-24 weeks post-

intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 17 80 23 82 100.0% 0.76 [0.44, 1.31] [
Total (95% Cl) 80 82 100.0% 0.76 [0.44, 1.31] ‘
Total events 17 23
—— ——

Heterogeneity: Not applicable
Test for overall effect: Z = 1.00 (P = 0.32)

T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Anxiety symptomatology Intermediate Follow-up (17-24 weeks post-

intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SEN2006/DENNIS2013 4 67 4 63 100.0% 0.94 [0.25, 3.60]
Total (95% CI) 67 63 100.0% 0.94[0.25, 3.60]
Total events 4 4

I | | | | |
r T T T T T 1
0.1 0.2 0.5 1 2 5 10

Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.09 (P = 0.93)

Anxiety mean scores Intermediate Follow-up (17-24 weeks post-intervention)

- Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SEN2006/DENNIS2013 4.5 3 67 54 39 63 100.0% -0.26 [-0.60, 0.09]
Total (95% CI) 67 63 100.0% -0.26 [-0.60, 0.09]

-4 -2 0 2 4
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.46 (P = 0.14)

1.2.12 Anxiety: Home visits versus TAU

Anxiety symptomatology Post-treatment - ITT analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLE2010/2009/SPENCERS 24 61 37 59 100.0% 0.63[0.43, 0.91]
Total (95% Cl) 61 59 100.0% 0.63[0.43, 0.91] ‘
Total events 24 37
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.48 (P = 0.01] .
( ) Favours experimental ~Favours control
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Anxiety symptomatology Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLE2010/2009/SPENCERS 10 47 21 43 100.0% 0.44[0.23, 0.82]
Total (95% Cl) 47 43 100.0% 0.44[0.23,0.82] ‘
Total events 10 21
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.59 (P = 0.010; .
( ) Favours experimental ~ Favours control

Anxiety mean scores Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% ClI
SPITTLE2010/2009/SPENCERS 5 33 47 8.1 36 43 100.0% -0.89 [-1.33, -0.46]
Total (95% Cl) 47 43 100.0%  -0.89[-1.33, -0.46] ’
1 1 1 1
Heterogeneity: Not applicable T T T T
9 PP -4 2 0 2 4

Test for overall effect: Z = 4.02 (P < 0.0001) Favours experimental  Favours control

Anxiety symptomatology Long Follow-up (25-103 weeks post-intervention) -
ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLE2010/2009/SPENCERS 32 61 42 59 100.0% 0.74 [0.55, 0.98]
Total (95% CI) 61 59 100.0% 0.74[0.55, 0.98] ‘
Total events 32 42
—— ———

Heterogeneity: Not applicable
Test for overall effect: Z = 2.07 (P = 0.04)

T T T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Anxiety symptomatology Long Follow-up (25-103 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLE2010/2009/SPENCERS 10 39 21 38 100.0% 0.46 [0.25, 0.85]
Total (95% Cl) 39 38 100.0% 0.46 [0.25, 0.85] ‘
Total events 10 21
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.48 (P = 0.01] .
( ) Favours experimental ~ Favours control
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Anxiety mean scores Long Follow-up (25-103 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% ClI
SPITTLE2010/2009/SPENCERS 58 29 39 7.7 33 38 100.0% -0.61 [-1.06, -0.15]
Total (95% CI) 39 38 100.0% -0.61 [-1.06, -0.15] ‘
1 1 1 1
T T T T

Heterogeneity: Not applicable
Test for overall effect: Z = 2.60 (P = 0.009)

-4 2 0 2 4
Favours experimental Favours control

1.2.13PTSD: Post-miscarriage self-help versus TAU

PTSD symptomatology Post-treatment - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KERSTING2013 12 115 35 113 100.0% 0.34[0.18, 0.62]
Total (95% Cl) 115 113 100.0% 0.34[0.18, 0.62] ‘
Total events 12 35
—— ——

Heterogeneity: Not applicable
Test for overall effect: Z = 3.54 (P = 0.0004)

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

PTSD mean scores Post-treatment - ITT analysis (at-risk populations)

Experimental Control

Study or Subgroup  Mean SD Total Mean

SD Total Weight

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% ClI

KERSTING2013 17.64 1222 115 28.27 11.81

Total (95% Cl) 115
Heterogeneity: Not applicable

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

113 100.0%

113 100.0%

-0.88 [-1.15, -0.61]

¢

-4 2 0 2 4
Favours experimental  Favours control

-0.88 [-1.15, -0.61]

1.2.14General mental health: Post-miscarriage self-help versus TAU

General mental health mean scores Post-treatment - ITT analysis (at-risk

populations)

Experimental Control

5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
KERSTIMG2013 047 043 115 075 049 113 100.0% -0.61 [-0.87,-0.34]

Total {95% CI) 115 113 100.0% -0.61 [-0.87, -0.34] )
Heterageneity: Mot applicahle t

Testfor averall effect Z=4 47 (P = 0.00001)

Antenatal and postnatal mental health (update)
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1.2.15General mental health: Home visits versus TAU

General mental health mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
ARACEMNAZODY 1094 558 45 1385 BS99 45  48.0% -0.46 [-0.87,-0.04]
BARLOWZOOT 12.34 5.56 61 11.88 7.24 A6 92.0% 0.07 [-0.29, 0.43]
Total (95% CI) 106 101 100.0% -0.18 [-0.70, 0.33]
Heterogeneity: Tau®= 0.10; Chi*= 3.48, df=1 (P = 0.06) F=71% 54 52 7 é jl
Testfor overall effect 2= 0.84 (P = 0.43) Favours experimental Favours control

1.2.16 General mental health: Post-delivery discussion versus Enhanced
TAU

General mental health mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SMALL2000/2006 FA69 18.79 467 TF1.2 1814 450 1000% -0.08 [-0.21, 0.058]
Total (95% Cl) 467 450 100.0% -0.08 [-0.21, 0.05]
Heterogeneity: Mot applicable 54 52 ] é i
Testfor overall effect: Z=1.24 (P = 0.22) Favours experimental Favours control

General mental health mean scores Very long follow-up (>104 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SMALLZ000/2006 47 107 264 452 108 270 100.0% 017 [-0.00, 0.34]
Total (95% CI) 264 270 100.0% 0.17 [-0.00, 0.34]
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 2=1.93 (P = 0.05) Favours experimental Favours control

1.2.17 General mental health: Mother-infant relationship interventions
versus TAU

General mental health mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MEISSERNZO01 04201 0BI2011 736 AT G4 G.3 588 61 100.0% 018017, 053]
Total (95% CI) 64 61 100.0% 0.18 [-0.17, 0.53]
Heterogeneity; Mat applicable 54 52 3 é ji
Testfor overall effect Z=1.01 (P = 0.31) Favours experimental Favours control
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General mental health mean scores Long follow-up (25-104 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MEISSERNZO01 04201 0BI2011 38 488 48 431 588 39 100.0% -0.09 [-0.52, 0.33]
Total (95% CI) 49 39 100.0% -0.09 [-0.52, 0.33]
Heterogeneity; Mat applicable 54 52 3 é ji
Testfor overall effect. 2= 0.44 (P = 0.68) Favours experimental Favours control

1.2.18 Mother-infant attachment: Non-mental health-focused education
and support versus TAU or Enhanced TAU

Mother-infant attachment problems Post-treatment - ITT analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
SEMZ006/DERNMIS2013 36 an 4 g2 100.0% 0.90[0.65, 1.249]
Total (95% CI) 20 82 100.0% 0.90 [0.65, 1.25]
Total events 36 41
Heterogeneity: Mat applicable iﬂ , D=2 D=5 ; é é 1|:|=
Testfor overall effect 2= 0.64 (F=10.52) Favours experimental  Favours control

Mother-infant attachment problems Post-treatment - Available case
analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SEMZO0G/DEMMIS2013 25 aEe] 23 4 100.0% 1.01 [0.64, 1.549]
Total (95% Cl) 69 64 100.0% 1.01 [0.64, 1.59]
Total events 25 23
Heterogeneity: Mot applicable IEI 1 DI2 D=5 1. 5 é 1I:|=
Test for overall effect. Z=0.04 (P = 0.97) Favours experimental Favours control

Positive mother-infant interaction mean scores Post-treatment - Available
case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MELMYI 2006 487 0892948 116 436 0.895114 95 100.0% 0.47 [0.29, 0.35]
Total (95% CI) 116 95 100.0% 0.57 [0.29, 0.85] L 3
Heterageneity: Mot applicable 54 52 B é j‘
Testfor overall effect 2= 4.03 (F = 0.0001) Favours control  Favours experimenta
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Maternal sensitivity mean scores Post-treatment - Available case analysis

(at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MELMYI 2006 8163 9206135 112 ¥&a.85 8.208407 a7 100.0% 0.30[0.02, 0.88]
Total (95% CI) 112 &7 100.0% 0.30[0.02, 0.58]
Heterageneity: Mot applicable 54 52 B é j‘
Testfor overall effect Z=2.09 (F = 0.04) Favours control  Favours experimenta

Maternal confidence mean scores Post-treatment - Available case analysis

(at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 85% Cl IV, Random, 95% CIl
MELMYI<2008 4106 24569127 134 4067 2.559632 107 100.0% 015010, 0.41]
Total (95% CI) 134 107 100.0% 0.15 [-0.10, 0.41]
Heterogeneity: Mot applicahle I4 I2 D é i
Testfor overall effect Z=1.17 (F = 0.24) Favours control  Favours experimenta

Mother-infant attachment problems Short Follow-up (9-16 weeks
intervention) - ITT analysis (at-risk populations)

post-

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
SEMZ006/DERNMIS2013 40 an a8 g2 100.0% 1.081[0.78,1.449]
Total (95% CI) 20 82 100.0% 1.08 [0.78, 1.49]
Total events 40 38
Heterogeneity: Mat applicable =E|1 D=2 D=5 ; é é 1|:|=
Testfor overall effect 2= 0.47 (P =0.64) Favours experimental  Favours control
Mother-infant attachment problems Short Follow-up (9-16 weeks post-
intervention) - Available case analysis (at-risk populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SEMNZO06/DEMNMIS2013 24 fid 18 2 100.0% 1.29[0.78, 2.13] —
Total (95% CI) 64 62 100.0% 1.29 [0.78, 213] -l
Total events 24 18
Heterogeneity: Mot applicable I } } } } |
o _ 01 0.2 ns 2 5 10
Test for overall effect Z=1.00 (P = 0.32) Favours experimental Favours control
42
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Mother-infant attachment problems Intermediate Follow-up (17-24 weeks
post-intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SEMZO0G/DEMMIS2013 40 a0 48 g2 100.0% 085 [0.64,1.14]
Total (95% Cl) 80 82 100.0% 0.85 [0.64, 1.14]
Total events a0 48
Heterogeneity: Mot applicable IEI 1 D=2 D=5 1 5 :IS 1IZI=
Test for overall effect Z=1.08 (P = 0.28) Favours experimental Favours control

Mother-infant attachment problems Intermediate Follow-up (17-24 weeks
post-intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
SEMZO0G/DEMMIS2013 26 GG 27 61 100.0% 0.89[0.59,1.34]
Total (95% Cl) 66 61 100.0% 0.89 [0.59, 1.34]
Total events 26 27
Heterogeneity: Mat applicable =E| ] DI2 D:5 } é ::5 1|:|=
Testfor overall efiect 2= 0.56 (P =0.58) Favours experimental  Favours control

1.2.19Mother-infant attachment: Home visits versus TAU

Maternal sensitivity mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BARLOWY2007 927 267 62 82 326 48 100.0% 0.36 [-0.00,0.72]
Total {95% Cl) 62 59 100.0% 0.36 [-0.00, 0.72]
Heterogeneity: Mot applicatle L I2 5 é jl
Testfar overall effect: Z=1.95 (F = 0.03) Favours control Favours experimenta

Infant involvement mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BARLOWZ007 §9.35 3.08 g2 FAez 37 48 100.0% 0.42 [0.08, 0.78]
Total (95% CI) 62 59 100.0% 0.42 [0.06, 0.78]
Heterogeneity: Mot applicable I4 I2 7 é al1
Testfor overall effect 2= 2.27 (F = 0.02) Favours control Favours experimenta
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Discontinued breastfeeding <6 months - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARLOW2007 20 Ga 24 63 100.0% 0.77[0.48,1.25] —
Total (95% CI) 68 63 100.0% 0.77 [0.48, 1.25] -
Total events 20 24
Heterogeneity: Mot applicahle 'El_1 DTQ DTS i é 10

Test for overall effect: £=1.04 (P = 0.30)

Favours experimental

1.2.20Mother-infant attachment: Mother-infant relationship

interventions versus TAU

Favours control

Mother-infant attachment problems Post-treatment - ITT analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
COQPERZ2009 104 220 127 229 100.0% 0.85[0.71,1.02)]
Total (95% CI) 220 228 100.0% 0.85[0.71,1.02]
Total events 104 127
Heterageneity: Mot applicahle =I:|1 I:|=2 D=5 ] é é 1III=
Testfor overall effect 2=1.72 (P = 0.08) Favours experimental Fawvours control
Mother-infant attachment problems Post-treatment - Available case
analysis (at-risk populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
COOPERZ2009 40 156 60 162 100.0% 0.69 [0.50, 0.97]
Total (95% CI) 156 162 100.0% 0.69 [0.50, 0.97] S
Total events an 60
Heterogeneity; Mot applicable |D1 |:|=2 DIS é é 1|:|I

Testfor overall effect £=216 (F=0.03)

Favours experimental

Favours control

Positive mother-infant interaction mean scores Post-treatment - Available

case analysis (at-risk populations)

Experimental Control

5td. Mean Difference

Std. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl

MEIJSSEMNZ01 04201 0Br2011 3.9 4 a7 25 3 585 G4.6% 0.39[0.02, 0.77] -
MNEWNHAMZ009 023 0.09 32023 01 31 354% 0.59[0.09,1.10] o

Total (95% CI) 89 86 100.0% 0.46 [0.16, 0.76] L 2
Heterogeneity: Tau®=0.00; Chi*= 0.38, df=1 (P = 0.54); F= 0% _54 52 ] é i

Test for owverall effect Z=3.01 (F=0.003
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Maternal sensitivity mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MEISSEMZ01 042010872011 413 078 53 391 084 a6 53.2% 0.27 [-0.11, 0.64]
MEWRHAMZ009 1497 008 32 164 045 3 4B.8% 1.02[0.49,1.54] -
Total (95% CI) 85 87 100.0% 0.62 [0.11, 1.35]
Heterogeneity: Tau®=0.22; Chi*= 511, df=1 (P = 0.02); F= 80% _54 52 ] é i
Testfor averall effect Z=1.66 (F = 0.10) Favours control  Favours experimenta

Maternal intrusiveness mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MEIJSSENZO01 0201 0B2011 1.748 0.87 a3 204 083 56 100.0% -0.32 [-0.F0, 0.08]
Total (95% CI) 53 56 100.0% -0.32 [-0.70, 0.06]
Heterogeneity: Mot applicable I4 iz 1 é f1
Testfor overall efiect 2=1.66 (P = 0.10) Favours experimental Fawours control

Maternal negative engagement mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MEIISSEM201 045201 0852011 01 067 ar oo a5 Mat estimahle
Total (95% CI) 57 55 Not estimable
Heterogeneity; Mot applicable t ; t t
Testf Il effact: Mot applicahl -4 2 v : +
Esiioroverall Bifect Mot applicaile Favours experimental Favours control

Infant involvement mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MEIJSSERZ010A201 0BF2011 47 B3 57 a1 14 55 100.0% -0.31 [-0.69, 0.06]
Total (95% Cl) 57 55 100.0% -0.31 [-0.69, 0.06]
Heterageneity: Mot applicable 54 52 ] é i
Testfor overall effect Z=1.63 (P =0.10) Favours control  Favours experimenta
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Infant responsivity mean scores Post-treatment - Available case analysis
(at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MEISSEMZ01 042010872011 244 168 a7 252 1448 a5 51.4% -0.05[-0.42, 037
MEWRHAMZ009 1.03 041 32 049 054 3 486% 1.13[0.59, 1.66] -
Total (95% CI) 29 86 100.0% 0.52 [0.63, 1.68]
Heterogeneity: Tau®=0.64; Chi*=12.62 df=1 (F=0.0004); 7= 92% 54 52 0 é i
Testfor averall effect Z=0.88 (F = 0.38) Favours control  Favours experimenta

Infant negative engagement/behaviour problems mean score Post-treatment -
Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MEIJSSEMZ01 07201 082011 28 a1 a7 16 a2 a5 100.0% 016 [-0.21, 043
Total (95% Cl) 57 55 100.0% 0.16 [-0.21, 0.53]
Heterogeneity: Mot applicable _54 52 p é jl
Testfor overall effect 2= 0.85 (P = 0.40) Favours experimental Favours control

Discontinued breastfeeding <6 months - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAVRZ2012 22 Ak 22 A0 100.0% 0.89[0.A7,1.40]
Total (95% CI) 56 50 100.0% 0.89 [0.57, 1.40]
Total events 22 22
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect 2= 048 (F = 0.62) Favours experimental Favours control

Discontinued breastfeeding <6 months - Available case analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
RAWNZ012 10 44 16 44 100.0% 0.63[0.32,1.22] —
Total {95% Cl) 44 44 100.0% 0.63[0.32,1.22] . .
Total events 10 16
Heterogeneity: Mot applicable =E| " 012 D=5 % é 1|:|=
Testfor overall effect 2=1.37 (P =0.17) Favours experimental Fawvours control
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Discontinued breastfeeding <9 months

- ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAWMZ2012 28 a6 4 50 100.0% 0.76 [0.56, 1.04]
Total (95% CI) 56 50 100.0% 0.76 [0.56, 1.04] L
Total events 24 34
Heterogeneity: Mot applicahle ID1 D52 DIS é é 1|:|I
Testfor overall effect Z=1.89 (F = 0.09) Favours experimental Favours control
Discontinued breastfeeding <9 months - Available case analysis (at-risk
populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAVRZ2012 14 41 24 40 100.0% 0.A7 [0.356, 0.93]
Total (95% CI) 41 40 100.0% 0.57 [0.35,0.93] e 2
Total events 14 24
Heterogeneity: Mot applicable 501 |:|=2 DIS é é 1|:|I

Testfor overall effect £=2.23 (F = 0.03) Favours experimental Favours control

Discontinued breastfeeding <12 months - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAWMZ2012 40 a6 42 50 100.0% 0.85[0.69,1.04]
Total (95% CI) 56 50 100.0% 0.85 [0.69, 1.04]
Total events an 42

Heterogeneity; Mot applicable |D1 |:|=2 DIS ] 3 A

Testfor overall effect Z=1.55 (F=0.13) Favours experimental Favours control
Discontinued breastfeeding <12 months - Available case analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio

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

RAVMZ012 26 42 32 40 100.0% 0.77 [0.48, 1.03)

Total {95% CI) 42 40 100.0% 0.77 [0.58,1.03] L 2

Total events 26 32

Heterogeneity: Mot applicakle ID1 Dl2 DIS é é 1|:|I

Testfor overall effect Z=1.77 (F = 0.08) Favours experimental Favours control
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1.2.21 Mother-infant attachment: Case management and individualised
treatment versus TAU

Maternal sensitivity Post-treatment - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MEYER1954 14 14 10 15 100.0% 1.40[0.94, 2.05]
Total (95% CI) 15 15 100.0% 1.40 [0.95, 2.05] -
Total events 14 10
Heterogeneity: Mot applicahle 'IZI.1 sz Df5 ﬁ é 1|:|'

Testfor overall effect: £=1.72 (P = 0.08)

Favours control

Favours experimenta

Maternal sensitivity Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MEYER1954 14 14 10 15 100.0% 1.40[0.94, 2.05]
Total (95% CI) 15 15 100.0% 1.40 [0.95, 2.05] -
Total events 14 10
Heterogeneity: Mot applicahle 'IZI.1 sz DTS ﬁ é 1III'

Testfor overall effect: £=1.72 (P = 0.08)

Favours control

Favours experimenta

1.2.22Quality of life: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU or Enhanced TAU

Poor social support Post-treatment - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BRUGHAZOOO il 103 20 106 100.0% 1.08[0.62,1.87]
Total (95% CI) 103 106 100.0% 1.08 [0.62, 1.87]
Total events 21 20

0s 1 2 g

10

Heterogeneity: Mot applicable
Testfor overall effect £=0.28 (P =0.78)

Favours experimental

01 0.2
Favours control

Poor social support Post-treatment - Available case (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BRUGHAZOOO 12 94 10 96 100.0% 1.23[0.86, 2.70]
Total (95% CI) 94 96 100.0% 1.23 [0.56, 2.70]
Total events 12 10

Heterogeneity: Mot applicable
Test for overall effect: £=0.40 (P = 0.61)
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1.2.23Quality of life: Non-mental health-focused education and support
versus TAU or Enhanced TAU

Parental stress mean scores Post-treatment - Available case analysis (at-
risk populations)

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MELMYH2006 1.78 0356997 136 1.98 0359551 109 49.3% -0.86 [-0.81,-0.30] |
SEMZO0BDENMIZZ013 657 14.2 G5 BYE 14.7 59 40.7% -0.27 [0.62, 0.08]
Total (95% CI) 201 168 100.0% 0.44 [0.72, 0.16] *
Heterogeneity: Tau®= 0.02; Chi*=1.67, df=1 (P = 0.200; I*= 40% 54 52 2 é j‘
Testfor overall effect 2= 3.10 (P =0.002) Favours experimental Favours control

Social support mean scores Post-treatment - Available case analysis (at-
risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SENZ006/DEMMIS2013 16 31 69 1583 31 G4 100.0% 0.22[-0.12,0.57]
Total {95% CI) 69 64 100.0% 0.22[-012,0.57]
Heterogeneity: Mot applicable 54 52 3 é ji
Testfor overall effect 2=1.28 (P = 0.20) Favours control Favours experimenta

Social support mean scores Short Follow-up (9-16 weeks post-intervention)
- Available case analysis (at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SENZ006/DEMMIS2013 16.4 2.4 G4 183 3.2 63 100.0% 0.39[0.04, 0.74]
Total {95% CI) 64 63 100.0% 0.39 [0.04, 0.74]
Heterogeneity: Mot applicable 54 52 3 é ji
Testfor overall effect 2= 218 (P = 0.03) Favours experimental Favours control

Social support mean scores Intermediate Follow-up (17-24 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SENZO00G/DENMIS2013 161 27 BE 146 3 63 100.0% 052017, 0.87]
Total {95% CI) 66 63 100.0% 0.52 [0.17,0.87] L 2
Heterogeneity: Mot applicable 54 |2 : é i
Testfor overall effect Z=2.82 (F = 0.004) Favours experimental Favours control
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1.2.24Quality of life: Home visits versus TAU

Social support mean scores Post-treatment - Available case analysis (at-
risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
BARLOW2007 19.41 7.97 17 15 6.37 12 100.0% 0.88 017, 1.34]
Total (95% CI) 17 12 100.0% 0.58 [-0.17,1.34]
Heterogeneity: Mot applicable I4 I2 3 é i
Testfor overall effect: Z=1.51 (P =10.13) Favours control Favours experimenta

Self-esteem mean scores Post-treatment - Available case analysis (at-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
BARLOW2007 2919 5.39 a9 2942 624 85 100.0% -0.04 [0.41, 0.33]
Total (95% CI) 59 55 100.0% -0.04 [-0.41, 0.33]
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 2= 0.21 (P = 0.83) Favours control Favours experimenta

1.2.25Quality of life: Mother-infant relationship interventions versus
TAU

Parental stress mean scores Post-treatment - Available case analysis (at-
risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MEIJSSEMZOY 0AZ01 0842011 4365 1684 60 41.96 14.76 43 41.8% 010029 0.580]
MEWHHAMZ009 91.34 10468 32 846 1224 31 26.3% -0.04 [-0.54, 0.45]
RAWMZ012 59.8 1.5 40 55 121 38 A% 0.40[-0.04, 0.85]
Total (95% CI) 132 112 100.0% 0.16 [-0.09, 0.41]
Heterogeneity: Tau®= 0.00; Chif=1.86, df= 2 (P =0.40); F= 0% 54 52 1 é j‘
Testforoverall effect 2=1.23 (F = 0.21) Favours experimental Favours control

Parental stress mean scores Long follow-up (25-104 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MEIJSSEMZOY 0AZ010B/2011  225.85 4868 60 23488 537 43 55.0% -0.16 [-0.85, 0.23]
RAWMH 2012 1972 325 41 1923 282 39 45.0% 016 [-0.28, 0.60]
Total (95% Cl) 101 82 100.0% -0.02 [-0.33, 0.29]
Heterogeneity: Tau®= 0.01; Chif=1.13,df=1 (P=029); F=11% I4 I2 1 é j‘
Testforoverall effect 2= 0.10 (P = 0.92) Favours experimental Favours control
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1.2.26 Quality of life: Case management and individualised treatment

versus TAU

Parental stress mean scores Post-treatment - ITT analysis (at-risk

populations)

Experimental Control 5td. Mean Difference

5td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MEYER1994 723 M8 18 878 26.2 16 100.0% -0.43 111, 0.29]
Total {95% CI) 18 16 100.0% -0.43 [-1.11,0.25]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.23{FP=0.22)

T T T
-4 -2 ]
Favours experimental Favours control

2 1

Parental stress mean scores Post-treatment - Available case analysis (at-

risk populations)

Experimental Control 5td. Mean Difference

5td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MEYER1994 723 M8 18 878 26.2 16 100.0% -0.43 111, 0.29]
Total {95% CI) 18 16 100.0% -0.43 [-1.11,0.25]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.23{FP=0.22)

4 -2 0 2 1
Favours experimental Favours control

Self-esteem mean scores Post-treatment - ITT analysis (at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MEYER1994 109 498 18 1123 1149 16 100.0% -0.30 [-0.97, 0.38]
Total {95% CI) 18 16 100.0% -0.30 [-0.97, 0.38]

Heterogeneity: Mot applicable
Testfor averall effect £= 0.86 (P = 0.39)

4 -2 0 2 1

Favours control Favours experimenta

Self-esteem mean scores Post-treatment - Available case analysis (at-risk

populations)

Experimental Control 5td. Mean Difference

5td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MEYER1994 109 498 18 1123 1149 16 100.0% -0.30 [-0.97, 0.38]
Total {95% CI) 18 16 100.0% -0.30 [-0.97, 0.38]

Heterogeneity: Mot applicable
Testfor averall effect £= 0.86 (P = 0.39)

Antenatal and postnatal mental health (update)
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1.2.27Service utilisation: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU or Enhanced TAU

Contact with primary and/or secondary care Post-Treatment - ITT analysis
(at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BRUGHAZOOO 13 103 11 106 100.0% 1.22[0.87, 2.59]
Total (95% CI) 103 106 100.0% 1.22 [0.57, 2.59]
Total events 13 11
ey o - 061 bidz o5 1 ¢
Bstfor overall effect 2= 0.51 (P = 0.61) Favours control Favours experimenta

Contact with primary and/or secondary care Post-treatment - Available
case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BRUGHAZO00 13 a4 11 496 100.0% 1.21 [0.A7, 2.56]
Total {95% Cl) 94 96 100.0% 1.21 [0.57, 2.56]
Total events 13 11
e Y -0 X N R B
estfor overall effect 2= 0.43 (F = 0.62) Favours control  Favours experimenta

1.2.28Service utilisation: Home visits versus TAU

Maternal contact with primary and/or secondary care Post-treatment - ITT
analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARMETZ007 19 44 15 40 100.0% 1.15[0.68,1.95]
Total (95% CI) 44 40 100.0% 1.15[0.68, 1.95]
Total events 14 14
esiof overal feet 7= 059 (F = 050 o102 w5 {2 5 10
Bstfor overall effect Z=0.53 (F = 0.60) Favours control Favours experimenta
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Maternal contact with primary and/or secondary care
Available case analysis (at-risk populations)

Post-treatment -

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARMETZ00T 14 Ky 15 32 100.0% 1.31[0.82, 2.08] 7
Total (95% CI) Y| 32 100.0% 1.31 [0.82, 2.08] -l
Total events 14 14
Heterogeneity: Mot applicable 'IZI_1 DTQ DTS 3 é 1I:|'

Testfor overall effect £=1.14 (P = 0.28)

Favours control Favours experimenta

Infant admissions to hospital Mid-treatment (at 6 months) - ITT analysis

(at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARLOWZ2007 A ma a8 A3 100.0% 058 [0.20,1.68] —
Total (95% CI) 6e 63 100.0% 0.58 [0.20, 1.68] ——eail——
Total events a a
Heterogeneity: Mot applicable 'IZI_1 DTQ DTS i é 1I:|'

Test for overall effect £=1.01 (P =0.31)

Infant length of stay in hospital Mid-treatment (at 6
(at-risk populations)

Favours experimental

Favours control

months) - ITT analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BARLOWZ007 3 ar s} 4 11 63 100.0% -016 [F0.50, 0.19]
Total (95% CI) 68 63 100.0% -0.16 [-0.50, 0.19]

Heterogeneity: Mot applicahle
Testfor overall effect Z=090(F =027}

1.2.29Experience of care: Non-mental health-focus
support versus TAU or Enhanced TAU

Maternal dissatisfaction with care Post-treatment -
populations)

G 2 0 1 4
Favours experimental Favours control

ed education and

ITT analysis (at-risk

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SEMZO0G/DEMMIS2013 40 a0 a2 g2 100.0% 0.79 [0.60, 1.04]
Total (95% Cl) 80 82 100.0% 0.79 [0.60, 1.04] .
Total events a0 h2
Heterogeneity: Mot applicable IEI 1 D=2 D=5 5 :IS 1IZI=
Test for overall effect Z=1.70 (P = 0.09) Favours experimental Favours control
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Maternal dissatisfaction with care Post-treatment - Available case analysis

(at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SEMZO0G/DEMMIS2013 3z T2 3g 3 100.0% 0.79[0.56, 1.049] r
Total (95% Cl) 72 69 100.0% 0.79 [0.56, 1.09] <
Total events a2 a4
Heterogeneity; Mot applicable 'EI.1 sz D!S ﬁ :'S 1IZI'

Testfor averall effect Z=1.42 (P =015)

Favours experimental Fawvours control

1.2.30 Attrition: Post-miscarriage self-help versus TAU

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
KERSTINGZ2013 16 115 12 113 100.0% 1.21[0.61, 2.40]
Total (95% CI) 115 113 100.0% 1.21 [0.61, 2.40]
Total events 16 13

Heterogeneity: Mot applicahle
Test for overall effect: £=0.44 (P = 0.4849)

01 02

Favours experimental Favours control

1.2.31 Attrition: Social support versus TAU

0s 1 2 5 10

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
HARRIS2006/DEMMIS 2013 il A1 21 a6 100.0% 1.36 [0.89, 2.06] N
Total (95% CI) 61 56 100.0% 1.36 [0.89, 2.06] -
Total events il 21
2

Heterogeneity: Mot applicahle
Testfor averall effect £=142(F=019)

1.2.32 Attrition: Psychologically (CBT/IPT) - informed psychoeducation

versus TAU or Enhanced TAU

0102 05 5
Favours experimental Favours control

10

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
BERUGHAZOOD ] 103 10 106 54.3% 0.93[0.39,2.19]
GORMAMNTI97/DENMISZ013 4 24 2 21 31.8% 1.75[0.36, 8.61] =
PHIFPS2013 4 a4 a 82 13.9% 12.53[0.72, 216.91] +
Total (95% ClI) 181 179 100.0% 1.63 [0.50, 5.28] —ee
Total events 14 12
Heterogeneity: TauF=0.47; Chi*= 345 df=2 (P=018); F=42% f t f f I |
. _ n1 0.2 0a 2 5 10
Testfor overall effect: 2= 0.81 (F = 0.42) Favours experimental Favours control
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1.2.33 Attrition: Psychoeducational booklet versus TAU or Enhanced

TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WEBSTERZ003 107 299 122 301 100.0% 0.88[0.72,1.08]
Total (95% CI) 209 301 100.0% 0.88 [0.72,1.08]
Total events 107 122

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.19(F=0.23)

Favours experimental

z 5

Favours control

01 0o 08

10

1.2.34 Attrition: Non-mental health-focused education and support versus

TAU or Enhanced TAU
Dropout
Experimental Control Risk Ratio Risk Ratio

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

KIEFFERZ013 24 134 37 138 A8.7% 0.65[0.41,1.02] —l—

SENZ006/DEMMIS2013 11 80 17 82 259% 0.66 [0.33,1.33] —

STAMP19495 g 73 ¥ 71 14.3% 1.251[0.49 3.18] e e —

Total (95% CI) 292 292 100.0% 0.72 [0.50,1.02] L 2

Total events 44 B

Heterogeneity, Tau®= 0.00; Chi*=1.60, df= 2 (P = 0.45), F= 0% I ! I J J |

. _ 01 0.2 0.5 2 5 10

Testfor overall effect Z=1.85 (F = 0.06) Favours experimental Favours control
1.2.35 Attrition: Home visits versus TAU
Dropout

Experimental Control Risk Ratio Risk Ratio

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

BARLOWW2007 4 68 ] B3 26.9% 0.74 [0.27, 2.64] &

BARMET2007 13 44 ] 0 FIT% 1.48 [0.68, 3.14)] ——

Total {95% CI) 112 103 100.0% 1.23 [0.64, 2.37] et

Total events 17 13

Heterogeneity: Tau®= 0.00; Chi*= 084, df=1{F = 0.36), F= 0% ID 1 D=2 DIS é é 1IZI=

Testfor overall efiect 2= 0.61 (F=0.54) Favours experimental Favours control
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1.2.36 Attrition: Post-delivery discussion versus Enhanced TAU

Dropout
Experimental Control Risk Ratio Risk Ratio

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

SMALLZ000r2006 A3 a20 1 821 100.0% 0.75[0.54,1.04]

Total (95% CI) 520 521 100.0% 0.75 [0.54,1.04] >

Total events a3 71

SR (RN B T

estfor overall effect 2=1.70 (F = 0.09) Favours experimental Favours control
1.2.37 Attrition: Mother-infant relationship interventions versus TAU
Dropout
Experimental Control Risk Ratio Risk Ratio

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

COCPERZO0Y an 220 45 229 ABA% 1.16[0.81,1.64]

MEIJSSENZOT0ATZ0T10Br2011 14 T2 24 e OIT A% 069 [0.39,1.20] — &

MEWIMHAM2009 3 35 2 H 3.3% 1.33[0.24, 7.44)]

RAYMZ012 12 56 7 a0 12.8% 1.53[0.65, 3.58] I e —

Total (95% Cl) 383 389 100.0% 1.04 [0.76, 1.43] ‘

Total events a0 7a

Heterogeneity: Tau®=0.01; Chi*=3.33, df= 3 (P =0.34), F=10% 0102 05 1 : 10

Testfor overall effect Z=027 (F=0.79)

Favours experimental Favours control

1.2.38Infant physical health: Home visits versus TAU

Congenital malformations (measured at 6 months) - Available case analysis

(at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARLOWZ2007 fi ma 1 A3 100.0% A.86 [0.69, 44.90] ]
Total (95% CI) 68 63 100.0% 5.56 [0.69, 44.90] —
Total events 3} 1
Heterogeneity: Mot applicable 'El_1 DTQ DTS i é 1|:|'

Testfor overall effect £=1.61 (FP=0.11)

Favours experimental

Favours control

Normal weight Post-treatment - Available case analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
ARACENAZOOG 20 41 17 38 100.0% 1.09 [0.68, 1.75]
Total {95% Cl) 41 38 100.0% 1.09 [0.68, 1.75]
Total events 20 17

Heterogeneity: Mot applicable
Testfor overall effect Z=036 (F=0.72)

Antenatal and postnatal mental health (update)

08 1 2 510
Favours experimenta

01 02
Favours control

56



Clinical evidence - forest plots

Underweight Post-treatment - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
ARACENAZODY 4 41 ] 38 100.0% 062019, 2.02]
Total (95% CI) 41 38 100.0% 0.62 [0.19, 2.02] ——an———
Total events 4 g
Heterogeneity: Mot applicahle 'El_1 DTQ DTS i é 1|:|'

Testfor overall effect Z=080(F=0.43)

Favours experimental Favours control

Overweight Post-treatment - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
ARACEMAZODY 17 41 15 38 100.0% 1.05[0.61,1.80]
Total (95% CI) 41 38 100.0% 1.05 [0.61, 1.80]
Total events 17 14

Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.18 (P = 0.86)

05 1 2 5 10
Favours control

01 0.2
Favours experimental

Incidence of severe diarrhoea Post-treatment - Available case analysis (at-

risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
ARACENAZODY g 45 4 42 100.0% 1.17[0.34, 4.058]
Total (95% CI) 45 42 100.0% 1.17 [0.34, 4.05]
Total events a 4

Heterogeneity: Mot applicahle
Testfor overall effect £=0.24 (P =0.81)

05 1 2 5 10
Favours control

01 0.2
Favours experimental

1.2.39Infant regulatory problems: Mother-infant relationship
interventions versus TAU

Infant colic mean scores Post-treatment - Available case analysis (at-risk

populations)
5td. Mean Difference
IV, Random, 95% ClI

5td. Mean Difference
IV, Random, 95% CIl

Experimental Control

Weight

Study or Subgroup Mean 5D Total Mean SD Total
MEWNHAMZ005 04z 0.1 32 115 083 3 100.0% -1.08 [-1.61,-0.55]

Total (95% CI) 32 31 100.0% -1.08 [-1.61, -0.55] £ 2

Heterogeneity: Mot applicable :__1 |2 b é ;1

Testfar overall effect: 2= 3.98 (P < 0.0001) Favours experimental Favours control
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Clinical evidence - forest plots

Infant sleep problems mean score Post-treatment - Available case analysis
(at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MEWMHAMZO00S 052 0.33 32 2 0 3100.0% -5.27 [6.34,-4.20]
Total (95% CI) 32 31 100.0% 5,27 [6.34, 4.20] <
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 7= 8.64 (F = 0.00001) Favours experimental Favours control

Infant excessive crying mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MEYWMNHAMZO0S 0495 082 32 188 08 3 100.0% -1.13[-1.67,-0.60]
Total (95% Cl) 32 31 100.0% -1.13 [-1.67, -0.60] . 2
Heterogeneity: Mot applicable 54 52 3 é j‘
Testfor overall effect Z=4.16 (F < 0.0001) Favours experimental Favours control

Infant colic mean scores Short follow-up (9-16 weeks post-intervention) -
Available case analysis (at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MEWMHAMZO09 o1z 01 32 085 067 3 100.0% -T2 23,-1.14)
Total {95% CI) 32 31 100.0% A.72[-2.31,1.14] <
Heterageneity: Mot applicable !__1 52 5 é jl
Testfor averall effect £=49.79 (P = 0.00001) Favours experimental Favours control

Infant sleep problems mean score Short follow-up (9-16 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MEWMHAMZO09 025 063 32 058 044 3 100.0% -0.60 -1.10,-0.08]
Total {95% CI) 32 31 100.0% -0.60 [-1.10, -0.09] L
Heterageneity: Mot applicable !__1 52 5 é jl
Testfar overall effect 2= 2.32 (P = 0.02) Favours experimental Favours control
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Clinical evidence - forest plots

Infant excessive crying mean scores Short follow-up (9-16 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MEWMHAMZO00S 054 0.63 32 0.89 091 3100.0% -0.43 [0.93, 0.07]
Total (95% CI) 32 31 100.0% -0.43 [-0.93, 0.07]
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 2= 1.69 (F = 0.09) Favours experimental Favours control

1.2.40Infant physical development: Home visits versus TAU

Infant motor development (delayed or impaired) Post-treatment - ITT
analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLEZ010/2009/SPENCERS L] B1 L] 59 100.0% 0.86 [0.36, 2.08]
Total {95% CI) 61 59 100.0% 0.86 [0.36, 2.08]
Total events a 9
Heterogeneity: Mot applicable ID1 052 UIS 1 é é 1D=
Testfor overall effect Z=0.34 (F = 0.74) Favours experimental Favours control

Infant motor development (delayed or impaired) Post-treatment - Available
case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
ARACEMNAZODY 1 41 1 38 136% 0.93[0.08,14.300 4 4
SPITTLEZ010/2009/SPEMCERS 5 58 7 57  B64% 0.70[0.24, 2.08] —.——
Total {95% CI) 99 95 100.0% 0.73 [0.27, 2.00] —eag——
Total events A a
Heterogeneity: Tau®= 0.00; Chi®= 0.03, df=1 (P = 0.85); F= 0% IEI ] DIE IJ:S é % 1IZI=
Testfor averall effect 2= 0.61 (F=0.54) Favours experimental Favours control

Infant motor development mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
ARACERMAZOODD 1 065 41 103 01 38 407% -0.06 [0.50, 0.38]
SPITTLEZ01 Q2009 SPEMCERS 999 148 58 886 1849 57 A8.3% 0.08[0.28, 0.45]
Total (95% Cl) 99 95 100.0% 0.02 [-0.26, 0.30]
Heterogeneity: Tau®= 0.00; Chi*=0.24, df=1 (P=062); F=0% I4 I2 1 é ji
Testfor overall effect Z=10.18 (F=0.87) Favours control  Favours experimenta
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Clinical evidence - forest plots

Infant motor development (delayed or impaired) Long follow-up (25-103
weeks post-intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 24 B1 22 59 100.0% 1.06 [0.67, 1.66]
Total {95% CI) 61 59 100.0% 1.06 [0.67, 1.66]
Total events 24 22
Heterogeneity: Mot applicable f f t T I I |
o _ 01 0.2 na 1 2 a 10
Testfor overall effiect Z=0.23 (F = 0.82) Favours experimental Favours control
Infant motor development (delayed or impaired) Long follow-up (25-103
weeks post-intervention) - Available case analysis (at-risk populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%5FENCERS 12 49 10 47 100.0% 1.151[0.55, 2.41]
Total (95% CI) 49 47 100.0% 1.15 [0.55, 2.41]
Total events 12 10
Heterogeneity; Mot applicakle f f t T I ! |
e _ 01 0.2 na 1 2 5 10
Testfor overall effect: 2= 0.37 (P=0.71) Favours experimental Favours control
Infant motor development mean scores Long follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)
Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SPITTLE2010/2009/SFENCERS 633 191 49 B9 241 47 100.0% -0.03 [-0.43, 0.37]
Total {95% Cl) 49 47 100.0% 0.03 [-0.43, 0.37]
Heterogeneity: Mot applicable 54 52 2 é i
Testfor overall effect 2= 0.16 (F = 0.88) Favours control  Favours experimenta

1.2.41Infant cognitive development: Home visits versus TAU

Infant cognitive development (impairment) Post-treatment - ITT analysis

(at-risk populations)

Experimental Control

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl
SPITTLEZ010/200%SFENCERS ] 61 g a3 100.0% 0.87 [0.41, 2.27]

Total (95% CI) 61 59 100.0% 0.97 [0.41, 2.27]

Total events ] g

Heterodeneity: Mot applicatle
Testfor overall effect 2= 0.08 (F = 0.94)
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Clinical evidence - forest plots

Infant cognitive development (impairment) Post-treatment - Available case

analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS & 58 7 57 100.0% 0.84[0.30, 2.35]
Total {95% CI) 58 57 100.0% 0.84 [0.30, 2.35]
& 7

Total events

Heterogeneity: Mot applicable f

Testfor overall effect Z=0.33(F=074) Fa

Infant cognitive development mean scores Post-treatm
analysis (at-risk populations)

Experimental 5td. Mean Difference

Control
5D Total VWeight

IV, Random, 95% CI

0102 05 1 0 2 g
vours experimental Favours control

ent - Available case

5td. Mean Difference
IV, Random, 95% CI

10

Study or Subgroup Mean S0 Total Mean
SPITTLEZ0M QiZ009'SPENCERS 99 128 58 956 126 a7 100.0% 0.27 010, 0.63]
58 57 100.0% 0.27 [-0.10, 0.63]

Total (95% CI)

Heterogeneity: Mot applicable
Testfor overall effect Z=142 (P =0.1E)

20 2 4

;
t
-4 -
Favours

control  Favours experimenta

Infant verbal development (impairment) Post-treatment - ITT analysis (at-

risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 14 61 14 a3 100.0% 1.04[0.55, 1.98]
Total (95% CI) 61 59 100.0% 1.04 [0.55, 1.95]
Total events 14 14

Heterogeneity: Mot applicable f f t
e _ 01 0.2 na 1 2 5 10
Testfar owverall effect: 2= 0.11 (P=0.81) Favours experimental Favours control
Infant verbal development (impairment) Post-treatment - Available case
analysis (at-risk populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 11 a7 11 54 100.0% 0.85[0.45, 2.00]
Total {95% CI) 57 54 100.0% 0.95 [0.45, 2.00]
Total events 11 1
Heterogeneity: Mot applicable f f t T I I |
o _ 01 0.2 na 1 2 a 10
Testfor overall effiect Z=0.14 (F = 0.89] Favours experimental Favours control
61
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Clinical evidence - forest plots

Infant verbal development mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI|
SPITTLEZ01QV2009/5FENCERS 964 161 a7 979 16 54 100.0% -0.09 047, 0.28]
Total (95% CI) 57 54 100.0% -0.09 [-0.47, 0.28]
Heterogeneity: Mot applicakle I4 I2 3 é i
Testfor overall effect Z= 0.48 (P = 0.63) Favours control Favours experimenta

Infant nonverbal development (impairment) Post-treatment - ITT analysis
(at-risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 18 61 14 a3 100.0% 1.24 [0.68, 2.27]
Total (95% CI) 61 59 100.0% 1.24 [0.68, 2.27]
Total events 18 14
Heterogeneity: Mot applicable f f t T t t |

e _ 01 0.2 na 1 2 5 10
Testfor owverall effect: 2= 0.71 (P =0.48) Favours experimental Favours control

Infant nonverbal development (impairment) Post-treatment - Available case
analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS ] a2 4 49 100.0% 2121[0.70, 6.44] ]
Total (95% CI) 52 49 100.0% 212 [0.70, 6.44] —enil——
Total events ] 4
Heterogeneity: Mot applicable f f t t t |

e _ 01 0.2 0.4a 2 5 10
Testfor owverall effect 2= 1.33 (P=0.14) Favours experimental Favours control

Infant nonverbal development mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
SPITTLEZ0M QVZ009'SPENCERS 486 144 52 1013 1145 49 100.0% -0.20 060, 0.149]
Total {95% CI) 52 49 100.0% -0.20 [0.60, 0.19]
Heterogeneity: Mot applicable 54 !2 ] é j‘
Testfor overall effect: 2=1.03 (F = 0.30) Favours control Favours experimenta
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Clinical evidence - forest plots

Infant spatial reasoning development (impairment) Post-treatment - ITT

analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 19 B1 18 59 100.0% 1.02[0.60, 1.758]
Total {95% CI) 61 59 100.0% 1.02 [0.60, 1.75]
Total events 18 18

0.5

Heterogeneity: Mot applicable 0 052 ] ﬁ : 1D'
Testfor overall effiect Z=0.08 (F = 0.94) Favours experimental Favours control
Infant spatial reasoning development (impairment) Post-treatment -
Available case analysis (at-risk populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%5FENCERS 8 a0 g 49 100.0% 0.98[0.40, 2.40]
Total (95% CI) 50 49  100.0% 0.98 [0.40, 2.40]
Total events g g
Heterogeneity; Mot applicakle f f t T I ! |
e _ 01 0.2 na 1 2 5 10
Testfor overall effect: = 0.04 (P = 0.98) Favours experimental Favours control
Infant spatial reasoning development mean scores Post-treatment -
Available case analysis (at-risk populations)
Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SPITTLE2010/2009/SFENCERS 1004 183 a0 9789 174 49 100.0% 0.14 [-0.26, 0.53]
Total {95% Cl) 50 49 100.0% 0.14 [-0.26, 0.53]
Heterogeneity: Mot applicable 54 52 2 é i

Test for overall effect Z= 069 (F = 0.44)

Favours control  Favours experimenta

Infant cognitive development (impairment) Long Follow-up (25-103 weeks
post-intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 18 B1 16 59 100.0% 1.09[0.62,1.92]
Total {95% CI) 61 59 100.0% 1.09 [0.62, 1.92]
Total events 18 16

Heterogeneity: Mot applicable
Testfor overall effect Z=028(F=077)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Infant cognitive development (impairment) Long Follow-up (25-103 weeks
post-intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS ] 52 8 51 100.0% 1.10[0.48, 2.64]
Total {95% CI) 52 51 100.0% 1.10 [0.46, 2.64]
Total events q a

0102 08 1 32 & 10
Favours experimental Favours control

Heterogeneity: Mot applicable
Testfor overall effect Z=0.22 (F=082

Infant cognitive development mean scores Long Follow-up (25-103 weeks

post-intervention) - Available case analysis (at-risk populations)
Std. Mean Difference

Experimental

Control

5D Total VWeight

5td. Mean Difference
IV, Random, 95% CI

IV, Random, 95% CI

Study or Subgroup Mean S0 Total Mean

SPITTLEZ0M QiZ009'SPENCERS 99.2 1483 52 4978 1a7 a1 100.0% 0.09 [-0.30, 0.48]

Total {95% CI) 52 51 100.0% 0.09 [-0.30, 0.48]

Heterogeneity: Mot applicable o 5 b 5 1

Testfor overall effect 2= 0.45 (F = 0.65) Favours control  Favours experimenta

Infant verbal development (impairment) Long Follow-up (25-103 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 13 61 16 a3 100.0% 0.791[0.42,1.49] —
Total (95% CI) 61 59 100.0% 0.79[0.42,1.49] e
Total events 13 16
Heterogeneity: Mot applicatile T o= 3 0

Testfar owverall effect: Z=0.74 (P = 0.48) Favours experimental Favours control

Infant verbal development (impairment) Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/2009/SPENCERS 4 52 L] 52 100.0% 0441015, 1.358] —
Total {95% CI) 52 52 100.0% 0.44 [0.15,1.35] —e——
Total events 4 9
Heterogeneity: Mot applicable 'D.1 sz UTS ﬁ é 1D.

Testfor overall effiect 2=1.43 (F = 0.15) Favours experimental Favours control
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Clinical evidence - forest plots

Infant verbal development mean scores Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
SPITTLEZ0M QVZ009'SPENCERS 492 1141 52 5449 181 a2 100.0% 0.28 010, 0.67]
Total {95% CI) 52 52 100.0% 0.28 [0.10, 0.67]
Heterogeneity: Mot applicable I4 !2 ] é Al1
Testfor overall effect 2=1.44 (F = 0.19) Favours control Favours experimenta

1.2.42Infant emotional development: Home visits versus TAU

Infant adaptive behaviour (impairment) Post-treatment - ITT analysis (at-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 19 B1 23 59 100.0% 0.B0[0.44, 1.31] —
Total {95% CI) 61 59 100.0% 0.80 [0.49, 1.31] -
Total events 18 23
Heterogeneity: Mot applicahle ID1 D=2 UIS é é 1D=
Testfor overall effect Z=0.90 (F = 0.37) Favours experimental Favours control

Infant adaptive behaviour (impairment) Post-treatment - Available case
analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 7 48 18 49 100.0% 0.481[0.21, 1.06] r
Total (95% CI) 48 49 100.0% 0.48 [0.21, 1.06] -
Total events 7 18
Heterogeneity: Mot applicable f f t t t |

e _ 01 0.2 0.4a 2 5 10
Testfar owerall effect: £Z=1.81 (P=0.07) Favours experimental Favours control

Infant adaptive behaviour mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SPITTLEZ0M QiZ009'SPENCERS 488 115 48 426 134 a1 100.0% 0.49[0.09, 0.849]
Total {95% CI) 48 51 100.0% 0.49 [0.09, 0.89] &
Heterogeneity: Mot applicable 54 52 2 é i
Testfor overall effect 2= 2.41 (F = 0.02) Favours control  Favours experimenta
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Clinical evidence - forest plots

Infant emotional development (impairment) Post-treatment - ITT analysis

(at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 22 B1 33 59 100.0% 0.64[0.43, 0.97]
Total {95% CI) 61 59 100.0% 0.64 [0.43, 0.97] e 2
Total events 22 KK]
Heterogeneity: Mot applicable 'D.1 sz UTS ﬁ é 1D'

Test for overall effect Z=213(F=0.03)

Favours experimental Favours control

Infant emotional development (impairment) Post-treatment - Available case

analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%5FENCERS 10 48 25 a0 100.0% 0.42100.22,0.77]
Total (95% CI) 48 50 100.0% 0.42[0.22,0.77] sl
Total events 10 25
Heteroneneity: Mot applicable f } } ] | |
e _ 01 0.2 0.4a 2 5 10
Testfor overall effect: 2= 2.78 (P = 0.00%) Favours experimental Favours control
Infant externalising (impairment) Post-treatment - ITT analysis (at-risk
populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 14 61 16 a3 100.0% 0.85[0.45, 1.58]
Total (95% CI) 61 59 100.0% 0.85 [0.45, 1.58]
Total events 14 16
Heterogeneity: Mot applicahle 'D.1 D!Q DTS 1' ﬁ é 1E|'

Testfor overall effect 2= 0.53 (F = 0.60)

Favours experimental Favours control

Infant externalising (impairment) Post-treatment - Available case analysis

(at-risk populations)

Experimental

Control Risk Ratio

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl
SPITTLEZ010/2009/SPENCERS 2 49 8 51 100.0% 026 [0.06, 1.17] ~
Total {95% CI) 49 51 100.0% 0.26 [0.06, 1.17] = —
Total events 2 a
Heterogeneity: Mot applicahle ID1 D=2 UIS é é 1D=
Testfor overall effiect Z=1.76 (F = 0.08) Favours experimental Favours control
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Clinical evidence - forest plots

Infant externalising mean scores Post-treatment - Available case analysis

(at-risk populations)

Experimental

Control

Std. Mean Difference
IV, Random, 95% CI

5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI
SPITTLEZ010/2009/SFENCERS 483 87 43 524 102 51 100.0%  -0.43[0.83,-0.03

Total {95% CI) 49 51 100.0%  -0.43[-0.83,-0.03] &

Heterogeneity: Mot applicable B R ) 1 p

Testfor overall effect Z=212 (P =0.03)

Favours experimental Favours control

Infant internalising (impairment) Post-treatment - ITT analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 14 61 12 a3 100.0% 1.13[0.587, 2.23]
Total (95% CI) 61 59 100.0% 1.13 [0.57, 2.23]
Total events 14 12

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.35(F=073

D102 05 1 2 5
Favours experimental Favours control

10

Infant internalising (impairment) Post-treatment - Available case analysis

(at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 2 49 4 51 100.0% 052010, 271 *
Total (95% CI) 49 51 100.0% 0.52 [0.10, 2.71] — R —
Total events 2 4
Heterogeneity: Mot applicable f f t t t |
e _ 01 0.2 0.4a 2 5 10
Testfor owverall effect: 2= 0.78 (P=0.44) Favours experimental Favours control
Infant internalising mean scores Post-treatment - Available case analysis
(at-risk populations)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
SPITTLE20M 0f2009/SPEMCERS 459 94 49 474 103 A1 100.0% -0.15[-0.54, 0.24]
Total {95% CI) 49 51 100.0% 0.15 [-0.54, 0.24]
Heterogeneity: Mot applicable 54 !2 ] é j‘
Testfor overall effect 2= 0.75 (F = 0.49) Favours experimental Favours control
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Infant dysregulation (impairment) Post-treatment - ITT analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 12 B1 20 59 100.0% 0.58[0.31, 1.08] B
Total {95% CI) 61 59 100.0% 0.58 [0.31, 1.08] e
Total events 12 20
Heterogeneity: Mot applicable 'D.1 sz UTS ﬁ é 1D.

Test for overall effect Z=1.72 (F = 0.09)

Favours experimental Favours control

Infant dysregulation (impairment) Post-treatment - Available case analysis

(at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%5FENCERS il 49 12 a1 100.0% 0.04[000,088] ¥~—W
Total (95% CI) 49 51 100.0% 0.04 [0.00, 0.68] I—
Total events a 12
Heterogeneity: Mot applicahle 'D.1 D!Q DTS ﬁ é 1E|'

Testfor overall effect 2= 2.23 (F=003 F

Infant dysregulation mean scores Post-treatment - Av
(at-risk populations)

avours experimental Favours control

ailable case analysis

5td. Mean Difference

Experimental Control 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SPITTLE201Q2009/5PEMCERS 429 76 48 A145 13 51 100.0% -0.80 [-1.21,-0.349]
49 51 100.0% -0.80 [-1.21, -0.39] &

Total (95% CI)
Heterogeneity: Mot applicable
Testfor averall effect: =383 (P =0.0001)

Infant adaptive behaviour (impairment) Long Follow-up (25-103 weeks post-

intervention) - ITT analysis (at-risk populations)

4 0 2 4
Favours experimental Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 22 B1 26 59 100.0% 0.821[0.53,1.27]
Total {95% CI) 61 59 100.0% 0.82[0.53,1.27]
Total events 22 26

Heterogeneity: Mot applicable
Testfor overall effect Z=088(F=0.37)

Antenatal and postnatal mental health (update)
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Infant adaptive behaviour (impairment) Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLEZ010/2009/SPENCERS L] 47 L] 42 100.0% 0.79[0.34,1.87]
Total {95% CI) 47 42 100.0% 0.79 [0.34, 1.87] -~
Total events a 9
Heterogeneity: Mot applicable ID1 052 UIS é é 1D=
Testfor overall effect Z=0.53 (F = 0.60] Favours experimental Favours control

Infant adaptive behaviour mean scores Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SPITTLEZ01 QW2009r5SPENCERS 4645 103 47 446 8A 42 100.0% 0.20[-0.22 062
Total (95% CI) 47 42 100.0% 0.20 [0.22, 0.62]
1 1

Heterogeneity: Mot applicable I4 I2 1 3 i
Testfor averall effect Z=0.93 (P =0.35) F

Infant externalising (impairment) Long Follow-up (25-103 weeks post-
intervention) - ITT analysis (at-risk populations)

avours control  Favours experimenta

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 28 61 24 a3 100.0% 1.01 [0.65, 1.55]
Total (95% CI) 61 59 100.0% 1.01 [0.65, 1.55]
Total events 28 24
Heterogeneity: Mot applicable f f t T t t |

e _ 01 0.2 na 1 2 5 10
Testfar owerall effect: 2= 0.03 (P=0.97) Favours experimental Favours control

Infant externalising (impairment) Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% ClI
SPITTLEZ010/2009/SPENCERS 11 47 7 42 100.0% 1.40[0.60, 3.29] —
Total {95% CI) 47 42 100.0% 1.40 [0.60, 3.29] e ———
Total events 11 T
Heterogeneity: Mot applicable ID1 052 UIS é é 1D=
Testfor overall effiect Z=0.78 (F = 0.43] Favours experimental Favours control
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Infant externalising mean scores Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)

5td. Mean Difference
IV, Random, 95% CI|

Std. Mean Difference
IV, Random, 95% CI

Experimental Control
Study or Subgroup Mean SD Total Mean 5D Total Weight
SPITTLE201 Qr2009SPEMNCERS 52 10.3 47 5248 8.3 42 100.0%
A7 42 100.0%

Total (95% CI)

Heterogeneity: Mot applicable
Testfor overall effect =025 (P = 0.80)

-0.05 [-0.47, 0.386]

-0.05 [-0.47, 0.36]

42 0 2 4
Favours experimental Favours control

Infant internalising (impairment) Long Follow-up (25-103 weeks post-
intervention) - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZ010/200%SFENCERS 21 61 24 a3 100.0% 0.85[0.53, 1.349]
Total (95% CI) 61 59 100.0% 0.85[0.53, 1.35]
Total events 21 24

Heterogeneity: Mot applicable f f t |
P ~ 01 02 05 1 2 g 10
Testfor owverall effect: 2= 0.71 (P =0.48) Favours experimental Favours control
Infant internalising (impairment) Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI
SPITTLEZO010iZ00WSPEMCERS 3} 46 7 42 100.0% 0.78[0.29, 2.14]
Total (95% CI) 46 42 100.0% 0.78 [0.29, 2.14] "*"
Tatal events i 7
Heterogeneity: Mot applicable f f t t t |
P ~ 01 02 04 2 g 10
Testfor owerall effect: £=0.48 (P=0.63) Favours experimental Favours control
Infant internalising mean scores Long Follow-up (25-103 weeks post-
intervention) - Available case analysis (at-risk populations)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SPITTLEZ0M10f2008/SPEMCERS 48.3 10 46 5345 106 42 100.0% -0.50 [-0.93,-0.08]
Total (95% CI) 45 42 100.0%  -0.50[-0.93,-0.08] <
Heterogeneity: Mot applicable 54 !2 ] t j‘
Testfor overall effect 2= 2.31 (F = 0.02) Favours experimental Favours control
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1.2.43Infant emotional development: Mother-infant relationship
interventions versus TAU

Infant social-communication development mean scores Post-treatment -
Available case analysis (at-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
RAVMZ012 345 B85 42 342 8& 40 100.0% 0.03 [-0.40, 0.47]
Total (95% CI) 42 40 100.0% 0.03 [-0.40, 0.47]
Heterogeneity: Mot applicable 54 52 3 é j‘
Testfor overall effect Z=0.16 (F = 0.88) Favours control Favours experimenta

Infant social withdrawal mean scores Post-treatment - Available case
analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 85% Cl IV, Random, 95% CI
MEWMHAM2009 289 0.624067 32 1.97 0572514 31 100.0% 1.2 [0.95, 2.08]
Total (95% CI) 32 31 100.0% 1.52 [0.95, 2.08] <
Heterogeneity: Mot applicable 54 52 D é j‘
Testfor overall sffect 2= 5.26 (F = 0.00001) Favours experimental Favours control

Infant social withdrawal mean scores Short follow-up (9-16 weeks post-
intervention) - Available case analysis (at-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 85% Cl IV, Random, 95% CIl
MEWMHAM2009 2454 0707275 32 242 0995085 31 100.0% 014 [-0.36, 0.63]
Total (95% CI) 32 31 100.0% 0.14 [-0.36, 0.63]
Heterogeneity: Mot applicahle I4 I2 D é i
Testfor overall effect Z=0.55 (F = 0.59) Favours experimental Favours control

1.2.44Prevention of neglect or abuse of the infant: Home visits versus

Child protection issues Post-treatment - ITT analysis (at-risk populations)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARLOWZ007 12 6a 4 B3 100.0% 1.24[0.86, 2.73]
Total (95% CI) 6 63 100.0% 1.24 [0.56, 2.73]
Total events 12 ]
Heterageneity: Mot applicahle =I:|1 I:|=2 D=5 ] é é 1III=
Testfor overall effect 2= 0.52 (P = 0.60) Favours experimental Fawvours control
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Child removed from home Post-treatment - ITT analysis (at-risk

populations)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARLCWZO0O7 4 ma 0 B3 100.0% 8.34 [0.46, 1582.00]
Total (95% Cl) 68 63 100.0%  £.35[0.46,152.00] —m
Total events 4 ]
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é 1|:|I
Testfor overal effect =143 (F=0.15) Favours experimental Favours control

Infant mortality Post-treatment - ITT analysis (at-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BARLOWZ007 1] 68 1 3 100.0% 0.31[001, 7.45] *
Total (85% CI) B8 63 100.0% 0.31 [0.01, 7.45]  E—
Total events 0 1
Heterogeneity: Mot applicable 501 |:|=2 DIS é é 1|:|I
Testfor overall effect Z=0.72 (F = 0.47) Favours experimental Favours control
Infant abuse or neglect Post-treatment - Available case analysis (at-risk
populations)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
ARACENAZODY i 11 i 38 Mot estimahle
Total (95% CI) 41 38 Not estimable
Total events a a
Heterageneity: Mot applicable =E|1 Dlz DIS é é 1|:|=
Testior overall effect: Mot applicable Fa'v'i:uurs-experirhental Favours contral
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1.3 PROTOCOLS FOR WOMEN FOLLOWING STILLBIRTH

1.3.1 Mental health outcomes for women who saw versus did not see
their stillborn infant

Depression symptomatology

Saw infant Did not see infant Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.1.1 Pregnant at participation (3rd trimester; EPDS>14)

HUGHES2002/TURTON2009 16 48 1 17 100.0% 5.67 [0.81, 39.55] 7
Subtotal (95% CI) 48 17 100.0% 5.67[0.81, 39.55] T

Total events 16 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.75 (P = 0.08)

1.1.2 Pregnant at participation (1-year follow-up; BDI>10)
HUGHES2002/TURTON2009 9 48 2 17 100.0% 1.59[0.38, 6.65]
Subtotal (95% Cl) 48 17 100.0% 1.59 [0.38, 6.65]
Total events 9 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

1.1.3 3-years post-stillbirth (CES-D>90th percentile)
RADESTAD2009/SURKAN2008 25 263 4 32 100.0% 0.76 [0.28, 2.05]
Subtotal (95% CI) 263 32 100.0% 0.76 [0.28, 2.05]
Total events 25 4

Heterogeneity: Not applicable
Test for overall effect: Z = 0.54 (P = 0.59)

T
0.01 0.1 1 10 100
Favours seeing infant  Favours not seeing infant

Test for subaroup differences: Chi2 = 3.40, df = 2 (P = 0.18), |12 = 41.2%

Depression mean symptoms

Saw infant Did not see infant Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% ClI
1.2.1 Pregnant at participation (3rd trimester; EPDS)
HUGHES2002/TURTON2009 112 59 48 88 35 17 100.0% 0.44[-0.12, 1.00] !
Subtotal (95% CI) 48 17 100.0% 0.44 [-0.12, 1.00]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

1.2.2 Pregnant at participation (1-year follow-up; BDI)

HUGHES2002/TURTON2009 6.9 6.5 48 4.8 4 17 100.0% 0.35[-0.21, 0.90]

Subtotal (95% CI) 48 17 100.0% 0.35[-0.21, 0.90]

Heterogeneity: Not applicable

Test for overall effect: Z =1.22 (P = 0.22)
1 1 1 1
T T T T
-4 -2 0 2 4

Favours seeing infant  Favours not seeing infant

Test for subaroup differences: Chiz = 0.05, df = 1 (P = 0.82), I2 = 0%
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Anxiety symptomatology

Saw infant Did not see infant

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.3.1 Pregnant at participation (3rd trimester; STAI>44)
HUGHES2002/TURTON2009 17 48 3 17 100.0% 2.01[0.67, 6.00] -
Subtotal (95% CI) 48 17 100.0% 2.01[0.67, 6.00]
Total events 17 3
Heterogeneity: Not applicable
Test for overall effect: Z = 1.25 (P = 0.21)
1.3.2 Pregnant at participation (1-year follow-up; STAI>44)
HUGHES2002/TURTON2009 8 48 2 17 100.0% 1.42[0.33, 6.02]
Subtotal (95% CI) 48 17 100.0% 1.42[0.33, 6.02]
Total events 8 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)
! 1 1 ]
T T T 1
0.01 0.1 1 10 100
Favours seeing infant  Favours not seeing infant
Test for subaroup differences: Chi2 = 0.14, df = 1 (P = 0.71), 12 = 0%
Anxiety mean symptoms
Saw infant Did not see infant Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
1.4.1 Pregnant at participation (3rd trimester; STAI)
HUGHES2002/TURTON2009 41.3 11.9 48  33.9 9.5 17 100.0% 0.64[0.08, 1.21] t
Subtotal (95% CI) 48 17 100.0% 0.64[0.08, 1.21]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.24 (P = 0.03)
1.4.2 Pregnant at participation (1-year follow-up; STAI)
HUGHES2002/TURTON2009 325 11.2 48 30.6 9.7 17 100.0% 0.17 [-0.38, 0.73]
Subtotal (95% ClI) 48 17 100.0% 0.17 [-0.38, 0.73]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.61 (P = 0.54)
1 1 1 1
T T T T
-4 2 0 2 4
Favours seeing infant ~ Favours not seeing infant
Test for subaroup differences: Chi2 = 1.36, df = 1 (P = 0.24), 12 = 26.7%
PTSD symptomatology
Saw infant Did not see infant Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.5.1 Pregnant at participation (3rd trimester; PTSD-1)
HUGHES2002/TURTON2009 12 48 1 17 100.0% 4.25[0.60, 30.28] ]
Subtotal (95% CI) 48 17 100.0% 4.25[0.60, 30.28] —-
Total events 12 1
Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)
Total (95% CI) 48 17 100.0% 4.25[0.60, 30.28] <‘
Total events 12 1
1
T

Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)

Test for subaroup differences: Not applicable
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PTSD mean symptoms

Saw infant Did not see infant
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference Std. Mean Difference
1V, Random, 95% CI IV, Random, 95% CI

1.6.1 Pregnant at participation (3rd trimester; PTSD-1)

HUGHES2002/TURTON2009 489 182 48 417 164
Subtotal (95% CI) 48

Heterogeneity: Not applicable
Test for overall effect: Z = 1.41 (P = 0.16)

1.6.2 Pregnant at participation (1-year follow-up; PTSD-1)

HUGHES2002/TURTON2009 ~ 40.6 147 48 283 106
Subtotal (95% CI) a8

Heterogeneity: Not applicable
Test for overall effect: Z = 3.01 (P = 0.003)

Test for subaroup differences: Chiz = 1.39, df = 1 (P = 0.24), I2 = 28.0%

Overall adverse outcome

Saw infant Did not see infant

Study or Subgroup Events Total Events Total

17 100.0%
17 100.0%

17 100.0%
17 100.0%

Weight M-H, Random, 95% CI

0.40 [-0.16, 0.96]
0.40 [-0.16, 0.96]
0.88[0.31, 1.46]
0.88[0.31, 1.46]

1 1 1 1

T T T T

-4 -2 0 2 4

Favours seeing infant  Favours not seeing infant
Risk Ratio Risk Ratio

M-H, Random, 95% CI

1.7.1 Pregnant at participation (=> 1 score above cut-off)

HUGHES2002/TURTON2009 36 48 4 17
Subtotal (95% Cl) 48 17
Total events 36 4

Heterogeneity: Not applicable
Test for overall effect: Z = 2.60 (P = 0.009)

Total (95% Cl) 48 17
Total events 36 4
Heterogeneity: Not applicable

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

Test for subaroup differences: Not applicable

100.0%
100.0%

100.0%
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1.3.2 Mental health outcomes for women who held versus did not hold
their stillborn infant

Depression symptomatology

Held infant Did not hold infant Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 Pregnant at participation (3rd trimester; EPDS>14)
HUGHES2002/TURTON2009 13 34 4 31 100.0% 2.96 [1.08, 8.13] i
Subtotal (95% CI) 34 31 100.0% 2.96 [1.08, 8.13]
Total events 13 4

Heterogeneity: Not applicable
Test for overall effect: Z =2.11 (P = 0.03)

2.1.2 Pregnant at participation (1-year follow-up; BDI>10)

HUGHES2002/TURTON2009 8 34 3 31 100.0% 2.43[0.71, 8.36]
Subtotal (95% CI) 34 31 100.0% 2.43[0.71, 8.36] -
Total events 8 3

Heterogeneity: Not applicable
Test for overall effect: Z = 1.41 (P = 0.16)

2.1.3 3-years post-stillbirth (CES-D>90th percentile)

RADESTAD2009/SURKAN2008 20 203 9 92 100.0% 1.01[0.48, 2.13]
Subtotal (95% CI) 203 92 100.0% 1.01[0.48, 2.13]
Total events 20 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.99)

T
0.01 0.1 1 10 100
Favours holding infant  Favours not holding

Test for subaroup differences: Chi2 = 3.35, df = 2 (P = 0.19), 12 = 40.2%

Depression mean symptoms

Held infant Did not hold infant Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
2.2.1 Pregnant at participation (3rd trimester; EPDS)
HUGHES2002/TURTON2009  11.8 57 34 93 45 31 100.0% 0.48[-0.02, 0.97] !
Subtotal (95% CI) 34 31 100.0% 0.48 [-0.02, 0.97]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.90 (P = 0.06)

2.2.2 Pregnant at participation (1-year follow-up; BDI)

HUGHES2002/TURTON2009 75 7.2 34 5 3.9 31 100.0% 0.42[-0.07, 0.91]

Subtotal (95% CI) 34 31 100.0% 0.42[-0.07, 0.91]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.68 (P = 0.09)
1 1 1 1
T T T T
-4 -2 0 2 4

Favours holding infant  Favours not holding

Test for subaroup differences: Chiz = 0.03, df = 1 (P = 0.87), 12 = 0%
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Anxiety symptomatology

Held infant Did not hold infant Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 Pregnant at participation (3rd trimester; STAI>44)
HUGHES2002/TURTON2009 13 34 7 31 100.0% 1.69[0.78, 3.69] t
Subtotal (95% CI) 34 31 100.0% 1.69[0.78, 3.69]
Total events 13 7

Heterogeneity: Not applicable
Test for overall effect: Z = 1.32 (P = 0.19)

2.3.2 Pregnant at participation (1-year follow-up; STAI>44)
HUGHES2002/TURTON2009 8 34 2 31 100.0% 3.65[0.84, 15.88] _i
Subtotal (95% CI) 34 31 100.0% 3.65[0.84, 15.88] T

Total events 8 2
Heterogeneity: Not applicable

Test for overall effect: Z = 1.72 (P = 0.08)

2.3.3 3-year post-stillbirth (STAI-S>90th percentile)

RADESTAD2009/SURKAN2008 23 200 12 93 100.0% 0.89[0.46, 1.71]
Subtotal (95% CI) 200 93 100.0% 0.89 [0.46, 1.71]
Total events 23 12

Heterogeneity: Not applicable

Test for overall effect: Z=0.35 (P = 0.73)
! 1 1 ]
T T T 1

0.01 0.1 1 10 100

Favours holding infant  Favours not holding

Test for subaroup differences: Chi2 = 3.61, df = 2 (P = 0.16), I = 44.6%

Anxiety mean symptoms

Held infant Did not hold infant Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI IV, Random, 95% ClI
2.4.1 Pregnant at participation (3rd trimester; STAI)
HUGHES2002/TURTON2009 42.1 114 34 36.3 114 31 100.0% 0.50 [0.01, 1.00] !
Subtotal (95% ClI) 34 31 100.0% 0.50 [0.01, 1.00]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.99 (P = 0.05)

2.4.2 Pregnant at participation (1-year follow-up; STAI)

HUGHES2002/TURTON2009 341 122 34 295 83 31 100.0% 0.43 [-0.06, 0.92]
Subtotal (95% Cl) 34 31 100.0% 0.43[-0.06, 0.92]

Heterogeneity: Not applicable
Test for overall effect: Z =1.72 (P = 0.09)

T T : T
-4 2 0 2 4

Favours holding infant  Favours not holding
Test for subaroup differences: Chi2 = 0.04, df = 1 (P = 0.84), I12 = 0%
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PTSD/PTSS symptomatology

Held infant Did not hold infant

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
2.5.1 Pregnant at participation (3rd trimester; PTSD-1)
HUGHES2002/TURTON2009 10 34 3 31 46.9% 3.04[0.92, 10.04] — i
Subtotal (95% CI) 34 31 46.9% 3.04[0.92, 10.04] -
Total events 10 3
Heterogeneity: Not applicable
Test for overall effect: Z = 1.82 (P = 0.07)
2.5.2 Retrospective (5-18 years post-stillbirth; IES>20)
GRAVENSTEEN2013 20 80 11 18 53.1% 0.41[0.24, 0.69] _._
Subtotal (95% CI) 80 18 53.1% 0.41[0.24, 0.69] <&
Total events 20 11
Heterogeneity: Not applicable
Test for overall effect: Z = 3.31 (P = 0.0009)
Total (95% CI) 114 49 100.0% 1.05 [0.12, 9.09] —l
Total events 30 14
Heterogeneity: Tau? = 2.22; Chiz = 10.97, df = 1 (P = 0.0009); I2 = 91% f f f {
Test for overall effect: Z = 0.04 (P = 0.97) oot O':.L . ! 10 . 100
Favours holding infant  Favours not holding
Test for subaroup differences: Chi? = 9.05, df = 1 (P = 0.003), I> = 88.9%
PTSD mean symptoms
Held infant Did not hold infant Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.6.1 Pregnant at participation (3rd trimester; PTSD-1)
HUGHES2002/TURTON2009 51.8 18.9 34 41.6 15.2 31 100.0% 0.58 [0.09, 1.08] !
Subtotal (95% CI) 34 31 100.0% 0.58 [0.09, 1.08]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.30 (P = 0.02)
2.6.2 Pregnant at participation (1-year follow-up; PTSD-1)
HUGHES2002/TURTON2009 43.2 149 34 30.1 10.3 31 100.0% 1.00[0.48, 1.52] !
Subtotal (95% CI) 34 31 100.0% 1.00 [0.48, 1.52]
Heterogeneity: Not applicable
Test for overall effect: Z = 3.79 (P = 0.0002)
2.6.3 Pregnant at participation (7-year follow-up; PTSD-1)
HUGHES2002/TURTON2009 32 78 30 25.6 8.8 22 100.0% 0.77[0.19, 1.34] t
Subtotal (95% CI) 30 22 100.0% 0.77[0.19, 1.34]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.63 (P = 0.009)

Test for subaroup differences: Chiz = 1.30, df = 2 (P = 0.52), I2 = 0%

Antenatal and postnatal mental health (update)
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Favours holding infant  Favours not holding
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Overall adverse outcome

Held infant Did not hold infant Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.7.1 Pregnant at participation (=> 1 score above cut-off)
HUGHES2002/TURTON2009 27 34 13 31 100.0% 1.89[1.21, 2.96] !
Subtotal (95% ClI) 34 31 100.0% 1.89[1.21, 2.96]
Total events 27 13
Heterogeneity: Not applicable
Test for overall effect: Z = 2.79 (P = 0.005)
Total (95% Cl) 34 31 100.0% 1.89 [1.21, 2.96] ’
Total events 27 13

Heterogeneity: Not applicable
Test for overall effect: Z = 2.79 (P = 0.005)

Test for subaroup differences: Not applicable

T
0.01
Favours holding infant  Favours not holding

T T 1
0.1 1 10 100

1.3.3 Mental health outcomes for women who spent as much time with
stillborn infant as they wished versus those who did not

Depression (3-years post-stillbirth; CES-D>90th percentile)

As long as wished

Not as long as wished

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RADESTAD2009/SURKAN2008 12 207 12 38 100.0% 0.18[0.09, 0.38]

Total (95% Cl) 207 38 100.0% 0.18[0.09, 0.38] <o

Total events 12 12

Heterogeneity: Not applicable
Test for overall effect: Z = 4.60 (P < 0.00001)

I T 1
0.01

T
0.1 1 10 100

Favours as long as wished ~ Favours not as long

1.3.4 Mental health outcomes for women who kept a photo of their
stillborn infant versus those who did not

Depression (3-years post-stillbirth; CES-D>90th percentile)

Kept photo Did not keep photo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RADESTAD2009/SURKAN2008 28 280 18 100.0% 0.90[0.23, 3.48]
Total (95% CI) 280 18 100.0% 0.90[0.23, 3.48]

Total events 28
Heterogeneity: Not applicable
Test for overall effect: Z = 0.15 (P = 0.88)

Antenatal and postnatal mental health (update)
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1.3.5 Mental health outcomes for women who kept a token of
remembrance of their stillborn infant versus those who did not

Depression (3-years post-stillbirth; CES-D>90th percentile)

Kept token Did not keep token Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RADESTAD2009/SURKAN2008 22 231 8 65 100.0% 0.77 [0.36, 1.66]
Total (95% Cl) 231 65 100.0% 0.77 [0.36, 1.66]
Total events 22 8
! 1 1 ]

Heterogeneity: Not applicable ! § ' ’ !

genelty PP 0.01 0.1 1 10 100

Testfor overall effect: 2 = 0.66 (P = 0.51) Favours kept token Favours didn't keep toker

1.3.6 Mental health outcomes for women who took drug to stop milk
production following stillbirth versus those who did not

Depression (3-years post-stillbirth; CES-D>90th percentile)

Bromocriptine  No Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
RADESTAD2009/SURKAN2008 27 256 1 9 100.0% 0.95[0.14, 6.23]
Total (95% CI) 256 9 100.0% 0.95 [0.14, 6.23]
Total events 27 1

r T
0.01 0.1 1 10 100
Favours Bromocriptine  Favours no Bromocriptine

Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)

1.4 PSYCHOSOCIAL INTERVENTIONS: PREVENTION (NO
RISK FACTORS IDENTIFIED)

1.4.1 Depression: Structured psychological interventions (CBT or IPT)
versus TAU

Depression symptomatology Post-treatment - ITT analysis (no-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MORRELL2009A/2009B/2011 402 1152 408 1172 100.0% 1.00[0.90, 1.12]
Total (95% CI) 1152 1172 100.0% 1.00[0.90, 1.12]
Total events 402 408
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ' ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.04 (P = 0.97, .
( ) Favours experimental ~ Favours control
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Depression symptomatology Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MORRELL2009A/2009B/2011 98 848 150 914 100.0% 0.70[0.56, 0.89]
Total (95% CI) 848 914 100.0% 0.70[0.56, 0.89] ‘
Total events 98 150
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ' ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.90 (P = 0.004; .
( ) Favours experimental ~ Favours control

Depression mean scores Post-treatment - Available case analysis (no-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% ClI

MORRELL2009A/2009B/2011  5.44092 3.281434 848 6.4 52 914 100.0% -0.22[-0.31, -0.13]

Total (95% CI) 848 914 100.0% -0.22 [-0.31, -0.13] '
1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Test for overall effect: Z = 4.57 (P < 0.00001) Favours experimental  Favours control

1.4.2 Depression: Listening visits versus TAU

Depression symptomatology Post-treatment - ITT analysis (no-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MORRELL2009A/2009B/2011 335 1125 408 1172 100.0% 0.86 [0.76, 0.96]
Total (95% CI) 1125 1172 100.0% 0.86 [0.76, 0.96] ‘
Total events 335 408
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ' ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.57 (P = 0.01] .
( ) Favours experimental ~ Favours control

Depression symptomatology Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MORRELL2009A/2009B/2011 107 897 150 914 100.0% 0.73[0.58, 0.92]
Total (95% CI) 897 914 100.0% 0.73[0.58, 0.92] ‘
Total events 107 150
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.72 (P = 0.007,
v ( ) Favours experimental  Favours control
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Depression mean scores Post-treatment - Available case analysis (no-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% ClI

MORRELL2009A/2009B/2011  5.507358 3.332814 897 6.4 52 914 100.0% -0.20 [-0.30, -0.11]

Total (95% Cl) 897 914 100.0%  -0.20[-0.30, -0.11] {

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Favours experimental  Favours control

Test for overall effect: Z = 4.33 (P < 0.0001)

1.4.3 Depression: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU or Enhanced TAU

Depression symptomatology Post-treatment - ITT analysis (no-risk
populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HOWELL2014 36 270 33 270 36.1% 1.09[0.70, 1.70]
KOZINSZKY2012 54 609 77 829 63.9% 0.95[0.69, 1.33]
Total (95% CI) 879 1099 100.0% 1.00[0.77, 1.31]
Total events 90 110

r T T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Tau? = 0.00; Chi2 = 0.22, df = 1 (P = 0.64); 2= 0%
Test for overall effect: Z = 0.01 (P = 0.99)

Depression symptomatology Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HOWELL2014 15 249 14 251 100.0% 1.08[0.53, 2.19]
Total (95% CI) 249 251 100.0% 1.08[0.53, 2.19]
Total events 15 14

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

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

Depression symptomatology Short Follow-up (9-16 weeks post-intervention)
- ITT analysis (no-risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
HOWELL2014 47 270 53 270 100.0% 0.89[0.62, 1.26]
Total (95% CI) 270 270 100.0% 0.89[0.62, 1.26]
Total events 47 53

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Test for overall effect: Z = 0.66 (P = 0.51)
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Depression symptomatology Short Follow-up (9-16 weeks post-intervention)
- Available case analysis (no-risk populations)

Experimental Control Risk Ratio Risk Ratio

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

Random, 95% CI M-H, Random, 95% CI

HOWELL2014 12 235 15 232 100.0%
Total (95% ClI) 235 232 100.0%
Total events 12 15

Heterogeneity: Not applicable
Test for overall effect: Z = 0.63 (P = 0.53)

Depression symptomatology Intermediate Follow-up (17-24 weeks post-

0.79[0.38, 1.65)

0.79 [0.38, 1.65]

0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

intervention) - ITT analysis (no-risk populations)

Experimental Control Risk Ratio Risk Ratio

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

Random, 95% CI M-H, Random, 95% CI

HOWELL2014 48 270 43 270 100.0%
Total (95% CI) 270 270 100.0%
Total events 48 43

Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

Depression symptomatology Intermediate Follow-up (17-24 weeks post-

1.12[0.77, 1.62)

1.12[0.77, 1.62]

0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

intervention) - ITT analysis (no-risk populations)

Experimental Control Risk Ratio Risk Ratio

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

Random, 95% CI M-H, Random, 95% ClI

HOWELL2014 8 230 11 238 100.0%
Total (95% CI) 230 238 100.0%
Total events 8 11

Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.53)

0.75[0.31, 1.84]

.

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

0.75[0.31, 1.84]

1.4.4 Depression: Home visits versus TAU

Depression mean scores Post-treatment - Available case analysis (no-risk

populations)

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

Std. Mean Difference

Std. Mean Difference

IV, Random, 95% CI IV, Random, 95% CI

MORRELL2000 74 52 276 6.7 55 266 100.0%

Total (95% CI) 276 266 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 1.52 (P = 0.13)

Antenatal and postnatal mental health (update)

0.13 [-0.04, 0.30]

0.13 [-0.04, 0.30]

-4 2 0 2 4

Favours experimental Favours control
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Depression mean scores Intermediate Follow-up (17-24 weeks post-
intervention) - Available case analysis (no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
MORRELL2000 66 51 252 6.7 56 229 100.0% -0.02 [-0.20, 0.16]
Total (95% CI) 252 229 100.0% -0.02 [-0.20, 0.16]

1 1 1 1
Heterogeneity: Not applicable T T T T T
9 Y PP -4 -2 0 2 4

Favours experimental  Favours control

Test for overall effect: Z = 0.20 (P = 0.84)

1.4.5 Depression: Post-delivery discussion versus TAU

Depression symptomatology Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
LAVENDER1998 5 58 31 56 100.0% 0.16 [0.07, 0.37]
Total (95% CI) 58 56 100.0% 0.16 [0.07, 0.37] -
Total events 5 31
—+— ——

Heterogeneity: Not applicable F T

T
Test f Il effect: Z = 4.19 (P < 0.0001; 0102 05 1 2 > 10
estfor overall effect: 2 = 4.19 (P < 0. ) Favours experimental  Favours control

1.4.6 Depression: Mother-infant relationship interventions versus
Enhanced TAU

Depression mean scores Post-treatment - ITT analysis (no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
KALINAUSKIENE2009 551 5.06 26 6.79 4.2 28 100.0% -0.27 [-0.81, 0.26]
Total (95% CI) 26 28 100.0% -0.27 [-0.81, 0.26]

1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Test for overall effect: Z = 0.99 (P = 0.32) Favours experimental  Favours control

Depression mean scores Post-treatment - Available case analysis (no-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
KALINAUSKIENE2009 551 5.06 26 6.79 4.2 28 100.0% -0.27 [-0.81, 0.26]
Total (95% CI) 26 28 100.0% -0.27 [-0.81, 0.26]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Test for overall effect: Z = 0.99 (P = 0.32) Favours experimental ~ Favours control
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1.4.7 Depression: Mindfulness training versus TAU

Depression mean scores Post-treatment - Available case analysis (no-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
PEREZBLASCO02013 231 2.56 13 35 3.96 8 100.0% -0.36 [-1.25, 0.53]
Total (95% CI) 13 8 100.0% -0.36 [-1.25, 0.53]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Testfor overall effect: 2 = 0.80 (P = 0.42) Favours experimental Favours control

1.4.8 Anxiety: Structured psychological interventions (CBT or IPT)
versus TAU

Anxiety mean scores Post-treatment - Available case analysis (no-risk
populations)

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

MORRELL2009A/2009B/2011  32.97371 7.732576 795 34.3 11.7 858 100.0% -0.13[-0.23, -0.04]

Total (95% Cl) 795 858 100.0%  -0.13[-0.23,-0.04] ¥
Heterogeneity: Not applicable } } T t t

-4 2 0 2 4
Test for overall effect: Z = 2.69 (P = 0.007) Favours experimental  Favours control

Trait anxiety mean scores Post-treatment - Available case analysis (no-risk
populations)

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

MORRELL2009A/2009B/2011  33.03415 6.77784 779 341 10.3 839 100.0% -0.12 [-0.22, -0.02]

Total (95% CI) 779 839 100.0%  -0.12[-0.22,-0.02] [
Heterogeneity: Not applicable } } T t t

-4 2 0 2 4
Testfor overall effect: 2 = 2.44 (P = 0.01) Favours experimental  Favours control

1.4.9 Anxiety: Listening visits versus TAU

Anxiety mean scores Post-treatment - Available case analysis (no-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI

MORRELL2009A/2009B/2011  33.31955 7.520815 839 34.3 11.7 858 100.0% -0.10 [-0.19, -0.00]

Total (95% CI) 839 858 100.0% -0.10 [-0.19, -0.00] .
1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Testfor overall effect: Z = 2.05 (P = 0.04) Favours experimental Favours control
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Trait anxiety mean scores Post-treatment - Available case analysis (no-risk

populations)

Experimental Control

Study or Subgroup Mean

SD Total Mean SD Total Weight IV, Random, 95% ClI

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference

MORRELL2009A/2009B/2011  33.16472 6.716745 856 34.1 10.3

Total (95% Cl) 856
Heterogeneity: Not applicable
Test for overall effect: Z = 2.22 (P = 0.03)

839 100.0%

839 100.0%

-0.11 [-0.20, -0.01]

-0.11 [-0.20, -0.01] f

T T T T
-4 -2 0 2

Favours experimental Favours control

1.4.10 Anxiety: Post-delivery discussion versus TAU

1
T
4

Anxiety symptomatology Post-treatment - Available case analysis (no-risk

populations)

Experimental Control

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

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

LAVENDER1998 4 58 28 56 100.0%
Total (95% CI) 58 56 100.0%
Total events 4 28

Heterogeneity: Not applicable
Test for overall effect: Z = 3.96 (P < 0.0001)

0.14 [0.05, 0.37]

01410.05,0.37) =

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

1.4.11 Anxiety: Music therapy versus TAU

Anxiety mean scores Post-treatment - Available case analysis (no-risk

populations)

Experimental Control

Study or Subgroup  Mean  SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
IV, Random, 95% ClI

TSENG2010 40.05 11 37 3533 1145 40 100.0%

Total (95% CI) 37

Heterogeneity: Not applicable
Test for overall effect: Z = 1.80 (P = 0.07)

40 100.0%

0.42 [-0.04, 0.87]

0.42 [-0.04, 0.87]

-4 2 0 2 4
Favours experimental Favours control

1.4.12 Anxiety: Mindfulness training versus TAU

Anxiety mean scores Post-treatment - Available case analysis (no-risk

populations)

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

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% CI

PEREZBLASCO02013 246 3.38 13 725 44 8 100.0%

Total (95% CI) 13 8 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.45 (P = 0.01)

Antenatal and postnatal mental health (update)

-1.21[-2.18, -0.24]

-1.21[-2.18, -0.24] ‘
}
2

-4 0 2 4
Favours experimental Favours control
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1.4.13General mental health: Structured psychological interventions
(CBT or IPT) versus TAU

General mental health mean scores Post-treatment - Available case analysis
(no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MORRELLZO09A2009B/2011 4896356 B.AE1224 815 476 1045 8B4 100.0% 0.15[0.06, 0.25]
Total (95% CI) 815 885 100.0% 0.15 [0.06, 0.25]
Heterogeneity: Mat applicable 54 52 D é i
Testfor averall effect Z= 317 (P=0.002) Favours control Favours experimenta

Risk of self-harm mean scores Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRELLZ009A2009B/2011 0 0071381 843 01 02 806 100.0% -0.66 [-0.75,-0.66]
Total (95% CI) 843 906 100.0% 0.66 [-0.75, -0.56] ]
Heterogeneity: Mot applicable 54 52 3 é all
Test for overall effect: £=13.36 (P = 0.00001) Favours experimental Favours contral

1.4.14General mental health: Listening visits versus TAU

General mental health mean scores Post-treatment - Available case analysis
(no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MORRELLZO09AZ009B/2011  48.93925 BGBG6728 879 476 1045 8B5S 100.0% 0.15[0.06, 0.25]
Total (95% CI) 879 885 100.0% 0.15 [0.06, 0.25]
Heterogeneity: Mat applicable 54 i D é i
Testfor averall effect Z= 318 (P=0.001) Favours control Favours experimenta

Risk of self-harm mean scores Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRELLZ009A2009B/2011  0.335448 0.554127 883 01 0.2 906 100.0% 0.57 [0.47, 0.66]
Total {95% CI) 893 906 100.0% 0.57 [0.47, 0.66] [}
Heterogeneity: Mot applicakle 54 52 b é ji
Testfor overall effect 2=11.78 (P = 0.00001) Favours experimental Favours control

Antenatal and postnatal mental health (update) 87



Clinical evidence - forest plots

1.4.15General mental health: Home visits versus TAU

General mental health mean scores Post-treatment - Available case analysis
(no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MORRELLZO00 72 1745 282 V27 1¥.8 268 100.0% -0.04 [0.21,0.13]
Total (95% CI) 282 268  100.0% -0.04 [-0.21,0.13]
Heterogeneity: Mot applicable I4 I2 3 é i
Testfor overall effect: 2= 0.46 (P = 0.64) Favours control Favours experimenta

General mental health mean scores Intermediate follow-up (17-24 weeks
post-intervention) - Available case analysis (no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
MORRELLZO00 T28 173 254 74 175 227 100.0% -0.07 [0.25, 0.11]
Total (95% CI) 254 227  100.0% -0.07 [-0.25,0.11]
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 2= 0.75 (P = 0.45) Favours control Favours experimenta

1.4.16 General mental health: Mindfulness training versus TAU

Psychological distress mean scores Post-treatment - Available case analysis
(no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
PEREZBLASCOZ013 1431 1029 13 2875 1454 8 100.0% -1A5 2.1, -0.19]
Total (95% CI) 13 8 100.0% -1.15[-2.11, -0.19] -
Heterogeneity: Mot applicable 14 12 ] é i
Testfor overall effect 2= 2.35 (F = 0.02) Favours experimental Favours control

Life satisfaction mean scores Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
FEREZELASCOZO013 1769 1.93 13 16.75 238 g 100.0% 0.43 [0.46,1.32]
Total (95% CI) 13 100.0% 0.43 [-0.46, 1.32]
Heterogeneity: Mot applicable 54 |2 5 é j‘
Testfor gverall effect 2= 0.84 (F = 0.35) Favours control  Favours experimenta
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Happiness mean scores Post-treatment - Available case analysis (no-risk

populations)

Experimental Control 5td. Mean Difference

5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
FEREZBLASCOZ013 46 1.24 13 528 0894 8 100.0% 0.24 [-0.65,1.12]
Total (95% Cl) 13 & 100.0% 0.24 [-0.65,1.12]

Heterogeneity: Mot applicable
Testfor overall effect: £=0.52 (F = 0.60)

] 2 4

ot

avours control  Favours experimenta

1.4.17Mother-infant attachment: Home visits versus TAU

Discontinued breastfeeding by 6 weeks - Available case analysis (no-risk

populations)

Experimental Control Risk Ratio

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

Risk Ratio
M-H, Random, 95% CI

MORRELLZOO0 154 280 185 268 100.0% 0.95[0.82,1.10]

268 100.0% 0.95[0.82, 1.10]

Total (95% CI) 280
Total events 1454 1485

Heterogeneity: Mot applicahle
Test for overall effect: £=0.67 (P = 0.40)

01 0.2
Favours experimental Favours control

0s 1 2 5 10

Discontinued breastfeeding by 26 weeks - Available case analysis (no-risk

populations)

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

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup
MORRELLZ000 208 260 188 233 100.0% 1.01[0.92,1.10]

Total (95% CI) 260 233 100.0% 1.01 [0.92, 1.10]

Total events 208 185

Heterogeneity: Mot applicable
Testfor overall effect Z=017 (P =0.87)

01 0.2
Favours experimental Favours control

0s 1 2 & 10

1.4.18 Mother-infant attachment: Mother-infant relationship

interventions versus Enhanced TAU

Maternal sensitivity mean scores Post-treatment - ITT analysis (no-risk

populations)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KALINAUSKIEMEZDDY 525 083 26 463 076 28 100.0% 077 [0.21,1.37]
Total {95% CI) 26 28 100.0% 0.77 [0.21,1.32] <
Heterogeneity: Mot applicable 52 1 é ji

Test for overall effect: £=2.72 (P =0.007)
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Maternal sensitivity mean scores Post-treatment - Available case analysis
(no-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KALINAUSKIENEZ2009 525 083 26 463 076 28 100.0% 077 [0.21,1.32]
Total {95% CI) 26 28 100.0% 0.77 [0.21,1.32] <&
Heterogeneity: Mot applicable 14 12 3 é ji
Testfor overall effect Z=2.72 (F = 0.007) Favours control  Favours experimenta

Child attachment security mean scores Post-treatment - ITT analysis (no-
risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KALIMNAUSKIENEZODY 033 022 26 033 019 28 100.0% 000053, 053]
Total {(95% CI) 26 28 100.0% 0.00 [-0.53, 0.53]
Heterogeneity: Mot applicable 54 |2 : é i
Testfor overall effect Z=0.00 (F = 1.00) Favours control Favours experimenta

Child attachment security mean scores Post-treatment - Available case
analysis (no-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KALINAUSKIENEZ2009 033 022 26 033 018 28 100.0% 0.00[-0.53, 053]
Total {95% CI) 26 28 100.0% 0.00 [-0.53, 0.53]
Heterogeneity: Mot applicable 14 12 3 é ji
Testfor overall effect: 2= 0.00 (F =1.00) Favours control  Favours experimenta

Maternal confidence/competence mean scores Post-treatment - ITT analysis
(no-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KALINAUSKIENE2009 417 0.32 26 406 04 28 100.0% 0.30 [-0.24, 0.84]
Total (95% Cl) 26 28 100.0% 0.30 [-0.24, 0.84]
Heterogeneity: Mot applicable 14 :2 5 é i
Testfor gverall effect £=1.08 (F = 0.28) Favours control  Favours experimenta
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Maternal confidence/competence mean scores Post-treatment - Available
case analysis (no-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KALINAUSKIENE2009 417 0.32 26 406 04 28 100.0% 0.30 [-0.24, 0.84]
Total (95% Cl) 26 28 100.0% 0.30 [-0.24, 0.84]
Heterogeneity: Mat applicahle 14 =2 5 é i
Testfor gverall effect £=1.08 (F = 0.28) Favours control  Favours experimenta

1.4.19Mother-infant attachment: Mindfulness training versus TAU

Maternal confidence/competence mean scores Post-treatment - Available
case analysis (no-risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl I, Random, 95% Cl
PEREZELASCO2013  B88.92 BT 13 T8 1072 8 100.0% 1.59 [0.56, 2.62]
Total (95% CI) 13 8 100.0% 1.59 [0.56, 2.62] -l
Heterogeneity: Mot applicable |4 52 5 é i
Testfor averall effect, £=3.02 (P =0.002} Favours control Favours experimenta

1.4.20Quality of life: Structured psychological interventions (CBT or IPT)

versus TAU

Parental stress mean scores Post-treatment - Available case analysis (no-

risk populations)

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRELLZ009A2009B/2011 1576374 11.77374 601 1558 1648 698 100.0% 012[0.01,0.23]
Total (95% Cl) 601 698 100.0% 0.12 [0.01, 0.23]
Heterogeneity: Nat applicable 54 52 D t
Testfor overall effect: 2= 211 (P = 0.03) Favours experimental Favours control

Impaired functioning mean scores Post-treatment - Available case analysis

(no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRELL2Z009A/20098/2011 054805 0428541 842 06 0.7 905 100.0% -0.09 018, 0.01]
Total {95% Cl) 842 905 100.0% -0.09 [-0.18, 0.01]
Heterngeneity, Mot applicakle 54 52 1 é
Testfor overall effect: Z=1.82 (P = 0.07) Favours experimental Favours control

Antenatal and postnatal mental health (update)

91



Clinical evidence - forest plots

Wellbeing mean scores Post-treatment - Available case analysis (no-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 35% Cl IV, Random, 95% CI
MORRELLZ009A72009B12011 06981 0499564 242 08 08 807 1000% -0.15 [-0.25,-0.06]
Total (95% CI) 842 907 100.0% -0.15 [-0.25, -0.06] [
Heterogeneity: Mot applicable 14 52 1 é i
Testfor overall effect: 2= 3.16 (P = 0.002) Favours experimental Favours control

1.4.21Quality of life: Listening visits versus TAU

Parental stress mean scores Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MORRELLZO09A2009B/2011 1581762 9534574 709 1559 1649 698 100.0% 047 [0.06,0.27]
Total (95% CI) 709 698 100.0% 0.17 [0.06, 0.27]
Heterogeneity: Mot applicable I4 I2 D é i
Testfor overall effect: 2= 311 (P = 0.002) Favours experimental Favours control

Impaired functioning mean scores Post-treatment - Available case analysis
(no-risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRELLZ009A2009B/2011 0552072 0.415585 883 06 0.7 4905 100.0% -0.08 018, 0.01]
Total {95% CI) 893 905 100.0% -0.08 [-0.18, 0.01]
Heterogeneity: Mot applicakle 54 52 b é ji
Testfor averall effect Z=1.78 (F = 0.08) Favours experimental Favours contral

Wellbeing mean scores Post-treatment - Available case analysis (no-risk
populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
WMORRELL2009A2009B2011 07 04554127 883 08 08 907 100.0% -015[-0.24,-0.08]
Total (95% CI) 893 907 100.0% -0.15 [-0.24, -0.05] {
Heterogeneity: Mot applicable 54 52 2 é j‘
Testfor overall effect 2= 3.07 (F=0.002) Favours experimental Favours control
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1.4.22Quality of life: Home visits versus TAU

Social support mean scores Post-treatment - Available case analysis (no-
risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MORRELLZO00O 167 67 260 166 74 253 100.0% 0.01 0016, 0.19]
Total (95% CI) 260 253 100.0% 0.01 [-0.16, 0.19]
Heterogeneity: Mot applicable I4 I2 7 é i
Testfor overall effect 2= 016 (F = 0.87) Favours control Favours experimenta

Social support mean scores Intermediate follow-up (17-24 weeks post-
intervention) - Available case analysis (no-risk populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MORRELLZO00 171 BB 240 167 7.3 225 1000% Q.06 [-0.13,0.24]
Total (95% CI) 240 225 100.0% 0.06 [-0.13, 0.24]
Heterogeneity: Mot applicable 54 52 3 é j‘
Testfor overall effect Z=0.61 (F = 0.54) Favours control Favours experimenta

1.4.23Quality of life: Mother-infant relationship interventions versus
Enhanced TAU

Parental stress mean scores Post-treatment - ITT analysis (no-risk
populations)

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KALINAUSKIENEZOD9 2841 464 26 314 8n 28 100.0% -0.40 [F0.94, 0.14]
Total {95% CI) 26 28 100.0% -0.40 [-0.94, 0.14]
Heterogeneity: Mot applicable 14 12 3 é ji
Testfor overall effect Z=1.46 (F=014) Favours experimental Favours control

Parental stress mean scores Post-treatment - Available case analysis (no-
risk populations)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
KALIMNAUSKIENEZODY 2841 464 26 314 811 28 100.0% -0.40 [0.94,0.14]
Total {95% CI) 26 28 100.0% -0.40 [-0.94, 0.14]
Heterogeneity: Mot applicable I4 I2 : é i
Testfor overall effect Z=1.46(F=014) Favours experimental Favours control
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1.4.24Quality of life: Music therapy versus TAU

Parental stress mean scores Post-treatment - Available case analysis (no-

risk populations)

Experimental Control

5td. Mean Difference
IV, Random, 95% Cl

5td. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Mean SD Total Mean SD Total Weight
TSEMG2010 16.49 427 37 1565 646 40 100.0% 014 [-0.30, 0.60]
Total (95% CI) 37 40 100.0% 0.15 [-0.30, 0.60]

Heterageneity: Mot applicahle
Test for averall effect 7= 066 (P =0.51)

T N
Favours experimental Favours control

1.4.25Quality of life: Mindfulness training versus TAU

Parental stress mean scores Post-treatment - Available case analysis (no-

risk populations)

Experimental Control

5td. Mean Difference

5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
FEREZBLASCOZ013 954 6.44 13 18 814 g 100.0% -1 A4 [F2.40,-018]

Total (95% CI) 13 100.0% -1.14 [-2.10, -0.18] L 2

Heterageneity: Mot applicable N 5 g 3 ]

Testfor overall effect. Z=233 (F=002)

Favours experimental Favours control

1.4.26 Attrition: Structured psychological interventions (CBT or IPT)

versus TAU

Dropout

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MORRELLZ008A72 004982011 227 11482 177 1172 100.0% 1.30[1.08, 1.56]
Total (95% CI) 1152 1172 100.0% 1.30 [1.09, 1.56] L 2
Total ewents 23T 177
Heterogeneity: Mot applicahle -0.1 sz UTS ﬁ é 1D'

Testfor overall effect £= 2.91 (P = 0.004)

Favours experimental Favours control

1.4.27 Attrition: Listening visits versus TAU

Dropout

Experimental Control

Risk Ratio
M-H, Random, 95% Cl

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
MORRELLZ008A72 004982011 170 1125 177 1172 100.0% 1.00[0.82,1.21]

Total (95% CI) 1125 1172 100.0% 1.00 [0.82, 1.21]

Total ewents 170 177

Heterogeneity: Mot applicahle
Testfor overall effect: £=0.01 (P =1.00)
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1.4.28 Attrition: Psychologically (CBT/IPT) - informed psychoeducation

versus Enhanced TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
HOWELLZ014 21 270 18 270 100.0% 1.11[0.61, 2.01]
Total (95% CI) 270 270 100.0% 1.11 [0.61, 2.01]
Total events 1 19

Heterogeneity: Mot applicable T III=2 D=5 ] 1 R,
Testfor overall effect 2=0.33 (P =10.74) Favours experimental Fawvours control
1.4.29 Attrition: Home visits versus TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MORRELLZ000 28 a1 43 312 100.0% 0.68[0.43,1.08] r
Total (95% CI) 31 M2 100.0% 0.68 [0.43, 1.05] -
Total events 24 43
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é m'
Testfor overall effect Z=1.72 (F = 0.08) Favours experimental Favours control
1.4.30 Attrition: Mindfulness training versus TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CIl
FEREZBLASCOZ013 a 13 1] 13 100.0%  11.00[0.67, 180.64] I
Total (95% CI) 13 13 100.0% 11.00 [0.67, 180.65] S ——
Total events A 0
Heterogeneity: Mot applicable | f f i I |
L _ 01 02 0a 2 a 10
Testfor overall effect Z=1.68 (F = 0.09) Favours experimental Favours control
95
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1.5 PSYCHOSOCIAL INTERVENTIONS: TREATMENT

1.5.1 Depression: Structured psychological interventions (CBT or IPT)

versus TAU/Enhanced TAU

Depression Post-treatment (diagnosis at endpoint or first measurement) -

ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI IM-H, Random, 95% CI
AMMERMAMNZO013A5201 3B 12 47 a0 46 12.5% 0.39[0.23, 0.67] I
BURMS201 IFPEARSCOMNZ01 3B 7 18 13 18 9.2% 0.54 [0.28,1.03]
COOPERZOOIMURRAYZ003 18 50 32 52 16.9% 0.8 [0.38, 0.90] —
GROTE2009 3 25 hal 28 3.8% 0.16[0.05, 0.47] ¥——
QOHARAZOOD 18 1] 44 B0 17.6% 0.41 [0.27, 0.62] —
RAHMANZO08 162 463 280 440 40.0% 0.85[0.48, 0.63] -
Total (95% CI) 663 644 100.0% 0.48 [0.39, 0.60] <>
Total events 220 420
Heterageneity: Tau®=0.03; Chi*=7.96, df=5 (P =0.16); F= 37% '0.1 072 075 é é 10'

Test for owerall effect: £=6.55 (P = 0.00001)

Favours experimental Favours control

Depression Post-treatment (diagnosis at endpoint or first measurement) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BURMS2013PEARSON2013B ] 16 g 13 16.0% 0.81[0.22,1.19] -
COOPERZO03MURRAY2003 13 45 il 50 26.0% 0.48[0.29, 0.80] —
GROTE2009 a 22 16 23 23% 0.03[0.00, 080
OHARAZOOD G 48 3a 51 17.8% 01810008, 039 +—=——
RAHMAMNZOO0S 111 412 226 386 38.0% 0.46 [0.38, 0.59] -
Total (95% Cl) 543 523 100.0% 0.38 [0.24, 0.58] -
Total events 138 e
Heterogeneity: Tau®=0.12; Chi®= 9.67, df=4 (P =0.08); F= 59% '0.1 072 075 é é 10'

Testfor averall effect Z=4.41 (P = 0.0001)

Favours experimental Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHO2008 4 12 7 14 3.8% 0.71[0.27,1.88] —
GROTEZ009 3 25 21 28 31% 01G6[0.05, 047] &
MILGROMZ005E 29 46 28 33 164% 0.74[0.57,0497] -
MILGROMZ011E 16 45 14 23 9.8% 0.55[0.33, 0.89] e —
MORRELLZ009A/2009B/2011 121 214 111 191 195% 0487 [0.82,1.15] -
MULCAHY2010 13 28 19 28 101% 066 [0.41, 1.08] —
OHARAZODD 38 [} a3 B0 18.3% 0.74 [0.60, 0.91] ——
OMAHEMZ013B 15 a0 14 28 101% 0.83[0.52,1.39) i —
FREMDERGAST2001 3 17 ] 20 2.3% 0.71[0.20, 2.53]
WIKLLUINDZ010 8 33 20 34 B.7% 0.41[0.21, 0.80] e
Total (95% Cl) 512 457 100.0% 0.69 [0.56, 0.85] &
Total ewents 251 204
Heterogeneity: Tau®= 0.08; Chi*= 2168, df=9 (P =0.010); F= 59% :D ] DIQ DIS é é 1D:
Testior overall effect 2= 3.51 (F = 0.0004) FC-I'\-';ZILII'S-E)(DEFH‘T';EI'ITE| Favours control
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Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHO2008 2 10 4 12 1.2% 0.ED[0.14, 262]
MILGROM2005B 14 il 13 18 11.0% 063 [0.39,1.01] —
MILGROM2011B 5 34 7 15 2T% 0.32[0.12, 0.83]
MORRELLZO03A/2009B/2011 46 140 67 147 284% 0.72[0.54, 0.97] ——
MULCAHY 2010 7 23 18 27 a.7% 0,46 [0.23, 0.89] —
OHARAZDOD e 48 44 51 34E6% 0.65 [0.50, 0.86] ——
OMAHEMNZ2013B ] il 15 21 81% 06D [0.34, 1.058] E—
FREMDERGAST 2001 3 17 5 20 1.6% 0.71 [0.20, 2.53]
Wl KLUMD 2010 a8 33 20 34 5.8% 0.41 [0.21, 0.80] EE—
Total (95% CI) 357 345 100.0% 0.62 [0.53, 0.73] &»
Total ewents M 1493
Heterogeneity: Tau?= 0.00; Chif=5.32, di= 8 (P= 0.72), F= 0% IIZI.1 0?2 IZI?S é é 1DI

Testfor overall effect, £=5.82 (P = 0.00001)

Favours experimental

Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first

measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
AMMERMAN2013A/2013B 9.49 7.35 47 15.26 5.47 46  20.9% -0.88[-1.31, -0.46] =
GROTE2009 3.6 3.2 25 132 58 28  19.9% -1.99 [-2.66, -1.32] —
MILGROM2011B 8.553333 3.394113 45 118 9.8 23 20.6% -0.51[-1.02, 0.00] ]
OMAHEN2013B 15.19 212 30 23.39 231 25 18.7% -3.66 [-4.55, -2.77] —
PRENDERGAST2001 8.1 29 17 65 6.2 20 20.0% 0.31[-0.34,0.97] I
Total (95% Cl) 164 142 100.0%  -1.31[-2.36, -0.26] ’
Heterogeneity: Tau? = 1.33; Chi? = 62.55, df = 4 (P < 0.00001); I = 94% =4 =2 o i i

Test for overall effect: Z = 2.44 (P = 0.01)

Favours experimental Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BURMNS2013/PEAREON2013B T4 47 16 138 TA 13 A.3% -0.94 [-1.72,-0.146] —
CHoOZ008 93 64 10 181 948 12 4. 2% -1.00[-1.80,-010]
COOPERZOOIMURRAYZ003 849 432 45 113 4.8 a0 11.7% -0.83[-0.84,-012] -
MILGROMZO05E 1448 879 311878 844 18 7.8% -0.49 [-1.08,0.10] I
MORRELLZO0SAZ009E872011 92 453 140 M.3 2.8 147 173% -0.38 [-0.67,-0.14] -
MULCAHY2010 10,34 476 23 1377 5.8 27 8.1% -0.63[-1.20,-0.06] -]
QHARAZOOD 106  BE 43 19.2 8.7 a1 11.4% -1.09[-1.51, -0.67] -
OMAHEMNZ2013E 1585 7.84 21 2224 1267 il 7.3% -0B0 1,21, 0.02] I
FREMDERGASTZ001 8.1 28 17 6.5 6.2 20 6.8% 0.31 [-0.34, 0.97] T
RAHMAMNZO08 54 BAS 412 107 81 386 201% -0.72[-0.87,-0.458] -
Total (95% CI) 763 745 100.0% -0.60 [-0.80, -0.40] L ]

Heterogeneity: Tau®=0.05; Chi®*= 2052, df =9 (P =0.01), F=56%
Test for averall effect Z= 576 (P = 0.00001)
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Clinical evidence - forest plots

Depression Short Follow-up (diagnosis at 9-16 week follow-up) - ITT
analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMMERMAN2013A/2013B 8 47 20 46 100.0% 0.39[0.19, 0.80]
Total (95% Cl) 47 46 100.0% 0.39[0.19, 0.80] ‘
Total events 8 20
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.58 (P = 0.010, .
( ) Favours experimental ~ Favours control

Depression Short Follow-up (symptomatology - above threshold at 9-16
week follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
OMAHEN2013B 15 30 14 25 100.0% 0.89 [0.54, 1.47]
Total (95% CI) 30 25 100.0% 0.89 [0.54, 1.47]
Total events 15 14

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.45 (P = 0.66)

Depression Short Follow-up (symptomatology - above threshold at 9-16
week follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
OMAHEN2013B 8 21 14 21 100.0% 0.57 [0.31, 1.07]
Total (95% CI) 21 21 100.0% 0.57[0.31, 1.07] ’
Total events 8 14
—+— ——

Heterogeneity: Not applicable ! §
9 v PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 1.76 (P = 0.08) Favours experimental  Favours control

Depression Short Follow-up (mean depression symptoms at 9-16 week
follow-up) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
AMMERMAN2013A/2013B 859 7.22 47 13.24 8.2 46 51.0% -0.60 [-1.01, -0.18] L
OMAHEN2013B 142 22 30 21.47 24 25  49.0% -3.13[-3.93,-2.32] —

Total (95% Cl) 77 71 100.0% -1.84[-4.31, 0.64] ’»

1 1 1 1
Heterogeneity: Tau? = 3.09; Chi2 = 29.87, df = 1 (P < 0.00001); I2 = 97% ! ! ! !

-4 2 0 2 4
Testfor overall effect: 2 = 1.45 (P = 0.15) Favours experimental  Favours control
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Clinical evidence - forest plots

Depression Short Follow-up (mean depression symptoms or change score at
9-16 week follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
MULCAHY2010 7.7 439 22 1273 6.24 23 48.8% -0.91 [-1.53, -0.30] f
OMAHEN2013B 14.54 9.86 21 19.71 13.81 23 51.2% -0.42 [-1.02, 0.18] _.--
Total (95% Cl) 43 46 100.0%  -0.66[-1.14, -0.18] ‘
Heterogeneity: Tau?2 = 0.03; Chiz2 = 1.26, df = 1 (P = 0.26); 12 = 21% =4 =2 o i i
Test for overall effect: Z = 2.68 (P = 0.007) Favours experimental Favours control

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BURMS201 #PEARSONZ013E ] 18 14 18 44.8% 0.36 [0.16, 0.78] —a—
COOPERZOD3IMURRAYZO03 16 50 19 52 A5.2% 0.88 [0.51,1.50]
Total {95% CI) 68 70 100.0% 0.59 [0.24, 1.41]
Total events al 33
Heterogeneity: Tau?= 0.28; Chi®= 3.41, df=1 (P=0.06); F=T1% f 1 1 T ! ! |

L _ 01 0.2 0s 1 2 5 10
Testfor overall effect Z=1.20 (F = 0.23) Favours experimental Favours control

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BURMNS2013PEARSOMNZ2013BE 3 16 T 11 36.0% 024010080 +~——®&———
COOPERZ003MURRAY2003 9 43 148 43 B4.0% 067 [0.33,1.37] ——
Total (95% CI) 59 59 100.0% 0.50 [D.23, 1.08] "‘"
Total events 12 22
Heterogeneity Tau®= 0.11; Chi®=1.48, df=1 (P = 0.22) F=32% =D y 052 D=5 é % 1D=
Testfor overall effect: Z=1.77 (P = 0.08) Favours experimental Favours control

Depression Intermediate Follow-up (mean depression symptoms at 17-24
week follow-up) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
BURMSZ013PEARSOMN2013B 7148 16 137 B2 11 454% -1.18 [F2.02,-0.34] ——
COOPERZO0IMURRAY2003 948 55 43 92 54 48 546% 0.05 [-0.36, 0.47]
Total (95% CI) 59 59 100.0% -0.51 [1.72, 0.70]
Heterogeneity: Tau?= 0.65; Chi*= 6.73, df=1 (P = 0.009); F= 85% 54 _52 p é i
Testfor overall effect 7= 0.82 (F = 0.41) Favours experimental Favours control

Depression Long Follow-up (diagnosis at >24 week follow-up) - ITT
analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 21 50 13 52 100.0% 1.68[0.95, 2.98]
Total (95% CI) 50 52 100.0% 1.68[0.95, 2.98] ‘
Total events 21 13
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10
Test for overall effect: Z = 1.78 (P = 0.08)

Favours experimental Favours control
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Clinical evidence - forest plots

Depression Long Follow-up (diagnosis at >24 week follow-up) - Available
case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 12 41 9 48 100.0% 1.56 [0.73, 3.33] ]
Total (95% Cl) 41 48 100.0% 1.56 [0.73, 3.33] ‘
Total events 12 9
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.15 (P = 0.25, .
( ) Favours experimental ~Favours control

Depression Long Follow-up (symptomatology - above threshold >24 week
follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
PRENDERGAST2001 3 17 5 20 100.0% 0.71[0.20, 2.53]
Total (95% Cl) 17 20 100.0% 0.71[0.20, 2.53] ‘
Total events 3 5
! 1 1 1 1 ]
T T T T 1

Heterogeneity: Not applicable !
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.53 (P = 0.59] .
( ) Favours experimental ~ Favours control

Depression Long Follow-up (symptomatology - above threshold >24 week
follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
PRENDERGAST2001 1 15 3 18 100.0% 0.40 [0.05, 3.46] ¢
Total (95% CIy 15 18 100.0% 0.40[0.05, 3.46] " —
Total events 1 3
! 1 1 1 1 ]
r T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.83 (P = 0.41)

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Depression Long Follow-up (mean depression symptoms at >24 week follow-
up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPERZO0IMMURRAYZ003 91 586 41 89 4.4 48 48.4% 0.04 [0.38, 0.46]
MILGROM2005E 1217 4841 12 2113 495 8 206% -0.93 -1.88,0.02]
PREMDERGASTZ001 B2 42 15 77 34 18 3.0% -0.36 -1.05,0.33]
Total (95% CI) 68 74 100.0% -0.28 [-0.80, 0.23]
Heterogeneity: Tau®=0.10; Chi= 3.71, df = 2 (P = 0.16); F= 46% 14 12 5 é ji
Testior overall effect. Z=1.08 (F=10.28) Favours experimental Favours control

Antenatal and postnatal mental health (update) 100



Clinical evidence - forest plots

Depression Very long Follow-up (diagnosis at >104 week follow-up) - ITT

analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY 2003 24 50 13 52 100.0% 1.92[1.11, 3.33]
Total (95% Cl) 50 52 100.0% 1.92[1.11, 3.33] ‘
Total events 24 13
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.32 (P = 0.02, .
( ) Favours experimental Favours control

Depression Very long Follow-up (diagnosis at >104 week follow-up) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 7 33 9 37 100.0% 0.87[0.37, 2.08]
Total (95% CI) 33 37 100.0% 0.87[0.37,2.08]
Total events 7 9
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z=0.31 (P = 0.76]
( ) Favours experimental Favours control

Depression Very long Follow-up (mean depression symptoms at >104 week

follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2003/MURRAY2003 9 45 28 99 57 34 100.0% -0.17 [-0.67, 0.33]
Total (95% CI) 28 34 100.0% -0.17 [-0.67, 0.33]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Test for overall effect: Z = 0.67 (P = 0.50) Favours experimental Favours control

Negative thoughts/mood Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
CHO2008 295 21.6 10 504 214 12 100.0% -0.94 [-1.83, -0.04]
Total (95% CI) 10 12 100.0%  -0.94[-1.83,-0.04] ‘
1 1 1 1
Heterogeneity: Not applicable ! T ! !

-4 2 0 2 4

Test for overall effect: Z = 2.05 (P = 0.04) Favours experimental  Favours control

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

1.5.2 Depression: CBT versus listening visits

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement) - Available case analysis

CBT Listening visits Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% ClI
HAYDEN2012 17.3 123 17 221 9.9 13 13.4% -0.41[-1.14, 0.32]
MORRELL2009A/2009B/2011 9.2 53 140 9.2 55 131 86.6% 0.00 [-0.24, 0.24]
Total (95% CI) 157 144 100.0% -0.06 [-0.33, 0.22]

1
Heterogeneity: Tau? = 0.01; Chi2 = 1.10, df = 1 (P = 0.29); 2= 9% T T ! T T

-4 2 0 2 4
Test for overall effect: Z = 0.39 (P = 0.69) Favours CBT Favours Listening visit

1.5.3 Depression: CBT versus Relational Constructivist Therapy

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement) - Available case analysis

CBT RCT Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
PINHEIRO2014 14.1 10.15 32 885 9.34 28 100.0% 0.53[0.01, 1.05]
Total (95% CI) 32 28 100.0% 0.53[0.01, 1.05]

Heterogeneity: Not applicable

Test for overall effect: Z = 2.01 (P = 0.04) Favours CBT Favours RCT

1.5.4 Depression: IPT versus support group

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement) - Available case analysis

IPT Support group Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
FIELDZ01 34 17.5 6.7 22 1 T4 22 100.0% -0.48 [1.09,0.11]
Total (95% CI) 22 22 100.0% -0.49 [-1.09, 0.11]
Heterogeneity: Mat applicable 54 52 1 é ji
Testfor overall effect Z=1.58 (F=011} Favours IPT Favours support gro
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Clinical evidence - forest plots

1.5.5 Depression: Facilitated self-help versus TAU

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - ITT Analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
MILGROM2011A 30 71 46 72 29.9% 0.66 [0.48, 0.91] i
OMAHEN2013A 351 462 381 448 43.8% 0.89 [0.84, 0.95] i
OMAHEN2013C 18 41 32 42 263% 0.58[0.39, 0.85] i
Total (95% CI) 574 562 100.0% 0.73[0.53, 0.99]
Total events 399 459

Heterogeneity: Tau? = 0.06; Chi2 = 8.61, df = 2 (P = 0.01); 2= 77% ! T T ! T T

Test f Il effect: Z = 2.03 (P = 0.04 0102 05 1 2 > 10
estfor overall effect: Z = 2.03 (P = 0.04) Favours experimental  Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MILGROM2011A 6 47 16 42 10.2% 0.34[0.14, 0.78] -
OMAHEN2013A 70 181 95 162 62.6% 0.66 [0.53, 0.83] '.'
OMAHEN2013C 14 37 24 34 27.1% 0.54 [0.34, 0.85] —
Total (95% CI) 265 238 100.0% 0.58 [0.44, 0.77] ‘
Total events 90 135

——t —t—

Heterogeneity: Tau2 = 0.02; Chi2 = 2.75, df = 2 (P = 0.25); 2= 27% ! ! !
0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 3.75 (P = 0.0002;
v ( ) Favours experimental Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first

measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
OMAHEN2013A 10.94 557 181 14.28 6.63 162 83.1% -0.55 [-0.76, -0.33] .
OMAHEN2013C 11.05 4.71 37 1426 5.11 34 16.9% -0.65 [-1.13, -0.17] =
Total (95% Cl) 218 196 100.0%  -0.56 [-0.76, -0.37] 0
1 1 1 1
T

Heterogeneity: Tau? = 0.00; Chi2 = 0.14, df = 1 (P = 0.71); 2= 0% '4 '2 o é
Test for overall effect: Z = 5.62 (P < 0.00001)

4

Favours experimental Favours control

1.5.6 Depression: Post-miscarriage self-help versus TAU

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
KERSTING2011 22 45 25 33 100.0% 0.65 [0.45, 0.92]
Total (95% Cl) 45 33 100.0% 0.65 [0.45, 0.92] ‘
Total events 22 25
Heterogeneity: Not applicable f f f f f {

r T
0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 2.41 (P = 0.02) Favours experimental  Favours control
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Clinical evidence - forest plots

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KERSTING2011 10 33 18 26 100.0% 0.44[0.25, 0.78]
Total (95% Cl) 33 26 100.0% 0.44[0.25, 0.78] ‘
Total events 10 18
Heterogeneity: Not applicable f f f f f {

T
0.1 0.2 05 1 2 5 10

Test for overall effect: Z = 2.80 (P = 0.005, .
( ) Favours experimental ~ Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
KERSTING2011 0.47 0.49 45 0.99 085 33 48.0% -0.77 [-1.24,-0.31] .
SWANSON2009 13.63 9.447 86 12.35 8.723 86 52.0% 0.14 [-0.16, 0.44]
Total (95% CI) 131 119 100.0% -0.30 [-1.19, 0.60]

1 1 1 1
Heterogeneity: Tau? = 0.38; Chi2 = 10.45, df = 1 (P = 0.001); 12 = 90% T T T T T

-4 2 0 2 4
Testfor overall effect: Z = 0.65 (P = 0.51) Favours experimental  Favours control

Depression Long Follow-up (mean depression symptoms at >24 week follow-
up) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
SWANSON2009 1228 9.079 86 13.86 11.591 86 100.0% -0.15 [-0.45, 0.15]
Total (95% CI) 86 86 100.0% -0.15 [-0.45, 0.15]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Favours experimental  Favours control

Test for overall effect: Z = 0.99 (P = 0.32)

1.5.7 Depression: Post-miscarriage facilitated self-help versus TAU

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI IV, Random, 95% ClI
SWANSON2009 13.55 10.131 85 12.35 8.723 86 100.0% 0.13[-0.17, 0.43]
Total (95% CI) 85 86 100.0% 0.13[-0.17, 0.43]

!
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Test for overall effect: Z = 0.83 (P = 0.41) Favours experimental ~ Favours control
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Depression Long Follow-up (mean depression
up) - ITT analysis
Std. Mean Difference

Experimental Control

symptoms at >24 week follow-

Std. Mean Difference
IV, Random, 95% CI

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% CI
SWANSON2009 12.71 10.358 85 13.86 11.591 86 100.0% -0.10 [-0.40, 0.20]
Total (95% CI) 85 86 100.0% -0.10 [-0.40, 0.20]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)

-4 -2 0 2 4
Favours experimental Favours control

1.5.8 Depression: Directive counselling versus TAU

Depression Post-treatment (symptomatology
or first measurement) - ITT analysis

- above threshold at endpoint

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MILGROM2005B {9 113 28 33 100.0% 0.72[0.59, 0.88]
Total {95% CI) 113 33 100.0% 0.72 [0.59, 0.88] »
Total events 69 28
Heterogeneity: Mot applicahle -0.1 sz El!ﬁ i é 1D'

Testfor overall effect; £=3.13 (P =0.002)

Favours experimental Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% CI
MILGROM2005E 28 T2 13 18 100.0% 0.54 [0.36, 0.81]
Total {95% CI) 72 18 100.0% 0.54 [0.36, 0.81] -
Total events 28 13
Heterageneity: Mot applicahle 'D.1 sz Dfﬁ i é 1D'

Test for overall effect: Z= 2. 88 (F=0.003)

Depression Post-treatment (mean depression

Favours experimental Favours control

symptoms at endpoint or first

measurement or change score) - Available case analysis

Experimental Control

Std. Mean Difference

5td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI I/, Random, 95% Cl
MILGROMI005B 1516944 8409419 72 1878 849 18 100.0% -0.42[-0.85,010]
Total (95% CI) 72 18 100.0% -0.42 [-0.95, 0.10]

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.60 (P =0.11)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression Long Follow-up (mean depression symptoms at >24 week follow-

up) - Available case analysis

Experimental

Control

Std. Mean Differe

nce Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MILGROM2005E 11.18838 6.000294 37 2113 85 g 100.0% -1.46 [2.29, -0.63]

Total (95% CI) 37 g8 100.0% -1.46 [-2.29, -0.63] B

Heterogeneity: Mot applicahle _:1 -'2 b i ;1

Test for averall effect: 2= 3.46 (P = 0.0005)

1.5.9 Depression: Listening visits versus TAU

Favours experimental Favours contral

Depression Post-treatment (diagnosis at endpoint or first measurement) -

ITT analysis

Experimental Control

Risk Ratio Risk

Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 22 48 32 52 100.0% 0.74[0.51, 1.08] [
Total (95% Cl) 48 52 100.0% 0.74[0.51, 1.08] ‘
Total events 22 32
1
T

Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

I T
0.1 0.2 0.5

Favours experimental

1 2 5
Favours control

Depression Post-treatment (diagnosis at endpoint or first measurement) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 22 48 30 50 48.1% 0.76 [0.52, 1.12] —r
HOLDEN1989 8 26 15 24 33.0% 0.49 [0.26, 0.95] —
WICKBERG1996 3 15 12 16 18.9% 0.27[0.09, 0.76] e
Total (95% ClI) 89 90 100.0% 0.54[0.31, 0.93] S
Total events 33 57

Heterogeneity: Tau2 = 0.12; Chiz= 4.27, df = 2 (P = 0.12); 12 = 53%
Test for overall effect: Z = 2.20 (P = 0.03)

T T T
0.1 0.2 0.5
Favours experimental

1 2 5
Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT analysis

Experimental Control

Risk Ratio Risk

Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MORRELL2009A/2009B/2011 104 189 111 191 57.8% 0.95[0.79, 1.13]

WIGGINS2005 72 183 223 548 42.2% 0.97[0.79, 1.19]

Total (95% CI) 372 739 100.0% 0.96 [0.84, 1.09]

Total events 176 334

Heterogeneity: Tau2 = 0.00; Chi2 = 0.02, df = 1 (P = 0.88); 12 = 0%
Test for overall effect: Z = 0.67 (P = 0.50)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MORRELL2009A/2009B/2011 46 131 67 147 52.9% 0.77 [0.58, 1.03]
WIGGINS2005 38 149 133 458 47.1% 0.88[0.64, 1.20]
Total (95% CI) 280 605 100.0% 0.82[0.66, 1.01]
Total events 84 200

Heterogeneity: Tau2 = 0.00; Chi2 = 0.37, df = 1 (P = 0.54); 12 = 0% ! ! !
0.1 0.2 0.5 1 2 5 10

Testfor overall effect: 2 = 1.84 (P = 0.07) Favours experimental Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first

measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2003/MURRAY2003 99 59 47 113 48 50 26.1% -0.26 [-0.66, 0.14]
MORRELL2009A/20098/2011 92 55 131 113 58 147 73.9% -0.37 [-0.61, -0.13] .
Total (95% Cl) 178 197 100.0%  -0.34[-0.55,-0.14] ¢

Heterogeneity: Tau? = 0.00; Chi2 = 0.22, df = 1 (P = 0.64); 12 = 0% '4 '2 (') é
Test for overall effect: Z = 3.27 (P = 0.001)

Favours experimental Favours control

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -

ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 17 48 19 52 100.0% 0.97 [0.57, 1.64]
Total (95% CI) 48 52 100.0% 0.97[0.57, 1.64]
Total events 17 19
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z=0.12 (P = 0.91] .
( ) Favours experimental Favours control

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 16 47 15 48 100.0% 1.09[0.61, 1.94]
Total (95% CI) 47 48 100.0% 1.09 [0.61, 1.94]
Total events 16 15
! 1 1 1 1 ]

Heterogeneity: Not applicable ! i ' ' ’ T !

genetty PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 0.29 (P = 0.77) Favours experimental Favours control
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Clinical evidence - forest plots

Depression Intermediate Follow-up (mean depression symptoms at 17-24

week follow-up) - by intervention

Experimental
SD Total Mean SD Total Weight

Control
Study or Subgroup Mean

Std. Mean Difference Std. M.

IV, Random, 95% CI

ean Difference

IV, Random, 95% CI

LEUNG2012
MUNOZ2007/URIZAR2011

759 475 78 7.68 5.56 78  79.4%
7.67 5.34 21 9.16 524 20 20.6%

Total (95% CI) 99 98 100.0%
Heterogeneity: Tau2 = 0.00; Chiz = 0.54, df = 1 (P = 0.46); 12 = 0%
Test for overall effect: Z = 0.50 (P = 0.62)

Depression Intermediate Follow-up (mean depression symptoms at 17-24

-0.02[-0.33, 0.30]
-0.28 [-0.89, 0.34]

-0.07 [-0.35, 0.21]
1l 1l

T T
-4 2

0 2 4

Favours experimental Favours control

week follow-up) - Available case analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2003/MURRAY2003 96 538 46 92 54 48 100.0% 0.07 [-0.33, 0.48]
Total (95% Cl) 46 48 100.0% 0.07 [-0.33, 0.48]

Heterogeneity: Not applicable
Test for overall effect: Z=0.34 (P = 0.73)

Depression Long Follow-up (diagnosis at >24 week follow-up) - ITT

T T
-4 2

T T
0 2

Favours experimental Favours control

analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 17 48 13 52 100.0% 1.42[0.77, 2.60] -
Total (95% Cl) 48 52 100.0% 1.42[0.77, 2.60] ’
Total events 17 13
! 1 1 1 1 ]
Heterogeneity: Not applicable T T T !

Test for overall effect: Z=1.13 (P = 0.26)

r T
0.1 0.2 05 1
Favours experimental

2 5 10
Favours control

1
T
4

Depression Long Follow-up (diagnosis at >24 week follow-up) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 14 45 9 48 100.0% 1.66 [0.80, 3.45] m
Total (95% CI) 45 48 100.0% 1.66 [0.80, 3.45] ’
Total events 14 9
Heterogeneity: Not applicable f f f f f i

Test for overall effect: Z=1.36 (P = 0.18)
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Clinical evidence - forest plots

Depression Long Follow-up (symptomatology - above threshold >24 week
follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
WIGGINS2005 117 183 357 548 100.0% 0.98[0.87, 1.11]
Total (95% ClI) 183 548 100.0% 0.98[0.87, 1.11]
Total events 117 357

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T 1

T
Test f Il effect: Z = 0.29 (P = 0.77 0102 05 1 2 5 10
est for overall effect: Z = 0. =0. .
v ( ) Favours experimental  Favours control

Depression Long Follow-up (symptomatology - above threshold >24 week
follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
WIGGINS2005 70 136 222 413 100.0% 0.96 [0.79, 1.15]
Total (95% CI) 136 413 100.0% 0.96 [0.79, 1.15]
Total events 70 222

! 1 1 1 1 ]
Heterogeneity: Not applicable f T T T T 1

T
Test f Il effect: Z = 0.46 (P = 0.65 0102 05 1 2 > 10
estfor overall effect: 2 = 0.46 (P = 0.65) Favours experimental  Favours control

Depression Long Follow-up (mean depression symptoms at >24 week follow-
up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2003/MURRAY2003 96 52 44 89 4.4 48 100.0% 0.14 [-0.26, 0.55]
Total (95% Cl) 44 48 100.0% 0.14[-0.26, 0.55]
1 1 1 1
Heterogeneity: Not applicable T T ! T T
9 PP -4 -2 0 2 4

Test for overall effect: Z = 0.69 (P = 0.49) Favours experimental Favours control

Depression Very long Follow-up (diagnosis at >104 week follow-up) - ITT
analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 22 48 13 52 100.0% 1.83[1.04,3.22]
Total (95% Cl) 48 52 100.0% 1.83[1.04, 3.22] ’
Total events 22 13
! 1 1 1 1 ]

Heterogeneity: Not applicable ! i ' ’ T !

genetty PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 2.11 (P = 0.03) Favours experimental Favours control
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Clinical evidence - forest plots

Depression Very long Follow-up (diagnosis at >104 week follow-up) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 7 33 9 37 100.0% 0.87[0.37, 2.08]
Total (95% CI) 33 37 100.0% 0.87[0.37, 2.08]
Total events 7 9
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z=0.31 (P = 0.76] .
( ) Favours experimental Favours control

Depression Very long Follow-up (mean depression symptoms at >104 week
follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2003/MURRAY2003 89 49 33 99 57 34 100.0% -0.19 [-0.67, 0.29]
Total (95% CI) 33 34 100.0% -0.19[-0.67, 0.29]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Test for overall effect: Z =076 (P = 0.45) Favours experimental Favours control

1.5.10Depression: Post-miscarriage counselling versus TAU

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
NEUGEBAUER2006 116 82 10 129 83 9 10.0% -0.15 [-1.05, 0.75]
SWANSON2009 14.27 9.797 84 12.35 8.723 86 90.0% 0.21 [-0.10, 0.51]
Total (95% CI) 94 95 100.0% 0.17 [-0.12, 0.46]

1 1 1 1
Heterogeneity: Tau2 = 0.00; Chi2 = 0.54, df = 1 (P = 0.46); 12 = 0% ' ! ! ! !

-4 -2 0 2 4
Test for overall effect: Z=1.17 (P = 0.24; .
v ( ) Favours experimental ~ Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
NEUGEBAUER2006  10.6 8.8 8 11.3 85 7 185% -0.08 [-1.09, 0.94]
NIKCEVIC2007 41 42 33 3429 33 815% 0.19 [-0.29, 0.68]
Total (95% Cl) 41 40 100.0% 0.14[-0.29, 0.58]

1 1 1 1
Heterogeneity: Tau2 = 0.00; Chi2 = 0.22, df = 1 (P = 0.64); 2= 0% ! ! ! ! !

-4 2 0 2 4
Test for overall effect: Z = 0.64 (P = 0.52] .
v ( ) Favours experimental Favours control

Antenatal and postnatal mental health (update)



Clinical evidence - forest plots

Depression Intermediate follow-up (mean depression symptoms at 17-24
week follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
NIKCEVIC2007 28 41 33 3.7 37 33 100.0% -0.23[-0.71, 0.26]
Total (95% CI) 33 33 100.0% -0.23[-0.71, 0.26]

-4 -2 0 2 4
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.92 (P = 0.36)

Depression Long Follow-up (mean depression symptoms at >24 week follow-
up) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% ClI
SWANSON2009 13.04 9.598 84 13.86 11.591 86 100.0% -0.08 [-0.38, 0.22]
Total (95% CI) 84 86 100.0% -0.08 [-0.38, 0.22]

-4 2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z=0.50 (P = 0.62)

1.5.11Depression: Post-traumatic birth counselling versus TAU

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT analysis

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GAMBLE2005 4 50 17 53 100.0% 0.25[0.09, 0.69]

Total (95% CI) 50 53 100.0% 0.25[0.09, 0.69] -

Total events 4 17

Heterogeneity: Not applicable
Test for overall effect: Z = 2.67 (P = 0.008)

0.1 0.2

T
05 1

2 5 10
Favours experimental  Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GAMBLE2005 4 50 17 53 100.0% 0.25[0.09, 0.69]
Total (95% Cl) 50 53 100.0% 0.25[0.09, 0.69] ‘
Total events 4 17
—— ——

Heterogeneity: Not applicable
Test for overall effect: Z = 2.67 (P = 0.008)
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Clinical evidence - forest plots

1.5.12Depression: Social support versus TAU

Depression Post-treatment (diagnosis at endpoint or first measurement) -

ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DENNIS2009/2010 66 349 60 352 100.0% 1.11[0.81, 1.52]
Total (95% CI) 349 352 100.0% 1.11[0.81, 1.52]
Total events 66 60
L 1 1 1 1 1
Heterogeneity: Not applicable ! T ! ! ! T !
0.1 0.2 05 1 2 5 10

Test for overall effect: Z = 0.64 (P = 0.52) Favours experimental

Depression Post-treatment (diagnosis at endpoint or first measurement) -

Available case analysis

Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DENNIS2009/2010 14 297 23 315 100.0% 0.65 [0.34, 1.23] *
Total (95% Cl) 297 315 100.0% 0.65[0.34, 1.23] ‘
Total events 14 23
Heterogeneity: Not applicable f f f f f {

T
0.1 0.2 05 1 2 5 10

Test for overall effect: Z = 1.33 (P = 0.18) Favours experimental

Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHEN2000 14 34 18 30 32.7% 0.69[0.42, 1.13] —&
DENNIS2003 3 20 12 22 10.3% 0.28[0.09, 0.84] A —
DENNIS2009/2010 92 349 115 352 57.1% 0.81[0.64, 1.02] -.'
Total (95% CI) 403 404 100.0% 0.69[0.47, 1.01] ’
Total events 109 145
Heterogeneity: Tau? = 0.05; Chi2 = 3.64, df = 2 (P = 0.16); 12 = 45% f f f f f 1

I T T
0.1 0.2 05 1

Test for overall effect: Z = 1.93 (P = 0.05) Favours experimental

2 5 10
Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHEN2000 10 30 18 30 24.3% 0.56 [0.31, 1.00] —
DENNIS2003 3 20 11 21 6.6% 0.29 [0.09, 0.88] —
DENNIS2009/2010 40 297 78 315 69.1% 0.54[0.38,0.77] —._
Total (95% CI) 347 366 100.0% 0.52[0.39, 0.70] ‘
Total events 53 107
Heterogeneity: Tau? = 0.00; Chi2 = 1.20, df = 2 (P = 0.55); 12 = 0% f f f f f 1

I T T
0.1 0.2 05 1

Test for overall effect: Z = 4.40 (P < 0.0001) Favours experimental
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Clinical evidence - forest plots

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
CHEN2000 -6.6 5.89 30 -14 833 30 30.6% -0.71[-1.23,-0.19] =
DENNIS2009/2010 793 468 297 889 524 315 40.1% -0.19 [-0.35, -0.03]
LETOURNEAU2011 11.8 4.68 23 868 544 28 29.3% 0.60 [0.04, 1.17]
Total (95% CI) 350 373 100.0% -0.12 [-0.68, 0.45]

1 1 1 1
Heterogeneity: Tau? = 0.20; Chiz = 11.34, df = 2 (P = 0.003); I2 = 82% ! ! ! ! !
-4 2 0 2 4

Favours experimental Favours control

Test for overall effect: Z = 0.41 (P = 0.68)

Depression Short Follow-up (symptomatology - above threshold at 9-16
week follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DENNIS2009/2010 93 349 84 352 100.0% 1.12[0.87, 1.44]
Total (95% Cl) 349 352 100.0% 1.12[0.87, 1.44]
Total events 93 84

T T
0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.85 (P = 0.40)

Depression Short Follow-up (symptomatology - above threshold at 9-16
week follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DENNIS2009/2010 33 289 43 311 100.0% 0.83[0.54, 1.26]
Total (95% CI) 289 311 100.0% 0.83[0.54, 1.26]
Total events 33 43

L 1 1 1 1 1
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 0.88 (P = 0.38 0102 05 1 2 > 10
est for overall effect: Z = 0.88 (P = 0.38) Favours experimental  Favours control

Depression Short Follow-up (mean depression symptoms or change score at
9-16 week follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
DENNIS2009/2010 7 466 289 7.61 459 311 100.0% -0.13 [-0.29, 0.03]
Total (95% CI) 289 311 100.0% -0.13 [-0.29, 0.03]

1 1 1 1
Heterogeneity: Not applicable T T T T T
9 Y PP -4 -2 0 2 4

Favours experimental  Favours control

Test for overall effect: Z = 1.61 (P = 0.11)
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Clinical evidence - forest plots

1.5.13Depression: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU/Enhanced TAU

Depression Post-treatment (diagnosis at endpoint or first measurement) -

ITT analysis

Experimental

Control

Risk Ratio Risk

Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AUSTIN2008 34 191 15 86 24.0% 1.02[0.59, 1.77] -
HAGAN2004 13 101 10 98 18.4% 1.26 [0.58, 2.74] -
LE2011 0 112 3 105 2.5% 0.13[0.01, 2.56] ¢
MUNOZ2007/URIZAR2011 0 21 0 20 Not estimable
TANDON2011/2014/MENDELSON 3 32 11 29 11.4% 0.25[0.08, 0.80] —
ZLOTNICK2001 1 18 7 19 50% 015002, 1.11]
ZLOTNICK2006 9 53 14 46  19.2% 0.56 [0.27, 1.17] - T
ZLOTNICK2011 9 28 10 26 19.5% 0.84[0.40, 1.73] - "
Total (95% CI) 556 429 100.0% 0.67[0.41, 1.08] ‘
Total events 69 70

—— ———

Heterogeneity: Tau? = 0.17; Chi2 = 11.04, df = 6 (P = 0.09); 12 = 46%
Test for overall effect: Z = 1.64 (P = 0.10)

Depression Post-treatment (diagnosis at endpoint or first measurement) -

Available case analysis

Experimental

Control

I T T
0.1 0.2 05 1 2 5 10

Favours experimental

Risk Ratio Risk

Favours control

Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
HAGAN2004 11 99 10 98 29.0% 1.09 [0.48, 2.45]

MUNOZ2007/URIZAR2011 0 21 0 20 Not estimable
TANDON2011/2014/MENDELSON 3 32 9 27 21.7% 0.28[0.08, 0.94] ——
ZLOTNICK2001 0 17 6 18  7.2% 0.08 [0.00, 1.34] T
ZLOTNICK2006 2 46 8 40 17.5% 0.22[0.05, 0.96] A E—
ZLOTNICK2011 6 25 5 21 24.6% 1.01[0.36, 2.84] —
Total (95% CI) 240 224 100.0% 0.50[0.22, 1.14] ”

Total events 22 38

Heterogeneity: Tau? = 0.45; Chi? = 8.62, df = 4 (P = 0.07); I2 = 54%
Test for overall effect: Z = 1.64 (P = 0.10)

I T T
0.1 0.2 05 1 2 5 10

Favours experimental

Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ELMOHANDES2008 115 452 134 461 43.3% 0.88[0.71, 1.08]
GAO02010/2012 9 96 17 98  5.0% 0.54 [0.25, 1.15] B
KOZINSZKY2012 39 119 104 205 27.7% 0.65 [0.48, 0.86] =
SILVERSTEIN2011 6 25 12 25 4.4% 0.50[0.22, 1.12]
ZLOTNICK2001 12 18 17 19 19.5% 0.75[0.52, 1.07] 7
Total (95% CI) 710 808 100.0% 0.74[0.62, 0.88] ‘
Total events 181 284

Heterogeneity: Tau2 = 0.01; Chiz = 4.71, df = 4 (P = 0.32); 12 = 15%
Test for overall effect: Z = 3.36 (P = 0.0008)

Favours experimental
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Clinical evidence - forest plots

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental

Control

Risk Ratio

Risk Ratio

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

ELMOHANDES2008 115 452 134 461 73.1% 0.88[0.71, 1.08]

SILVERSTEIN2011 6 25 11 24  4.9% 0.52[0.23, 1.19] -

ZLOTNICK2001 11 17 16 18 22.0% 0.73[0.49, 1.07] -7

Total (95% Cl) 494 503 100.0% 0.82[0.68, 0.98] ’

Total events 132 161

Heterogeneity: Tau2 = 0.00; Chiz = 1.92, df = 2 (P = 0.38); 2= 0% f f f f f 1
0.1 0.2 05 1 2 5 10

Test for overall effect: Z = 2.14 (P = 0.03)

Favours experimental

Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first

measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
GAO02010/2012 659 4.1 96 8.87 4.37 98 33.0% -0.54 [-0.82, -0.25] L
HONEY2002 1487 5.97 23 16.95 5.44 22 18.2% -0.36 [-0.95, 0.23]
LEUNG2012 8.04 544 78 7.81 5.11 78 31.4% 0.04 [-0.27, 0.36]
MUNOZ2007/URIZAR2011 15.09 12.31 21 16.43 85 20 17.3% -0.12 [-0.74, 0.49]
Total (95% Cl) 218 218 100.0% -0.25 [-0.58, 0.08]
Heterogeneity: Tau? = 0.06; Chi2 = 7.44, df = 3 (P = 0.06); 12 = 60% f f ! f f
-4 -2 0 2 4

Test for overall effect: Z = 1.49 (P = 0.13)

Favours experimental

Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
BERNARD2011 7.6 6.3 21 137 9.7 18 10.5% -0.74 [-1.40, -0.09] -
HONEY2002 14.87 5.97 23 16.95 5.44 22 12.9% -0.36 [-0.95, 0.23] T
MUNOZ2007/URIZAR2011 15.09 12.31 21 16.43 85 20 11.9% -0.12 [-0.74, 0.49] -
TANDON2011/2014/MENDELSON 11.3 109 32 149 95 27 16.8% -0.35[-0.86, 0.17] T
ZLOTNICK2001 8.4 7.8 17 113 48 18 9.9% -0.44[-1.11, 0.23] T
ZLOTNICK2006 939 742 46 101 941 40 24.9% -0.08 [-0.51, 0.34] LE
ZLOTNICK2011 205 112 25 208 1.08 21 133% -0.03 [-0.61, 0.55] I
Total (95% Cl) 185 166 100.0%  -0.26 [-0.48, -0.05] ¢
Heterogeneity: Tau2 = 0.00; Chi2 = 4.06, df = 6 (P = 0.67); 2= 0% f f f f

-4 -2 0 2 4

Test for overall effect: Z = 2.45 (P = 0.01)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression Short Follow-up (mean depression symptoms at 9-16 week

follow-up) - ITT analysis

Experimental Control

Study or Subgroup Mean SD Total Mean

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

GA02010/2012 561 3.33 96 6.87 3.97 98 82.9% -0.34 [-0.63, -0.06]
MUNOZ2007/URIZAR2011 6.5 4.78 21 9 4.83 20 17.1% -0.51[-1.13, 0.11]
Total (95% CI) 117 118 100.0% -0.37 [-0.63, -0.11] ’
1 1 1 1
Heterogeneity: Tau2 = 0.00; Chiz = 0.23, df = 1 (P = 0.63); 12 = 0% ! ! ! ! !
-4 -2 0 2 4

Test for overall effect: Z = 2.82 (P = 0.005)

Favours experimental Favours control

Depression Short Follow-up (mean depression symptoms or change score at
9-16 week follow-up) - Available case analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
MUNOZ2007/URIZAR2011 6.5 4.78 21 9 483 20 40.7% -0.51[-1.13, 0.11]

TANDON2011/2014/MENDELSON 85 99 32 122 107 27 59.3% -0.36 [-0.87, 0.16]

Total (95% CI) 53 47 100.0%  -0.42[-0.82,-0.02] ‘

Heterogeneity: Tau2 = 0.00; Chiz2 = 0.14, df = 1 (P = 0.71); 12 = 0% =4 =2 (') i i

Test for overall effect: Z = 2.06 (P = 0.04)

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -

ITT analysis

Experimental Control

Risk Ratio

Favours experimental  Favours control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
AUSTIN2008 38 191 18 86 56.1% 0.95[0.58, 1.57]

HAGAN2004 21 101 16 98 40.5% 1.27[0.71, 2.29] —T—

LE2011 1 112 1 105 1.8% 0.94 [0.06, 14.80] ¢ ’
MUNOZ2007/URIZAR2011 2 21 0 20 1.6% 4.77 [0.24, 93.67] ’
Total (95% Cl) 425 309 100.0% 1.10[0.75, 1.60] ’

Total events 62 35

Heterogeneity: Tau2 = 0.00; Chiz = 1.52, df = 3 (P = 0.68); I2= 0%
Test for overall effect: Z = 0.49 (P = 0.63)

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -

Available case analysis

Experimental Control

Risk Ratio

T T T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
HAGAN2004 15 95 15 97 95.3% 1.02[0.53,1.97]
MUNOZ2007/URIZAR2011 2 21 0 20 4.7% 4.77 [0.24, 93.67] ’
Total (95% Cl) 116 117 100.0% 1.10[0.58, 2.09] ‘
Total events 17 15

1

T

Heterogeneity: Tauz = 0.00; Chi? = 1.00, df = 1 (P = 0.32); 2= 0%
Test for overall effect: Z = 0.28 (P = 0.78)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression Intermediate Follow-up (mean depression symptoms at 17-24

week follow-up) - ITT analysis

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight
LEUNG2012 759 4.75 78 7.68 5.56 78  79.4%
MUNOZ2007/URIZAR2011 7.67 534 21 9.16 524 20 20.6%
Total (95% CI) 99 98 100.0%

Heterogeneity: Tau2 = 0.00; Chiz = 0.54, df = 1 (P = 0.46); 12 = 0%
Test for overall effect: Z = 0.50 (P = 0.62)

Depression Intermediate Follow-up (mean depression symptoms at 17-24

-0.02[-0.33, 0.30]
-0.28 [-0.89, 0.34]

-0.07 [-0.35, 0.21]

| | | |
T T T T T
-4 -2 0 2 4

Favours experimental Favours control

week follow-up) - Available case analysis

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

Std. Mean Difference Std. Mean Difference

1V, Random, 95% ClI 1V, Random, 95% CI

MUNOZ2007/URIZAR2011 7.67 534 21 9.16 524 20 100.0%

Total (95% CI) 21 20 100.0%
Heterogeneity: Not applicable

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

Depression Long Follow-up (diagnosis at >24 week follow-up) - ITT

-0.28 [-0.89, 0.34]

-0.28[-0.89, 0.34]

-4 2 0 2 4

Favours experimental Favours control

analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
AUSTIN2008 38 191 18 86 32.2% 0.95[0.58, 1.57]
HAGAN2004 36 101 37 98 47.1% 0.94[0.66, 1.36]
LE2011 1 112 1 105 1.5% 0.94 [0.06, 14.80] ¢ ’
MUNOZ2007/URIZAR2011 2 21 5 20 4.9% 038008, 1.74) &1 —
TANDON2011/2014/MENDELSON 6 41 14 37 14.2% 0.39[0.17, 0.90] - =
Total (95% CI) 466 346 100.0% 0.80[0.56, 1.13] ‘
Total events 83 75

Heterogeneity: Tau2 = 0.03; Chiz = 4.94, df = 4 (P = 0.29); I2 = 19%
Test for overall effect: Z = 1.29 (P = 0.20)

I T T T T
0.1 0.2 0.5 1 2 5

Favours experimental  Favours control

Depression Long Follow-up (diagnosis at >24 week follow-up) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HAGAN2004 11 76 13 74 51.9% 0.82[0.39, 1.72] —
MUNOZ2007/URIZAR2011 2 21 5 20 12.2% 0.38[0.08, 1.74] T
TANDON2011/2014/MENDELSON 6 41 11 34 35.9% 0.45[0.19, 1.10] I —
Total (95% CI) 138 128 100.0% 0.60 [0.36, 1.03] ‘
Total events 19 29

Heterogeneity: Tau2 = 0.00; Chi2 = 1.45, df = 2 (P = 0.49); 12 = 0%
Test for overall effect: Z = 1.86 (P = 0.06)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression Long Follow-up (mean depression symptoms at >24 week follow-

up) - ITT analysis

Experimental Control

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
HONEY2002 12.55 4.62 23 15.63 7.28 22 51.9% -0.50 [-1.09, 0.10] 1
MUNOZ2007/URIZAR2011 7.36 3.84 21 9.07 5.47 20 48.1% -0.36 [-0.97, 0.26] —#

Total (95% Cl) 44 42 100.0%  -0.43[-0.86, -0.00] ‘

Heterogeneity: Tauz = 0.00; Chiz = 0.11, df = 1 (P = 0.74); 12 = 0% =4 =2 o ; i

Test for overall effect: Z = 1.97 (P = 0.05)

Favours experimental Favours control

Depression Long Follow-up (mean depression symptoms at >24 week follow-

up) - Available case analysis

Experimental Control

Std. Mean Difference Std. Mean Difference

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

HONEY2002 12,55 4.62 23 15.63 7.28 22 27.8% -0.50 [-1.09, 0.10] —i

MUNOZ2007/URIZAR2011 7.36 3.84 21 9.07 5.47 20 25.8% -0.36 [-0.97, 0.26] &

TANDON2011/2014/MENDELSON 89 92 41 132 10.1 34  46.4% -0.44 [-0.90, 0.02] i

Total (95% CI) 85 76 100.0%  -0.44[-0.75,-0.12] 0

Heterogeneity: Tau2 = 0.00; Chi2 = 0.11, df = 2 (P = 0.95); 12 = 0% f f f f
-4 2 0 2 4

Test for overall effect: Z = 2.72 (P = 0.006)

Favours experimental  Favours control

1.5.14Depression: IPT-informed psychoeducation versus non-mental
health-focused education and support

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT Analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPINELLI2003 14 21 15 17 100.0% 0.76 [0.53, 1.07] [
Total (95% Cl) 21 17 100.0% 0.76 [0.53, 1.07] ’
Total events 14 15

Heterogeneity: Not applicable
Test for overall effect: Z = 1.58 (P = 0.12)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

1.5.15Depression: Non-mental health-focused education and support
versus TAU

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KAAYA2013 129 168 138 163 100.0% 0.91[0.82, 1.01]
Total (95% CI) 168 163 100.0% 0.91[0.82, 1.01] Q
Total events 129 138

0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z =1.81 (P = 0.07)

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
KAAYA2013 58 97 66 91 100.0% 0.82[0.67, 1.01]
Total (95% CI) 97 91 100.0% 0.82[0.67, 1.01]
Total events 58 66

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.83 (P = 0.07)

1.5.16 Depression: Home visits versus TAU/Enhanced TAU

Depression Post-treatment (diagnosis at endpoint or first measurement) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
TAMAKI2008 4 9 6 9 100.0% 0.67 [0.28, 1.58] [
Total (95% CI) 9 9 100.0% 0.67[0.28, 1.58] -
Total events 4 6
! 1 1 1 1 ]
T T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.92 (P = 0.36)

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control
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Clinical evidence - forest plots

Depression Post-treatment (diagnosis at endpoint or first measurement) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
TAMAKI2008 2 7 6 9 100.0% 0.43[0.12, 1.51] [
Total (95% Cl) 7 9 100.0% 0.43[0.12, 1.51] ’»
Total events 2 6
—— ——

Heterogeneity: Not applicable T T T
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.32 (P = 0.19, .
( ) Favours experimental ~ Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ARMSTRONG1999/2000/FRASER 26 90 30 91 10.6% 0.88[0.57, 1.36] T
DUGGAN2007/CALDERA2007 74 179 89 185 38.1% 0.86 [0.68, 1.08] &
DUGRAVIER2013/GUEDENEY201 103 222 104 218 51.3% 0.97 [0.80, 1.19]
Total (95% CI) 491 494 100.0% 0.92 [0.80, 1.06]
Total events 203 223

! 1 1 1 1 ]

T T 1

Heterogeneity: Tauz = 0.00; Chi2 = 0.69, df =2 (P = 0.71); 2= 0% ! '

T
Test f Il effect: Z = 1.19 (P = 0.23 o102 05 4 2 > 10
est for overall effect: Z = 1. =0.
v ( ) Favours experimental  Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ARMSTRONG1999/2000/FRASER 4 68 9 70 4.3% 0.46 [0.15, 1.42] [
DUGGAN2007/CALDERA2007 21 126 27 123 20.7% 0.76 [0.45, 1.27] —
DUGRAVIER2013/GUEDENEY201 65 184 69 183 75.0% 0.94[0.72,1.23]
Total (95% CI) 378 376 100.0% 0.87 [0.69, 1.10]
Total events 90 105

L 1 1 1 1 1

T T 1

Heterogeneity: Tau? = 0.00; Chi2 = 1.84, df = 2 (P = 0.40); 12 = 0% ! T

T
Test f Il effect: Z = 1.17 (P = 0.24 o102z 05 1 2 > 10
estfor overall effect: Z = 1.17 (P = 0.24) Favours experimental  Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
ARMSTRONG1999/2000/FRASER ~ 5.249846 3.962985 65 6.014848 2.147253 66 13.6% -0.24[-0.58, 0.10]
DUGRAVIER2013/GUEDENEY201 8.6 54 184 9.4 54 183 38.3% -0.15 [-0.35, 0.06]
ROMAN2009 11.4 9.1 230 13.1 104 232 48.1% -0.17 [-0.36, 0.01]
Total (95% CI) 479 481 100.0% -0.17 [-0.30, -0.05] ‘

1
Heterogeneity: Tau2 = 0.00; Chiz = 0.20, df = 2 (P = 0.90); I2= 0% T T ! ! !

4 2 0 2 4
Test f Il effect: Z=2.67 (P = 0. i
est for overall effect 67 (P =0.008) Favours experimental ~Favours control
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Clinical evidence - forest plots

1.5.17Depression: Mother-infant relationship interventions versus

TAU/Enhanced TAU

Depression Post-treatment (diagnosis at endpoint or first measurement) -

ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 19 43 32 52 100.0% 0.72[0.48, 1.07] [
Total (95% CI) 43 52 100.0% 0.72[0.48, 1.07] ‘
Total events 19 32
! 1 1 1 1 ]
r T T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.63 (P = 0.10)

Depression Post-treatment (diagnosis at endpoint or first measurement) -

Available case analysis

0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 18 42 30 50 100.0% 0.71[0.47, 1.08] [
Total (95% Cl) 42 50 100.0% 0.71[0.47, 1.08] ‘
Total events 18 30
! 1 1 1 1 ]

Heterogeneity: Not applicable ! i ' ’ T !

genetty PP 0.1 0.2 05 1 2 5 10

Test for overall effect: Z=1.58 (P = 0.11)

Favours experimental Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint

or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
SALOMONSSON2011 23 40 29 40 33.2% 0.79[0.57, 1.10] &
SLEED2013 57 96 71 99 54.4% 0.83[0.67, 1.02] R
ZELKOWITZ2008/2011/FEELEY 18 60 13 61 12.5% 1.41[0.76, 2.61] T
Total (95% CI) 196 200 100.0% 0.87[0.69, 1.10] ‘
Total events 98 113
L 1 1 1 1 1
T T 1

Heterogeneity: Tau2 = 0.02; Chiz = 3.01, df = 2 (P = 0.22); 12 = 33%
Test for overall effect: Z = 1.14 (P = 0.25)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
SALOMONSSON2011 21 38 26 37 51.6% 0.79[0.55, 1.12] A.EV
SLEED2013 23 62 25 53 42.6% 0.79[0.51, 1.21] —
ZELKOWITZ2008/2011/FEELEY 6 48 2 50 5.8% 3.13[0.66, 14.73] -
Total (95% Cl) 148 140 100.0% 0.85[0.58, 1.25] ‘
Total events 50 53

—+——o ——t—

Heterogeneity: Tau2 = 0.04; Chiz = 3.13, df = 2 (P = 0.21); 12 = 36%
Test for overall effect: Z = 0.82 (P = 0.41)

T T T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI IV, Random, 95% ClI
COOPER2003/MURRAY2003 9.2 48 42 113 48 50 16.7% -0.43[-0.85, -0.02]
HOROWITZ2001 10.27 0.99 60 9.51 0.77 57 17.2% 0.85[0.47, 1.23] -
SALOMONSSON2011 6.28 4.11 38 7.99 455 37 16.0% -0.39[-0.85, 0.07]
SLEED2013 136 9.4 62 153 118 53 17.4% -0.16 [-0.53, 0.21]
VANDOESUM2008/KERSTENALVA 18.9 11 35 172 93 36 15.9% 0.17 [-0.30, 0.63]
ZELKOWITZ2008/2011/FEELEY 52 49 46 5 46 50 16.9% 0.04 [-0.36, 0.44]
Total (95% CI) 283 283 100.0% 0.02 [-0.38, 0.41]

1 1 1 1
Heterogeneity: Tau? = 0.20; Chiz = 27.31, df = 5 (P < 0.0001); 12 = 82% ! ! ! ! !

-4 2 0 2 4
Test for overall effect: Z = 0.08 (P = 0.93]
( ) Favours experimental Favours control

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 13 43 19 52 100.0% 0.83[0.46, 1.48]
Total (95% CI) 43 52 100.0% 0.83[0.46, 1.48]
Total events 13 19

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

Test fi Il effect: Z = 0.64 (P = 0.52 0102 05 1 2 > 10
est for overall effect: Z = 0. =0.
v ( ) Favours experimental Favours control

Depression Intermediate Follow-up (diagnosis at 17-24 week follow-up) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 10 40 15 48 100.0% 0.80 [0.40, 1.58]
Total (95% CI) 40 48 100.0% 0.80[0.40, 1.58]
Total events 10 15
! 1 1 1 1 ]

Heterogeneity: Not applicable ! i ' ' ’ T !

genetty PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 0.64 (P = 0.52) Favours experimental Favours control
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Clinical evidence - forest plots

Depression Intermediate Follow-up (symptomatology - above threshold at

17-24 week follow-up) - ITT analysis

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 20 60 16 61 100.0% 1.27[0.73,2.21]

Total (95% CI) 60 61 100.0% 1.27[0.73, 2.21]

Total events 20 16

Heterogeneity: Not applicable
Test for overall effect: Z = 0.85 (P = 0.40)

I T T
0.1 0.2 0.5

Favours experimental

1 2 5

10

Favours control

Depression Intermediate Follow-up (symptomatology - above threshold at
17-24 week follow-up) - Available case analysis

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 6 46 4 50 100.0% 1.63[0.49, 5.41]

Total (95% ClI) 46 50 100.0% 1.63[0.49, 5.41] —~
Total events 6 4

Heterogeneity: Not applicable
Test for overall effect: Z = 0.80 (P = 0.42)

Depression Intermediate Follow-up (mean depression symptoms at 17-24

I T T
0.1 0.2 0.5

Favours experimental

week follow-up) - Available case analysis

Experimental

Study or Subgroup Mean

Control
SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

1 2 5

Favours control

Std. Mean Difference
IV, Random, 95% CI

COOPER2003/MURRAY2003 8.6

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z =0.49 (P = 0.62)

Depression Long Follow-up (diagnosis at >24 week follow-up) - ITT

analysis

Experimental

5.9 40 9.2 54 48 100.0%

40 48 100.0%

Control

-0.11 [-0.53, 0.31]

-0.11[-0.53, 0.31]

T T
-4 2

Favours experimental

Risk Ratio

T T
0 2

Risk Ratio

Favours control

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 13 43 13 52 100.0% 1.21[0.63, 2.33]

Total (95% CI) 43 52 100.0% 1.21[0.63, 2.33]

Total events 13 13

Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Depression Long Follow-up (diagnosis at >24 week follow-up) - Available

case analysis

Experimental Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY 2003 12 42 9 48 100.0% 1.52[0.71, 3.25] ]

Total (95% Cl) 42 48 100.0% 1.52[0.71, 3.25] ‘
Total events 12 9

Heterogeneity: Not applicable
Test for overall effect: Z = 1.09 (P = 0.28)

I T T
0.1 0.2 0.5

Favours experimental

1

2 5
Favours control

Depression Long Follow-up (mean depression symptoms at >24 week follow-

up) - Available case analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2003/MURRAY2003 89 54 42 89 44 48 55.9% 0.00 [-0.41, 0.41]
VANDOESUM2008/KERSTENALVA 17.2 119 35 152 98 36 44.1% 0.18[-0.28, 0.65]
Total (95% CI) 7 84 100.0% 0.08 [-0.23, 0.39]

Heterogeneity: Tau2 = 0.00; Chi2 = 0.33, df = 1 (P = 0.57); 12 = 0%
Test for overall effect: Z = 0.51 (P = 0.61)

Depression Very long Follow-up (diagnosis at >104 week follow-up) - ITT

analysis

Experimental Control

-4

Favours experimental

Risk Ratio

-2 0

Risk Ratio

2

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 13 43 13 52 100.0% 1.21[0.63, 2.33]

Total (95% Cl) 43 52 100.0% 1.21[0.63, 2.33]

Total events 13 13

Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

Depression Very long Follow-up (diagnosis at >104 week follow-up) -

Available case analysis

Experimental Control

! 1 1

r T T

0.1 0.2 0.5
Favours experimental

Risk Ratio

1

2 5
Favours control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 6 36 9 37 100.0% 0.69[0.27, 1.73]

Total (95% Cl) 36 37 100.0% 0.69 [0.27, 1.73] ‘

Total events 6 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.80 (P = 0.42)
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Clinical evidence - forest plots

Depression Very long Follow-up (mean depression symptoms at >104 week
follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
COOPER2003/MURRAY 2003 89 58 31 99 57 34 100.0% -0.17 [-0.66, 0.32]
Total (95% CI) 31 34 100.0% -0.17 [-0.66, 0.32]
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
geneity: pp -4 -2 0 2 4

Test for overall effect: 2 = 0.69 (P = 0.49) Favours experimental Favours control

1.5.18 Depression: Mother-infant relationship intervention with video
feedback versus mother-infant relationship intervention with
verbal feedback

Depression Post-treatment (mean depression symptoms at endpoint or first

measurement) - Available case analysis

Video Verbal Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
BILSZTA2012 12.3 454 17 109 4.92 20 100.0% 0.29 [-0.36, 0.94]
Total (95% CI) 17 20 100.0% 0.29 [-0.36, 0.94]

1 1 1 1
T T T T T
4 2 0 2 4

Favours video Favours verbal

Heterogeneity: Not applicable
Test for overall effect: Z = 0.87 (P = 0.38)

1.5.19Depression: Co-parenting intervention versus Enhanced TAU

Depression Post-treatment (diagnosis at endpoint or first measurement) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MISRI2000 5 16 8 13 100.0% 0.51[0.22, 1.18] B
Total (95% Cl) 16 13 100.0% 0.51[0.22, 1.18] ”
Total events 5 8
—+— ——

Heterogeneity: Not applicable
Test for overall effect: Z = 1.57 (P = 0.12)

r T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Depression Post-treatment (diagnosis at endpoint or first measurement) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MISRI2000 5 16 8 13 100.0% 0.51[0.22,1.18] B
Total (95% CI) 16 13 100.0% 0.51[0.22, 1.18] ”
Total events 5 8
—t—rt ——t—

Heterogeneity: Not applicable f f
9 Y PP 0.1 0.2 05 1 2 5 10

Test for overall effect: Z = 1.57 (P = 0.12) Favours experimental  Favours control
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Clinical evidence - forest plots

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
MISRI2000 114 6.2 15 146 7.2 13 100.0% -0.47 [-1.22, 0.29]
Total (95% CI) 15 13 100.0% -0.47 [-1.22, 0.29]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Favours experimental  Favours control

Test for overall effect: Z =1.21 (P = 0.23)

1.5.20Depression: Infant sleep training (controlled crying) versus
TAU/Enhanced TAU

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
HISCOCK2007/2008 22 143 34 129 100.0% 0.58 [0.36, 0.94]
Total (95% CI) 143 129 100.0% 0.58 [0.36, 0.94] ‘
Total events 22 34
Heterogeneity: Not applicable f f f f f {

T
0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.20 (P = 0.03]
v ( ) Favours experimental  Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
HISCOCK2002 -6 4.935353 33  -3.7 3.243232 33 34.6% -0.54 [-1.04, -0.05] i
HISCOCK2007/2008 9.5 5.6 63 118 5 60 65.4% -0.43 [-0.79, -0.07] '
Total (95% Cl) 96 93 100.0%  -0.47[-0.76, -0.18] ‘
Heterogeneity: Tau? = 0.00; Chi2 = 0.14, df = 1 (P = 0.71); I2 = 0% f f f f

-4 2 0 2 4

Testfor overall effect: Z = 3.18 (P = 0.001) Favours experimental  Favours control

Depression Short Follow-up (mean depression symptoms or change score at
9-16 week follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
HISCOCK2002 -6.5 3.883081 32 -42 4552684 30 33.2% -0.54 [-1.05, -0.03]
HISCOCK2007/2008 8.9 4.8 64 105 4.6 58 66.8% -0.34 [-0.70, 0.02]
Total (95% CI) 96 88 100.0%  -0.40[-0.70, -0.11] ‘

1 1 1 1
Heterogeneity: Tau? = 0.00; Chi2 = 0.40, df = 1 (P = 0.53); I2 = 0% T T T T T

-4 2 0 2 4
Testfor overall effect: 2 = 2.71 (P = 0.007) Favours experimental  Favours control
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Depression Long Follow-up (mean depression symptoms at >24 week follow-
up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
HISCOCK2007/2008 55 423 143 6.72 517 129 100.0% -0.26 [-0.50, -0.02]
Total (95% CI) 143 129 100.0% -0.26 [-0.50, -0.02] ‘
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 Y PP -4 -2 0 2 4

Test for overall effect: 2 = 2.12 (P = 0.03) Favours experimental Favours control

1.5.21 Depression: Music therapy during birth versus TAU

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SIMAVLI2014 13 80 23 81 100.0% 0.57 [0.31, 1.05]
Total (95% CI) 80 81 100.0% 0.57 [0.31, 1.05] ’
Total events 13 23
—+— ——

Heterogeneity: Not applicable
Test for overall effect: Z =1.81 (P = 0.07)

0.1 0.2

T
0.5

1

2

5 10

Favours experimental  Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Experimental

Control Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SIMAVLI2014 4 71 12 70 100.0% 0.33[0.11, 0.97]

Total (95% CI) 71 70 100.0% 033[0.11,0.97] —~—

Total events 4 12

Heterogeneity: Not applicable

0.1 0.2

T
0.5

T T T 1
1 5 10

2

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

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
SIMAVLI2014 7.31 235 71 827 276 70 100.0% -0.37 [-0.71, -0.04]
Total (95% CI) 71 70 100.0% -0.37 [-0.71, -0.04] ‘
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 i PP -4 -2 0 2 4

Test for overall effect: 2 = 2.19 (P = 0.03) Favours experimental Favours control
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1.5.22Depression: Psychosomatic intervention versus TAU

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - ITT analysis

Risk Ratio
M-H, Random, 95% CI

Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI
ORTIZCOLLADO2014 a7 92 61 92 100.0% 0.77 [0.60, 0.99]
Total (95% Cl) 92 92 100.0% 0.77 [0.60, 0.99] X 2
Total events 47 61
L 1 1 1 1 1
Heterogeneity: Not applicable f T f T T !
9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.07 (P = 0.04)

Favours experimental Favours control

Depression Post-treatment (symptomatology - above threshold at endpoint
or first measurement) - Available case analysis

Risk Ratio
M-H, Random, 95% CI

Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI
ORTIZCOLLADO2014 24 69 27 58 100.0% 0.75[0.49, 1.14] B
Total (95% Cl) 69 58 100.0% 0.75[0.49, 1.14] ‘*
Total events 24 27
—t——o ——t—

Heterogeneity: Not applicable
Test for overall effect: Z = 1.34 (P = 0.18)

T
0.1 0.2 05 1 2 5
Favours experimental Favours control

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Std. Mean Difference
IV, Random, 95% CI

Experimental Control Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI
ORTIZCOLLADO2014 9.34 5.18 69 11.11 6.05 58 71.1% -0.31[-0.67, 0.04]
WEIDNER2010 5.48 4.64 21 522 393 23 28.9% 0.06 [-0.53, 0.65]
Total (95% Cl) 90 81 100.0% -0.21 [-0.54, 0.13]

-4 2 0 2 4
Favours experimental Favours control

Heterogeneity: Tau2 = 0.01; Chiz = 1.14, df = 1 (P = 0.29); 12 = 12%
Test for overall effect: Z = 1.22 (P = 0.22)

1.5.23Depression: Mindfulness training versus Enhanced TAU

Depression Post-treatment (mean depression symptoms at endpoint or first
measurement or change score) - Available case analysis

Std. Mean Difference
IV, Random, 95% ClI

Experimental Control Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI
VIETEN2008 162 7.3 13 172 74 18 100.0% -0.13 [-0.85, 0.58]
Total (95% CI) 13 18 100.0% -0.13 [-0.85, 0.58]

-4 -2 0 2 4
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.36 (P = 0.72)
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Negative affect Post-treatment (mean depression symptoms at endpoint or
first measurement or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
VIETEN2008 182 43 13 199 57 18 100.0% -0.32 [-1.04, 0.40]
Total (95% CI) 13 18 100.0% -0.32 [-1.04, 0.40]
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 Y PP -4 -2 0 2 4
Test for overall effect: Z = 0.87 (P = 0.38) .
Favours experimental  Favours control

1.5.24 Anxiety: Structured psychological interventions versus
TAU/Enhanced TAU

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
GROTE2009 36 53 25 118 6.6 28 100.0% -1.34 [-1.94, -0.74]
Total (95% CI) 25 28 100.0%  -1.34[-1.94,-0.74] <
1 1 1 1
Heterogeneity: Not applicable T T T T
PP -4 2 0 2 4
Test for overall effect: Z = 4.37 (P < 0.0001) .
Favours experimental Favours control

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MORRELLZ009A2008B52011 41 117 130 455 125 136 B5.3% -0.37 [0.61,-0.13]
MILGROMZ005E 13.21 14 MO165 973 18 147% -0.26 [-0.84, 0.33]
Total (95% CI) 161 154 100.0% 0.35[-0.58, -0.13] L2
Heterogeneity: Tau®= 0.00; Chif= 012, df=1 (P=072); F=0% 54 52 p é jl
Testfor overall effect: 2= 3.08 (P =0.002) Favours experimental Favours control

Trait anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI

MORRELL2009A/2009B/2011 411 96 133 45 109 130 100.0% -0.38 [-0.62, -0.13]

Total (95% Cl) 133 130 100.0%  -0.38[-0.62, -0.13] 0
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
genety o -4 2 0 2 4
Test for overall effect: Z = 3.04 (P = 0.002) .
Favours experimental Favours control
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1.5.25 Anxiety: CBT versus Relational Constructivist Therapy

Anxiety Post-treatment (mean score at endpoint or first measurement) -

Available case analysis

CBT RCT Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
PINHEIRO2014 12.8 12.49 32 965 11.15 28 100.0% 0.26 [-0.25, 0.77]
Total (95% CI) 32 28 100.0% 0.26 [-0.25, 0.77]

Heterogeneity: Not applicable

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

1.5.26 Anxiety: IPT versus support group

Anxiety Post-treatment (mean score at endpoint or first measurement) -

Available case

IPT Support group Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
FIELDZ2013A 387 113 22 432 6.2 22 100.0% -0.48 [-1.09,0.12]
Total (95% CI) 22 22 100.0% -0.48 [-1.09,0.12]
Heterogeneity: Mat applicable _54 52

Testfor overall effect Z=1.98 (P=0.11) Favours IPT Favours support gro

1.5.27 Anxiety: Facilitated self-help versus TAU

Anxiety Post-treatment (symptomatology - above threshold at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MILGROM2011A 27 71 41 72 100.0% 0.67 [0.47, 0.96]
Total (95% Cl) 71 72 100.0% 0.67 [0.47, 0.96] ‘
Total events 27 41
! 1 1 1 1
T T T T

Heterogeneity: Not applicable

Test for overall effect: Z = 2.21 (P = 0.03, .
( ) Favours experimental ~ Favours control

T
0.1 0.2 05 1 2 5 10

Anxiety Post-treatment (symptomatology - above threshold at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
MILGROM2011A 3 47 11 42 100.0% 0.24[0.07, 0.81]
Total (95% CI) 47 42 100.0% 0.24[0.07, 0.81] ‘
Total events 3 11
—— —

Heterogeneity: Not applicable

Test for overall effect: Z = 2.29 (P = 0.02,
v ( ) Favours experimental  Favours control
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Clinical evidence - forest plots

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
OMAHEN2013C 8.71 4.61 31 11.29 5.49 28 100.0% -0.50 [-1.02, 0.02]
Total (95% CI) 31 28 100.0% -0.50 [-1.02, 0.02] ’
1 1 1 1
T T T T

Heterogeneity: Not applicable
9 Y PP -4 -2 0 2 4

Test for overall effect: 2 = 1.90 (P = 0.06) Favours experimental  Favours control

1.5.28 Anxiety: Post-miscarriage self-help versus TAU

Anxiety Post-treatment (symptomatology - above threshold at endpoint or
first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KERSTING2011 31 45 24 33 100.0% 0.95[0.71, 1.26]
Total (95% CI) 45 33 100.0% 0.95[0.71, 1.26]
Total events 31 24

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z=0.37 (P = 0.71)

Anxiety Post-treatment (symptomatology - above threshold at endpoint or
first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KERSTING2011 19 33 18 26 100.0% 0.83[0.56, 1.23]
Total (95% CI) 33 26 100.0% 0.83[0.56, 1.23]
Total events 19 18

0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.93 (P = 0.35)

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
KERSTING2011 0.53 0.82 45 0.7 0.63 33 100.0% -0.23 [-0.68, 0.23]
Total (95% CI) 45 33 100.0% -0.23 [-0.68, 0.23]

-4 -2 0 2 4
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.98 (P = 0.33)
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1.5.29 Anxiety: Listening visits versus TAU

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRELL2009A/2009B/2011 42 119 124 455 125 136 100.0% -0.29 [-0.53, -0.04]
Total (95% CI) 124 136 100.0% -0.29 [-0.53, -0.04] ‘
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 Y PP -4 -2 0 2 4

Testfor overall effect: 2 = 2.29 (P = 0.02) Favours experimental Favours control

Trait anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI IV, Random, 95% CI

MORRELL2009A/2009B/2011 421 111 124 45 109 130 100.0% -0.26 [-0.51, -0.02]

Total (95% CI) 124 130 100.0%  -0.26 [-0.51, -0.02] ¢

-4 -2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 2.09 (P = 0.04)

1.5.30 Anxiety: Directive counselling versus TAU

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% Cl IV, Random, 95% CI
MILGROM2005E 12.04306 7.3374495 T2 1645 4973 18 100.0% -0.56 [-1.09,-0.04]
Total (95% CI) 72 18 100.0% -0.56 [1.09, -0.04] <
Heterogeneity Mot applicable _54 52 p é i
Testfor overall effect 2= 211 (F=0.04) Favours experimental Favours control

1.5.31 Anxiety: Post-miscarriage counselling versus Enhanced TAU

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
NIKCEVIC2007 72 52 33 6.7 4.1 33 100.0% 0.11 [-0.38, 0.59]
Total (95% CI) 33 33 100.0% 0.11 [-0.38, 0.59]

T T T T :
-4 2 0 2 4

Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.67)
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Anxiety Intermediate follow-up (mean anxiety symptoms at 17-24 week

follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
NIKCEVIC2007 56 45 33 7 4.4 33 100.0% -0.31[-0.80, 0.17]
Total (95% CI) 33 33 100.0% -0.31[-0.80, 0.17]

1 1 1
Heterogeneity: Not applicable T T T T T

4 2 0 2 4
Testfor overall effect: 2 = 1.25 (P = 0.21) Favours experimental Favours control

1.5.32 Anxiety: Post-traumatic birth counselling versus TAU

Anxiety Post-treatment (symptomatology - above threshold at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GAMBLE2005 1 50 6 53 100.0% 0.18[0.02, 1.42] [
Total (95% CI) 50 53 100.0% 0.18[0.02, 1.42] —-—
Total events 1 6
—+— ——

Heterogeneity: Not applicable F T

T
Test f Il effect: Z = 1.63 (P = 0.10 0102 05 1 2 > 10
estfor overall effect: 2 =1.63 (P = 0.10) Favours experimental  Favours control

Anxiety Post-treatment (symptomatology - above threshold at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GAMBLE2005 1 50 6 53 100.0% 0.18[0.02, 1.42] [
Total (95% Cl) 50 53 100.0% 0.18[0.02, 1.42] —-
Total events 1 6
—— ——

Heterogeneity: Not applicable ! '

T
Testf I eff 7 =163 (P =010 0.1 0.2 0.5 1 2 5 10
est for overall effect: Z = 1. =0. .
v ( ) Favours experimental  Favours control

1.5.33 Anxiety: Social support versus TAU

Anxiety Post-treatment (symptomatology - above threshold at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DENNIS2009/2010 113 349 123 352 100.0% 0.93[0.75, 1.14]
Total (95% Cl) 349 352 100.0% 0.93[0.75, 1.14]
Total events 113 123

L 1 1 1 1 1
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 0.72 (P = 0.47 0102 05 1 2 > 10
est for overall effect: 2= 0.72 (P = 0.47) Favours experimental  Favours control
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Anxiety Post-treatment (symptomatology - above threshold at endpoint or
first measurement) - Available case analysis

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

Risk Ratio
M-H, Random, 95% CI

DENNIS2009/2010 61 297 86 315 100.0% 0.75[0.56, 1.00]
Total (95% ClI) 297 315 100.0% 0.75[0.56, 1.00]
Total events 61 86

L 4

Heterogeneity: Not applicable !
Test for overall effect: Z = 1.94 (P = 0.05)

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first

measurement) - Available case analysis

Experimental Control

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

T
0.1 0.2 0.5 1 2
Favours experimental  Favours control

Std. Mean Difference

5 10

Std. Mean Difference
IV, Random, 95% CI

DENNIS2009/2010 351 11.85 297 36.88 12.84 315 100.0% -0.14 [-0.30, 0.02]

Total (95% ClI) 297 315 100.0%  -0.14[-0.30, 0.02]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.77 (P = 0.08)

T T T
-4 2 0

Favours experimental  Favours control

T
2

Anxiety Short follow-up (mean anxiety symptoms at 9-16 week follow-up) -

Available case analysis

Experimental Control

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

Std. Mean Difference

Std. Mean Difference
IV, Random, 95% CI

DENNIS2009/2010 33.63 11.01 289 344 1207 311 100.0% -0.07 [-0.23, 0.09]

Total (95% CI) 289 311 100.0% -0.07 [-0.23, 0.09]

Heterogeneity: Not applicable
Test for overall effect: Z=0.81 (P = 0.42)

1.5.34 Anxiety: Psychologically (CBT/IPT) - informed psychoeducation

versus TAU/Enhanced TAU

-4 2 0

Favours experimental  Favours control

2

Anxiety Post-treatment (diagnosis at endpoint or first measurement) - ITT

analysis

Experimental Control Risk Ratio

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

Risk Ratio
M-H, Random, 95% CI

AUSTIN2008 35 191 15 86 72.3% 1.05[0.61, 1.82]
HAGAN2004 8 101 10 98 27.7% 0.78[0.32, 1.88]
Total (95% CI) 292 184 100.0% 0.97 [0.61, 1.54]
Total events 43 25

—_— .

>

Heterogeneity: Tauz = 0.00; Chi2 = 0.32, df = 1 (P = 0.57); 2= 0%
Test for overall effect: Z = 0.14 (P = 0.89)

Antenatal and postnatal mental health (update)
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Favours experimental  Favours control
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Clinical evidence - forest plots

Anxiety Post-treatment (diagnosis at endpoint or first measurement) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HAGAN2004 8 101 10 98 100.0% 0.78[0.32, 1.88]
Total (95% Cl) 101 98 100.0% 0.78[0.32, 1.88] ‘
Total events 8 10
—— ——

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.58)

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Anxiety Long Follow-up (diagnosis at >24 week follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AUSTIN2008 31 191 14 86 100.0% 1.00[0.56, 1.78]
Total (95% CI) 191 86 100.0% 1.00 [0.56, 1.78]
Total events 31 14

0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.01 (P = 0.99)

1.5.35 Anxiety: Mother-infant relationship interventions versus

TAU/Enhanced TAU

Anxiety Post-treatment (symptomatology - above threshold at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 12 60 13 61 100.0% 0.94[0.47, 1.89]
Total (95% CI) 60 61 100.0% 0.94[0.47, 1.89]
Total events 12 13
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ! !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z=0.18 (P = 0.86; .
( ) Favours experimental ~ Favours control

Anxiety Post-treatment (symptomatology - above threshold at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 0 48 2 50 100.0% 0.21[0.01, 4.23]
Total (95% Cl) 48 50 100.0% 0.21[0.01, 4.23] _»
Total events 0 2
! 1 1 1 1 ]
T T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.02 (P = 0.31)

T
0.1 0.2 0.5 1 2 5
Favours experimental  Favours control
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Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 266 6.8 48 278 8.2 50 100.0% -0.16 [-0.55, 0.24]
Total (95% CI) 48 50 100.0% -0.16 [-0.55, 0.24]
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 i PP -4 -2 0 2 4
Test for overall effect: Z = 0.78 (P = 0.44) .
Favours experimental ~Favours control

Anxiety Intermediate follow-up (mean anxiety symptoms at 17-24 week
follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 278 79 46 305 10 50 100.0% -0.30[-0.70, 0.11]
Total (95% CI) 46 50 100.0% -0.30 [-0.70, 0.11]
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 Y PP -4 -2 0 2 4
Test for overall effect: Z = 1.44 (P = 0.15) .
Favours experimental Favours control

1.5.36 Anxiety: Music therapy during birth versus TAU

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SIMAVLI2014 3.3 0.46 71 4.89 0.93 70 100.0% -2.16 [-2.58, -1.74]
Total (95% CI) 71 70 100.0%  -2.16 [-2.58, -1.74] ‘
1 1 1 1
Heterogeneity: Not applicable T T ! T
PP -4 2 0 2 4
Test for overall effect: Z = 10.14 (P < 0.00001) .
Favours experimental Favours control

1.5.37 Anxiety: Psychosomatic intervention versus TAU

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
WEIDNER2010 6.9 4.39 21 765 42 23 100.0% -0.17 [-0.76, 0.42]
Total (95% CI) 21 23 100.0% -0.17 [-0.76, 0.42]

-4 -2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
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1.5.38 Anxiety: Mindfulness training versus Enhanced TAU

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
GUARDINO2014 39.47 6.27 24 37.35 1151 23 100.0% 0.23[-0.35, 0.80]
Total (95% CI) 24 23 100.0% 0.23 [-0.35, 0.80]
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 i PP -4 -2 0 2 4
Test for overall effect: Z = 0.77 (P = 0.44) .
Favours experimental Favours control

Anxiety Post-treatment (mean anxiety symptoms at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
VIETEN2008 354 91 13 356 84 18 100.0% -0.02 [-0.74, 0.69]
Total (95% CI) 13 18 100.0% -0.02 [-0.74, 0.69]
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 v PP -4 -2 0 2 4
Test for overall effect: Z = 0.06 (P = 0.95) .
Favours experimental ~ Favours control

1.5.39 Adjustment disorder: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU/Enhanced TAU

Adjustment disorders Post-treatment (diagnosis at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HAGAN2004 13 101 14 98 100.0% 0.90 [0.45, 1.82]
Total (95% CI) 101 98 100.0% 0.90[0.45, 1.82]
Total events 13 14
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10
Test for overall effect: Z=0.29 (P = 0.77) .

Favours experimental ~ Favours control

Adjustment disorders Post-treatment (diagnosis at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HAGAN2004 13 101 14 98 100.0% 0.90 [0.45, 1.82]
Total (95% CI) 101 98 100.0% 0.90[0.45, 1.82]
Total events 13 14
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10
Test for overall effect: Z=0.29 (P = 0.77) .

Favours experimental  Favours control
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1.5.40PTSD: Post-miscarriage self-help versus TAU

PTSD Post-treatment (symptomatology at endpoint or first measurement) -

ITT analysis

Experimental Control Risk Ratio Risk Ratio

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

Random, 95% CI M-H, Random, 95% CI

KERSTING2011 17 45 21 33 100.0%
Total (95% CI) 45 33 100.0%
Total events 17 21

Heterogeneity: Not applicable
Test for overall effect: Z = 2.25 (P = 0.02)

0.59 [0.38, 0.94]

0.59 [0.38, 0.94] ‘

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

PTSD Post-treatment (symptomatology at endpoint or first measurement) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio

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

Random, 95% CI M-H, Random, 95% CI

KERSTING2011 6 33 15 26 100.0%
Total (95% CI) 33 26 100.0%
Total events 6 15

Heterogeneity: Not applicable
Test for overall effect: Z = 2.85 (P = 0.004)

PTSD Post-treatment (mean score at endpoint or first measurement) - ITT

analysis

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

0.32[0.14, 0.70]

032[014,070 i

T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
ht IV, Random, 95% CI

KERSTING2011 179 12.36 45 279 10.92 33 100.0

Total (95% ClI) 45 33 100.0%  -0.84[-1.31,-0.37] ¢

Heterogeneity: Not applicable
Test for overall effect: Z = 3.51 (P = 0.0004)

1.5.41PTSD: Post-traumatic birth counselling versus TAU

PTSD Post-treatment (diagnosis at endpoint or first measurement) - ITT

analysis

%  -0.84 [-1.31,-0.37]

T T T }
-4 -2 0 2 4

Favours experimental  Favours control

Experimental Control Risk Ratio Risk Ratio

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

Random, 95% CI M-H, Random, 95% CI

GAMBLE2005 3 50 9 53 100.0%
Total (95% CI) 50 53 100.0%
Total events 3 9

Heterogeneity: Not applicable
Test for overall effect: Z = 1.63 (P = 0.10)

Antenatal and postnatal mental health (update)

0.35[0.10, 1.23]

0.35[0.10, 1.23] e ——

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control
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PTSD Post-treatment (diagnosis at endpoint or first measurement) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GAMBLE2005 3 50 9 53 100.0% 0.35[0.10, 1.23] [
Total (95% Cl) 50 53 100.0% 0.35[0.10, 1.23] ’»
Total events 3 9
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10
Test for overall effect: Z = 1.63 (P = 0.10) .

Favours experimental ~ Favours control

PTSD Post-treatment (mean score at endpoint or first measurement) - ITT
analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
GAMBLE2005 254 244 50 3.83 3.59 53 100.0% -0.41[-0.81, -0.02]
Total (95% CI) 50 53 100.0% -0.41 [-0.81, -0.02] ‘
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 i PP -4 -2 0 2 4
Test for overall effect: Z = 2.08 (P = 0.04) .
Favours experimental  Favours control

PTSD Post-treatment (mean score at endpoint or first measurement) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
GAMBLE2005 254 244 50 3.83 3.59 53 100.0% -0.41[-0.81, -0.02]
Total (95% CI) 50 53 100.0% -0.41 [-0.81, -0.02] ‘
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 i PP -4 -2 0 2 4
Test for overall effect: Z = 2.08 (P = 0.04) .
Favours experimental  Favours control

1.5.42PTSD: Psychologically (CBT/IPT) - informed psychoeducation
versus TAU/Enhanced TAU

PTSD Post-treatment (diagnosis at endpoint or first measurement) - ITT
analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ZLOTNICK2011 4 28 5 26 100.0% 0.74[0.22, 2.47]
Total (95% CI) 28 26 100.0% 0.74[0.22, 2.47) ‘
Total events 4 5
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10
Test for overall effect: Z = 0.48 (P = 0.63)

Favours experimental  Favours control
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PTSD Post-treatment (diagnosis at endpoint or first measurement) -

Available case analysis

Experimental Control

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ZLOTNICK2011 1 25 0 21 100.0% 2.54[0.11, 59.23]

Total (95% Cl) 25 21 100.0% 2.54[0.11, 59.23] ‘
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

PTSD Post-treatment (mean
Available case analysis

Experimental Control

Study or Subgroup  Mean SD Total Mean

SD Total Weight

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

score at endpoint or first measurement) -

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
IV, Random, 95% CI

BERNARD2011 239 215 25 37.3 3538 25 52.0% -0.45[-1.01, 0.12] .
ZLOTNICK2011 1.3 0.52 25 152 071 21  48.0% -0.35[-0.94, 0.23] -
Total (95% Cl) 50 46 100.0% -0.40 [-0.81, 0.00] ‘
1 1 1 1
Heterogeneity: Tau2 = 0.00; Chi2 = 0.05, df = 1 (P = 0.82); I2= 0% ! T ! !
-4 2 0 2 4

Test for overall effect: Z = 1.94 (P = 0.05)

Favours experimental Favours control

1.5.43PTSD: Mother-infant relationship interventions versus

TAU/Enhanced TAU

PTSD Post-treatment (symptomatology at endpoint or first measurement) -

ITT analysis

Experimental Control

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

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

Study or Subgroup Events
ZELKOWITZ2008/2011/FEELEY 22 60 19
Total (95% CI) 60

Total events 22 19

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

61 100.0% 1.18[0.71, 1.94]

61 100.0% 1.18[0.71, 1.94]

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

PTSD Post-treatment (symptomatology at endpoint or first measurement) -

Available case analysis

Experimental Control

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 10 48 8 50 100.0% 1.30[0.56, 3.02]

Total (95% Cl) 48 50 100.0% 1.30 [0.56, 3.02] 0
Total events 10 8

Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.54)

T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control
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PTSD Post-treatment (mean score at endpoint or first measurement) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 29 29 48 3.2 28 50 100.0% -0.10 [-0.50, 0.29]
Total (95% CI) 48 50 100.0% -0.10 [-0.50, 0.29]
1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 i PP -4 -2 0 2 4

Test for overall effect: 2 = 0.52 (P = 0.61) Favours experimental ~ Favours control

PTSD Intermediate follow-up (symptomatology at 17-24 week follow-up) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 22 60 22 61 100.0% 1.02[0.63, 1.63]
Total (95% Cl) 60 61 100.0% 1.02[0.63, 1.63]
Total events 22 22
L 1 1 1 1 1
Heterogeneity: Not applicable ! T T ! T T !
0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.07 (P = 0.95) Favours experimental  Favours control

PTSD Intermediate follow-up (symptomatology at 17-24 week follow-up) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 8 46 11 50 100.0% 0.79[0.35, 1.79]
Total (95% CI) 46 50 100.0% 0.79[0.35, 1.79]
Total events 8 11

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 0.56 (P = 0.57 0102 05 1 2 > 10
est for overall effect: Z = 0. =0. N
v ( ) Favours experimental  Favours control

PTSD Intermediate follow-up (mean score at 17-24 week follow-up) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 24 29 46 32 33 50 100.0% -0.25 [-0.66, 0.15]
Total (95% CI) 46 50 100.0% -0.25 [-0.66, 0.15]
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 Y PP -4 -2 0 2 4

Testfor overall effect: 2 = 1.24 (P = 0.21) Favours experimental ~ Favours control
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1.5.440CD: Psychologically (CBT/IPT) - informed psychoeducation
versus TAU/Enhanced TAU

OCD Post-treatment (mean score at endpoint or first measurement) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
TIMPANO2011 7.27 4.87 33 9.68 6.74 25 100.0% -0.41[-0.94, 0.11]
Total (95% Cl) 33 25 100.0% -0.41[-0.94, 0.11]
1 1 1 1
Heterogeneity: Not applicable T T ! ! T
PP -4 2 0 2 4
Test for overall effect: Z = 1.54 (P = 0.12) .
Favours experimental Favours control

Obsessions Post-treatment (mean score at endpoint or first measurement) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
TIMPANO2011 3.29 242 33 4.36 3.03 25 100.0% -0.39[-0.92, 0.13]
Total (95% Cl) 33 25 100.0% -0.39 [-0.92, 0.13]
1 1 1 1
Heterogeneity: Not applicable ! ! ' ! !
9 Y PP -4 -2 0 2 4
Test for overall effect: Z = 1.46 (P = 0.14) .
Favours experimental Favours control

Compulsions Post-treatment (mean score at endpoint or first measurement)
- Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
TIMPANO2011 421 3.09 33 532 4.02 25 100.0% -0.31[-0.83, 0.21]
Total (95% Cl) 33 25 100.0% -0.31[-0.83, 0.21]
1 1 1 1
Heterogeneity: Not applicable ! ! ' ! !
9 Y PP -4 -2 0 2 4
Test for overall effect: Z=1.17 (P = 0.24) .
Favours experimental Favours control

OCD Intermediate follow-up (mean score at 17-24 week follow-up) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
TIMPANO2011 5.9 5 31 10.42 8.03 19 100.0% -0.71[-1.29, -0.12]
Total (95% CI) 31 19 100.0% -0.71[-1.29,-0.12] ’
1 1 1 1
Heterogeneity: Not applicable ! T ! !
9 i PP -4 -2 0 2 4
Test for overall effect: Z = 2.35 (P = 0.02) .
Favours experimental  Favours control
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Obsessions Intermediate follow-up (mean score at 17-24 week follow-up) -

Available case analysis

Experimental Control
Study or Subgroup  Mean

SD Total Mean SD Total Weight

Std. Mean Difference

IV, Random, 95% ClI

Std. Mean Difference

IV, Random, 95% ClI

TIMPANO2011 284 2.27 31 468 346

Total (95% CI) 31
Heterogeneity: Not applicable
Test for overall effect: Z = 2.18 (P = 0.03)

19 100.0%

19 100.0%

-0.65 [-1.24, -0.07]

-0.65 [-1.24, -0.07]

<&

T T
-4 2
Favours experimental

0 2 4

Favours control

Compulsions Intermediate follow-up (mean score at 17-24 week follow-up) -

Available case analysis

Experimental Control
Study or Subgroup  Mean

SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference

IV, Random, 95% CI

TIMPANO2011 3.06 3.08 31 574 471 19 100.0%

Total (95% CI) 31
Heterogeneity: Not applicable
Test for overall effect: Z = 2.33 (P = 0.02)

OCD Long follow-up (mean score at >24 week follow-up) - Available case

analysis

Experimental Control

Study or Subgroup Mean SD Total Mean SD Total Weight

19 100.0%

-0.70 [-1.29, -0.11]

-0.70 [-1.29, -0.11]

Std. Mean Difference
IV, Random, 95% ClI

<&

T T
-4 2
Favours experimental

0

1

T T

2 4
Favours control

Std. Mean Difference

IV, Random, 95% CI

TIMPANO2011 445 4.16 29 865 6.93 20 100.0%

Total (95% CI) 29 20 100.0%
Heterogeneity: Not applicable

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

-0.76 [-1.35, -0.17]

-0.76 [-1.35, -0.17]

<

1 1

T T

-4 2
Favours experimental

0

1

T T

2 4
Favours control

Obsessions Long follow-up (mean score at >24 week follow-up) - Available

case analysis

Experimental Control

Study or Subgroup  Mean SD Total Mean SD Total Weight

Std. Mean Difference

IV, Random, 95% ClI

Std. Mean Difference

IV, Random, 95% CI

TIMPANO2011 217 176 29 4 3.24 20 100.0%

Total (95% CI) 29 20 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.43 (P = 0.02)

Antenatal and postnatal mental health (update)

-0.73[-1.32, -0.14]

-0.73[-1.32, -0.14]

<

1 1

T T

-4 2
Favours experimental

0

1

T T

2 4
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Compulsions Long follow-up (mean score at >24 week follow-up) -

Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
TIMPANO2011 2.34 264 29 465 38 20 100.0% -0.72 [-1.31, -0.13]
Total (95% CI) 29 20 100.0% -0.72 [-1.31,-0.13] ’
1 1 1 1
Heterogeneity: Not applicable T T T T

-4 2 0 2 4

Testfor overall effect: 2 = 2.39 (P = 0.02) Favours experimental  Favours control

1.5.45Fear of childbirth: Pre-delivery discussion/psychoeducation versus

TAU

Elective caesarean Post-treatment (mode of delivery at endpoint) - ITT

analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
ROUHE2012/SALMELAARO2012 14 131 31 240 67.6% 0.83[0.46, 1.50] .*
SAISTO2001 9 44 8 46  32.4% 1.18 [0.50, 2.77] L
Total (95% Cl) 175 286 100.0% 0.93[0.57, 1.51] ’
Total events 23 39
! 1 1 1 1 ]
Heterogeneity: Tauz = 0.00; Chi? = 0.44, df = 1 (P = 0.51); I2=0% ! ! !

I T T
0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 0.30 (P = 0.76) Favours experimental Favours control
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Clinical evidence - forest plots

Choosing vaginal delivery Post-treatment (delivery preference at endpoint) -

ITT analysis

Experimental Control

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

Risk Ratio

Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

SAISTO2001 35 44 35 46 100.0%
Total (95% ClI) 44 46 100.0%
Total events 35 35

Heterogeneity: Not applicable
Test for overall effect: Z = 0.39 (P = 0.69)

Vaginal delivery Post-treatment (mode of delivery at endpoint) - ITT

1.05 [0.84, 1.30]

1.05[0.84, 1.30]

I
0.1

| | | | |
T T T T T 1
0.2 05 1 2 5 10

Favours control  Favours experimenta

analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
ROUHE2012/SALMELAARO2012 83 131 114 240 63.4% 1.33[1.11, 1.61] l
SAISTO2001 25 44 27 47  36.6% 0.99 [0.69, 1.41]
Total (95% CI) 175 287 100.0% 1.20[0.90, 1.59]
Total events 108 141

Heterogeneity: Tau2 = 0.02; Chi2 = 2.13, df = 1 (P = 0.14); 12 = 53%
Test for overall effect: Z =1.24 (P = 0.21)

Fear of pain in labour Mid-treatment (mean score at mid-treatment [36

weeks gestation]) - ITT analysis

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

Std. Mean Difference
IV, Random, 95% ClI

0.1 0.2 05 1 2 5 10
Favours control  Favours experimenta

Std. Mean Difference
IV, Random, 95% ClI

SAISTO2001 4.4 1 85 45 11 91 100.0%

Total (95% Cl) 85 91 100.0%
Heterogeneity: Not applicable

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

Fear of obstetrician's unfriendly behaviour Mid-treatment (mean score at

-0.09 [-0.39, 0.20]

-0.09 [-0.39, 0.20]

-4 2 0 2 4
Favours experimental Favours control

mid-treatment [36 weeks gestation]) - ITT analysis

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

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
IV, Random, 95% ClI

SAISTO2001 26 12 85 29 14 91 100.0%

Total (95% Cl) 85 91 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 1.51 (P = 0.13)

Antenatal and postnatal mental health (update)

-0.23[-0.53, 0.07]

-0.23[0.53, 0.07]

-4 -2 0 2 4
Favours experimental  Favours control
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Clinical evidence - forest plots

Preparedness for childbirth Mid-treatment (mean score at mid-treatment [36
weeks gestation]) - Available case analysis

Control
SD Total Weight

Experimental

Study or Subgroup Mean SD Total Mean

Std. Mean Difference

IV, Random, 95% ClI

Std. Mean Difference
IV, Random, 95% CI

ROUHE2012/SALMELAARO2012 436 0.97 96 4.18 097

Total (95% Cl) %

Heterogeneity: Not applicable
Test for overall effect: Z = 1.43 (P = 0.15)

158 100.0%

158 100.0%

0.19 [-0.07, 0.44]

0.19 [-0.07, 0.44]

-4 -2 0 2 4
Favours control  Favours experimental

Satisfaction with childbirth Post-treatment (mean score at endpoint or first

measurement) - ITT analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
SAISTO2001 37 14 85 4 13 91 100.0% -0.22 [-0.52, 0.08]
Total (95% CI) 85 91 100.0% -0.22 [-0.52, 0.08]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.46 (P = 0.14)

T
-4

-2

T T T T
0 2 4

Favours control  Favours experimental

Feeling safe during childbirth Post-treatment (mean score at endpoint or

first measurement) - ITT analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
SAISTO2001 39 1.2 85 43 08 91 100.0% -0.39 [-0.69, -0.09]
Total (95% CI) 85 91 100.0% -0.39 [-0.69, -0.09] ’

Heterogeneity: Not applicable
Test for overall effect: Z = 2.58 (P = 0.010)

T
-4

-2

T T T T
0 2 4

Favours control  Favours experimental

Experience of fear during childbirth Post-treatment (mean score at endpoint

or first measurement) - ITT analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
ROUHE2012/SALMELAARO2012 63 32 131 737 29 240 100.0% -0.35[-0.57, -0.14]
Total (95% CI) 131 240 100.0% -0.35[-0.57, -0.14] 0

Heterogeneity: Not applicable
Test for overall effect: Z = 3.24 (P = 0.001)

Antenatal and postnatal mental health (update)

-4 2 0 2 4
Favours experimental Favours control
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Clinical evidence - forest plots

Maternal attitude to motherhood Post-treatment (mean score at endpoint or
first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
ROUHE2012/SALMELAARO2012 3.15 0.36 92 3.03 042 160 100.0% 0.30 [0.04, 0.56]
Total (95% CI) 92 160 100.0% 0.30[0.04, 0.56]
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
genety PP -4 -2 0 2 4

Test for overall effect: = 2.28 (P = 0.02) Favours control  Favours experimental

1.5.46 Eating disorder: Mother-infant relationship interventions (and
guided self-help) versus listening visits (and guided self-help)

Eating disorder Post-treatment (diagnosis at endpoint or first measurement)
- ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
STEIN2006 14 40 13 40 100.0% 1.08[0.58, 1.99]
Total (95% CI) 40 40 100.0% 1.08 [0.58, 1.99]
Total events 14 13

01 02 0.5 1 2 5 10
Favours mother-infant  Favours listening visits

Heterogeneity: Not applicable
Test for overall effect: Z = 0.24 (P = 0.81)

Eating disorder Post-treatment (diagnosis at endpoint or first measurement)
- Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
STEIN2006 11 37 12 39 100.0% 0.97 [0.49, 1.91]
Total (95% CI) 37 39 100.0% 0.97 [0.49, 1.91]
Total events 11 12

r
0.1 0.2 0.5 1 2 5 10
Favours mother-infant  Favours listening visits

Heterogeneity: Not applicable
Test for overall effect: Z=0.10 (P = 0.92)

1.5.47 General mental health: Structured psychological interventions
(CBT or IPT) versus TAU/Enhanced TAU

General mental health Post-treatment (mean mental health symptoms at
endpoint or first measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI

AMMERMAN2013A/2013B 60.8 12.2 47 694 10 46 100.0% -0.76 [-1.19, -0.34]

Total (95% Cl) 47 46 100.0%  -0.76 [-1.19, -0.34] <

-4 -2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 3.55 (P = 0.0004)
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Clinical evidence - forest plots

General mental health (higher better) Post-treatment (mean mental health
symptoms at endpoint or first measurement) - Available case analysis

Experimental Control
Study or Subgroup Mean SD Total Mean 5D Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

BURMNS201 3/PEARSONZ013B 521 6.4 16 429 849 13 3B1% 1.17[0.37,1.98] ——
MORRELL2009472009B52011 42 105 134 378 118 142 H1.9% 0.37[0.14, 0.61] | |

Total {(95% CI) 150 155 100.0% 0.68 [-0.08,1.44] g
Heterogeneity: Tau®= 0.23; Chi®= 3.62, df=1 (P = 0.06); F= 72% t ) é 4:1

Testfor overall effect £=1.74 (P =0.08)

;
}
-4 -
Favours control  Favours experimenta

Risk of self-harm Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight

1V, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

MORRELL2009A/2009B/2011 01 02 138 0.2 04 145 100.0% -0.31[-0.55, -0.08]

145 100.0% -0.31[-0.55, -0.08]

Total (95% CI) 138

Heterogeneity: Not applicable
Test for overall effect: Z = 2.62 (P = 0.009)

-4 2 0 2 4
Favours experimental Favours control

General mental health Short follow-up (mean mental health symptoms at 9-

16 week follow-up) - ITT analysis

Experimental Control Std. Mean Difference

Std. Mean Difference
IV, Random, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI
AMMERMAN2013A/2013B 57.6 16.5 47 67.8 10.7 46 100.0% -0.73[-1.15, -0.31]
Total (95% CI) 47 46 100.0% -0.73 [-1.15, -0.31] ’

Heterogeneity: Not applicable
Test for overall effect: Z = 3.39 (P = 0.0007)

General mental health Intermediate follow-u
symptoms at 17-24 week follow-up) - Availa

-4 2 0 2 4

Favours experimental  Favours control

p (mean mental health
ble case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
BURMNS2013/PEARSONZ013B 492 46 18 428 11 11 100.0% 0.78 [-0.03, 1.59]
Total (95% CI) 15 1 100.0% 0.78 [-0.03, 1.59] S

Heterogeneity: Mot applicable
Test for overall effect Z=1.89 {F = 0.06)

-4 -2 ] 2 4
Favours control  Favours experimenta

1.5.48 General mental health: IPT versus support group

Anger Post-treatment (mean score at endpoint or first measurement) -

Available case analysis

IPT Support group
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference

IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% CI

FIELDZ013A 176 5.6 22 181 a3 22 100.0%

22 100.0% -0.09 [-0.68, 0.50

Total {95% CI) 22
Heterogeneity: Mot applicable
Testfor overall effect: Z= 030 (P =077}

Antenatal and postnatal mental health (update)

-0.09 [-0.68, 0.50]

1

-4 -2 i 2 4
Favours IPT Favours support gro
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Clinical evidence - forest plots

1.5.49General mental health: Post-miscarriage self-help versus TAU

General mental health Post-treatment (treatment non-
response/symptomatology at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KERSTING2011 22 45 23 33 100.0% 0.70[0.48, 1.02]
Total (95% CI) 45 33 100.0% 0.70 [0.48, 1.02] ‘
Total events 22 23
—t—rt ——t—

Heterogeneity: Not applicable ! T

T
Test f Il effect: Z = 1.86 (P = 0.06 0102 05 1 2 > 10
est for overall effect: Z = 1.86 (P = 0.06) Favours experimental  Favours control

General mental health Post-treatment (treatment non-
response/symptomatology at endpoint or first measurement) - Available
case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KERSTING2011 10 33 16 26 100.0% 0.49[0.27, 0.90]
Total (95% Cl) 33 26 100.0% 0.49 [0.27, 0.90] ’
Total events 10 16
—+— ——

Heterogeneity: Not applicable r T T
9 v PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 2.31 (P = 0.02) Favours experimental  Favours control

General mental health Post-treatment (mean mental health symptoms at
endpoint or first measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
KERSTING2011 044 04 45 0.75 0.53 33 100.0% -0.67 [-1.13,-0.21]
Total (95% CI) 45 33 100.0% -0.67 [-1.13,-0.21] ‘
1 1 1 1
Heterogeneity: Not applicable T T T !

-4 -2 0 2 4

Test for overall effect: 2 = 2.84 (P = 0.005) Favours experimental Favours control

1.5.50General mental health: Listening visits versus TAU

General mental health (higher better) Post-treatment (mean mental health
symptoms at endpoint or first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI IV, Random, 95% CI
MORRELL2009A/2009B/2011 427 11.3 129 37.8 11.8 142 100.0% 0.42[0.18, 0.66]
Total (95% Cl) 129 142 100.0% 0.42[0.18, 0.66] ‘
1 1 1 1
Heterogeneity: Not applicable T T ! ! !
PP -4 -2 0 2 4

Test for overall effect: Z = 3.44 (P = 0.0006) Favours control Favours experimental
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Clinical evidence - forest plots

Risk of self-harm Post-treatment (mean score at endpoint or first

measureme
Experimental Control Std. Mean Difference Std. Mean Difference nt) -
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI A oa ’i lu b le
MORRELL2009A/2009B/2011 01 02 131 0.2 04 145 100.0% -0.31[-0.55, -0.07]
case
Total (95% CI) 131 145 100.0%  -0.31[-0.55,-0.07] ¢ ana lyS 1S
1 1 1 1
Heterogeneity: Not applicable T T T T T
genely o -4 -2 0 2 4

Test for overall effect: 2 = 2.56 (P = 0.01) Favours experimental ~Favours control

1.5.51 General mental health: Post-miscarriage counselling versus TAU

Self-blame Post-treatment (mean score at endpoint or first measurement) -

Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
NIKCEVIC2007 6 38 33 55 29 33 100.0% 0.15 [-0.34, 0.63]
Total (95% CI) 33 33 100.0% 0.15 [-0.34, 0.63]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Testfor overall effect: Z = 0.59 (P = 0.55) Favours experimental ~Favours control

Self-blame Intermediate follow-up (mean score at 17-24 week follow-up) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
NIKCEVIC2007 57 36 33 56 32 33 100.0% 0.03 [-0.45, 0.51]
Total (95% CI) 33 33 100.0% 0.03[-0.45, 0.51]

1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Testfor overall effect: 2 = 0.12 (P = 0.91) Favours experimental ~ Favours control

1.5.52General mental health: Post-traumatic birth counselling versus
TAU

Self-blame Post-treatment (feelings of self-blame at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
GAMBLE2005 496 0.2 50 36 0.77 53 100.0% 2.37[1.86, 2.88]
Total (95% CI) 50 53 100.0% 2.37[1.86, 2.88] ‘
1 1 1 1
Heterogeneity: Not applicable T T T !

-4 -2 0 2 4

Test for overall effect: Z = 9.14 (P < 0.00001) Favours experimental Favours control
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Clinical evidence - forest plots

Self-blame Post-treatment (feelings of self-blame at endpoint or first

measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
GAMBLE2005 496 0.2 50 36 0.77 53 100.0% 2.37[1.86, 2.88]
Total (95% CI) 50 53 100.0% 2.37[1.86, 2.88] ‘
1 1 1 1
T T T T

Heterogeneity: Not applicable
Test for overall effect: Z = 9.14 (P < 0.00001)

1.5.53General mental health: Psychologically (CBT/IPT) - informed

-4 -2 0 2 4
Favours experimental  Favours control

psychoeducation versus TAU/Enhanced TAU

Any psychopathology Post-treatment (diagnosis at endpoint or first

measurement) - ITT analysis

Experimental Control Risk Ratio

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

Risk Ratio
M-H, Random, 95% ClI

HAGAN2004 38 101 36 98 100.0% 1.02[0.71, 1.47]
Total (95% CI) 101 98 100.0% 1.02[0.71, 1.47]
Total events 38 36

Heterogeneity: Not applicable !

Test for overall effect: Z = 0.13 (P = 0.90)

Any psychopathology Post-treatment (diagnosis at endpoint or first

measurement) - Available case analysis

Experimental Control Risk Ratio

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

T
0.1 0.2 0.5 1 2 5 10
Favours experimental  Favours control

Risk Ratio
M-H, Random, 95% CI

HAGAN2004 38 101 36 98 100.0% 1.02[0.71, 1.47]
Total (95% Cl) 101 98 100.0% 1.02[0.71, 1.47]
Total events 38 36

Heterogeneity: Not applicable
Test for overall effect: Z = 0.13 (P = 0.90)

General mental health Post-treatment (mean mental health symptoms at

r T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

endpoint or first measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
GAO02010/2012 1.48 157 96 229 181 98 100.0% -0.48 [-0.76, -0.19]
Total (95% CI) 96 98 100.0% -0.48 [-0.76, -0.19] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 3.27 (P = 0.001)

Antenatal and postnatal mental health (update)
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-4 -2 0 2 4
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Clinical evidence - forest plots

General mental health Short follow-up (mean mental health symptoms at 9-

16 week follow-up) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
GAO02010/2012 1.44 157 96 1.71 1.84 98 100.0% -0.16 [-0.44, 0.12]
Total (95% CI) 96 98 100.0% -0.16 [-0.44, 0.12]

-4 -2 0 2 4
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.09 (P = 0.27)

1.5.54 General mental health: Home visits versus TAU/Enhanced TAU

General mental health Post-treatment (treatment non-

response/symptomatology at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
DUGGAN2007/CALDERA2007 91 179 101 185 100.0% 0.93[0.77, 1.13]
Total (95% CI) 179 185 100.0% 0.93[0.77, 1.13]
Total events 91 101
! 1 1 1 1 ]

Heterogeneity: Not applicable ! § § ' T T !

genetty PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 0.72 (P = 0.47) Favours experimental Favours control

General mental health Post-treatment (treatment non-
response/symptomatology at endpoint or first measurement) - Available
case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007/CALDERA2007 38 126 39 123 100.0% 0.95 [0.66, 1.38]
Total (95% CI) 126 123 100.0% 0.95 [0.66, 1.38]
Total events 38 39

0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z=0.26 (P = 0.79)

Alcohol or drug use Post-treatment (symptomatology at endpoint or first

measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007/CALDERA2007 88 179 103 185 100.0% 0.88[0.73, 1.08]
Total (95% CI) 179 185 100.0% 0.88[0.73, 1.08]
Total events 88 103
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.24 (P = 0.22 .
( ) Favours experimental Favours control
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Clinical evidence - forest plots

Alcohol or drug use Post-treatment (symptomatology at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007/CALDERA2007 35 126 41 123 100.0% 0.83[0.57, 1.21]
Total (95% CI) 126 123 100.0% 0.83[0.57, 1.21]
Total events 35 41

T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)

1.5.55General mental health: Mother-infant relationship interventions
versus TAU/Enhanced TAU

General mental health Post-treatment (treatment non-
response/symptomatology at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SALOMONSSON2011 23 40 20 40 100.0% 1.15[0.76, 1.73]
Total (95% CI) 40 40 100.0% 1.15[0.76, 1.73]
Total events 23 20

T
0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)

General mental health Post-treatment (treatment non-
response/symptomatology at endpoint or first measurement) - Available
case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SALOMONSSON2011 21 38 17 37 100.0% 1.20[0.77, 1.89]
Total (95% CI) 38 37 100.0% 1.20[0.77, 1.89]
Total events 21 17

0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z=0.80 (P = 0.42)

General mental health (lower better) Post-treatment (mean mental health
symptoms at endpoint or first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
SALOMONSSON2011 0.57 0.45 38 0.68 0.44 37 100.0% -0.24[-0.70, 0.21]
Total (95% CI) 38 37 100.0% -0.24[-0.70, 0.21]

-4 -2 0 2 4
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.05 (P = 0.29)
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Clinical evidence - forest plots

1.5.56 General mental health: Co-parenting intervention versus Enhanced
TAU

Psychological distress Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% ClI
MISRI2000 45 47 15 81 6 13 100.0% -0.65[-1.42, 0.11]
Total (95% CI) 15 13 100.0% -0.65 [-1.42, 0.11] ’
1 1 1 1
Heterogeneity: Not applicable T T ! !
PP -4 2 0 2 4

Test for overall effect: Z = 1.68 (P = 0.09) Favours experimental  Favours control

1.5.57Mother-infant attachment: Structured psychological interventions
(CBT or IPT) versus TAU/Enhanced TAU

Mother-infant attachment problems Post-treatment (number with adverse
events measured at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 27 50 43 52 100.0% 0.65 [0.49, 0.87]
Total (95% Cl) 50 52 100.0% 0.65[0.49, 0.87] ’
Total events 27 43
! 1 1 1 1 ]

Heterogeneity: Not applicable ! i ' ’ T !

genetty PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: Z = 2.94 (P = 0.003) Favours experimental Favours control

Mother-infant attachment problems Post-treatment (number with adverse
events measured at endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 20 43 26 35 100.0% 0.63[0.43, 0.91]
Total (95% Cl) 43 35 100.0% 0.63[0.43, 0.91] ‘
Total events 20 26
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.45 (P = 0.01] .
( ) Favours experimental Favours control

Mother-infant attachment Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
BURMS201 3/PEARSONZOT3E 604 3 16 472 33 10 481% 4.10[2.66,5.55] ——
MULCAHY2010 9718 535 23 9228 1014 27 81.9% 0.58[0.01,1.158] -
Total (95% Cl) 39 37 100.0% 2.28 [-1.17,5.73] e —
Heterogeneity. Tau®= 5.89, Chi*= 19.74, df=1 (F = 0.00001); I*= 95% . 5 4 1
Testfor averall effect Z=1.29 (F = 0.2 Favours control  Favours experimenta

Antenatal and postnatal mental health (update) 154



Clinical evidence - forest plots

Mother-infant play frequency Post-treatment (mothers played with infant
once or more every day measured at endpoint or first measurement) - ITT

analysis
Experimental Control Risk Ratio Risk Ratio

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

RAHMAN2008 247 463 149 440 100.0% 1.58[1.35, 1.84]

Total (95% Cl) 463 440 100.0% 1.58 [1.35, 1.84] ¢

Total events 247 149
L 1 1 1 1 1
T T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 5.71 (P < 0.00001)

T
0.1 0.2 05 1 2 5 10
Favours control Favours experimenta

Mother-infant play frequency Post-treatment (mothers played with infant

once or more every day measured at endpoint or first measurement) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RAHMAN2008 247 360 149 345 100.0% 1.59[1.38, 1.83]
Total (95% CI) 360 345 100.0% 1.59[1.38, 1.83] 0
Total events 247 149
! 1 1 1 1 ]
r T T T 1

Heterogeneity: Not applicable §
9 v PP 0.1 0.2 05 1 2 5 10

Test for overall effect: Z = 6.49 (P < 0.00001) Favours control Favours experimenta

Maternal sensitivity Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
BURMNE201 HPEARSOMZ013E arse 92 10 -431 84 T o100.0% 0.86 [-0.16, 1.88] T
Total (95% CI) 10 7 100.0% 0.86 [-0.16, 1.88] -
Heterogeneity: Mot applicable 54 52 p é jl
Testfor overall effect: 2= 1.66 (P =0.10) Favours control  Favours experimenta

Mother-infant behaviour management problems Post-treatment (number

with adverse events measured at endpoint or first measurement) - ITT
analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 26 50 30 52 100.0% 0.90[0.63, 1.28]
Total (95% CI) 50 52 100.0% 0.90[0.63, 1.28]
Total events 26 30
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.58 (P = 0.56; .
( ) Favours experimental Favours control
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Clinical evidence - forest plots

Mother-infant behaviour management problems Post-treatment (number
with adverse events measured at endpoint or first measurement) - Available
case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 19 43 13 35 100.0% 1.19[0.69, 2.05]
Total (95% Cl) 43 35 100.0% 1.19 [0.69, 2.05]
Total events 19 13
L 1 1 1 1 1
Heterogeneity: Not applicable ! T T ! ! T !
0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.62 (P = 0.53) Favours experimental Favours control

Discontinued (exclusive) breastfeeding <6 months Post-treatment (stopped
breastfeeding before 6 months measured at endpoint or first measurement) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RAHMAN2008 400 463 400 440 100.0% 0.95[0.91, 1.00]
Total (95% Cl) 463 440 100.0% 0.95[0.91, 1.00] [
Total events 400 400

L 1 1 1 1 1
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 2.14 (P = 0.03 0102 05 1 2 > 10
est for overall effect: Z = 2.14 (P = 0.03) Favours experimental  Favours control

Discontinued (exclusive) breastfeeding <6 months Post-treatment (stopped
breastfeeding before 6 months measured at endpoint or first measurement) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RAHMAN2008 305 368 319 359 100.0% 0.93[0.88, 0.99]
Total (95% Cl) 368 359 100.0% 0.93[0.88, 0.99] 0
Total events 305 319

! 1 1 1 1 ]
Heterogeneity: Not applicable T T T T T T 1

Test f Il effect: Z = 2.31 (P = 0.02 0102 05 1 2 5 10
est for overall effect: Z = 2. =0. .
v ( ) Favours experimental ~ Favours control

Mother-infant attachment Short follow-up (mean score at 9-16 week follow-
up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
MULCAHY2010 96.54 6.98 22 94.02 851 23 100.0% 0.321[-0.27,0.91]
Total (95% CI) 22 23 100.0% 0.32[-0.27, 0.91]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 2 0 2 4
Testfor overall effect: Z = 1.06 (P = 0.29) Favours control  Favours experimental
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Clinical evidence - forest plots

Mother-infant attachment problems Long follow-up (number with adverse

events measured at >24 week follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 31 50 25 52 100.0% 1.29[0.90, 1.84] 7
Total (95% Cl) 50 52 100.0% 1.29[0.90, 1.84] 4‘
Total events 31 25
! 1 1 1 1 ]
Heterogeneity: Not applicable ! ! ! ! ' !
9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.40 (P = 0.16)

Mother-infant attachment problems Long follow-up (number with adverse

Favours experimental Favours control

events measured at >24 week follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 21 40 20 47 100.0% 1.23[0.79, 1.92]
Total (95% CI) 40 47 100.0% 1.23[0.79, 1.92]
Total events 21 20

I | | | | |
r T T T T T 1
0.1 0.2 0.5 1 2 5 10

Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.93 (P = 0.35)

1.5.58 Mother-infant attachment: Facilitated self-help versus TAU

Maternal attitude towards motherhood Post-treatment (mean score at

endpoint or first measurement) - Available case analysis

Std. Mean Difference
IV, Random, 95% CI

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

0.41[-0.11, 0.92]

OMAHEN2013C 2257 12.99 31 17.57 11.17 28 100.0%

Total (95% Cl) 31 28 100.0% 0.41[-0.11, 0.92]

-4 -2 0 2 4
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

1.5.59Mother-infant attachment: Listening visits versus TAU

Mother-infant attachment problems Post-treatment (number with adverse

events measured at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 28 48 43 52 100.0% 0.71[0.54, 0.92]
Total (95% CI) 48 52 100.0% 0.71[0.54, 0.92] ‘
Total events 28 43
—— —t—

Heterogeneity: Not applicable
Test for overall effect: Z = 2.54 (P = 0.01)

T
0.1 0.2 05 1 2 5 10
Favours experimental Favours control
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Clinical evidence - forest plots

Mother-infant attachment problems Post-treatment (number with adverse

events measured at endpoint or first measurement) - Available case analysis

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 23 43 26 35 100.0% 0.72[0.51, 1.01]
Total (95% Cl) 43 35 100.0% 0.72[0.51, 1.01] ’
Total events 23 26
—— ——

Heterogeneity: Not applicable

T
0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.89 (P = 0.06; .
( ) Favours experimental Favours control

Mother-infant behaviour management problems Post-treatment (number
with adverse events measured at endpoint or first measurement) - ITT
analysis

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 20 48 30 52 100.0% 0.72[0.48, 1.09] [
Total (95% Cl) 48 52 100.0% 0.72[0.48, 1.09] ’
Total events 20 30
—— ——

Heterogeneity: Not applicable
Test for overall effect: Z = 1.56 (P = 0.12)

T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Mother-infant behaviour management problems Post-treatment (number

with adverse events measured at endpoint or first measurement) - Available

case analysis

Study or Subgroup

Experimental

Events

Control
Total Events Total Weight

Risk Ratio
M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% CI

COOPER2003/MURRAY2003 15 43 13 35 100.0% 0.94[0.52, 1.70]
Total (95% CI) 43 35 100.0% 0.94[0.52, 1.70]
Total events 15 13

Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.84)

Discontinued (exclusive) breastfeeding <6 months Post-treatment (stopped

r :
0.1 0.2

T
0.5

1

2

5

Favours experimental Favours control

10

breastfeeding before 6 months measured at endpoint or first measurement) -

ITT analysis

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
WIGGINS2005 77 183 210 548 100.0% 1.10[0.90, 1.34]

Total (95% CI) 183 548 100.0% 1.10[0.90, 1.34]

Total events 7 210

1
Heterogeneity: Not applicable !
9 v PP 0.1 0.2

Test for overall effect: Z = 0.91 (P = 0.36)
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Clinical evidence - forest plots

Discontinued (exclusive) breastfeeding <6 months Post-treatment (stopped
breastfeeding before 6 months measured at endpoint or first measurement) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
WIGGINS2005 7 140 210 417 100.0% 1.09[0.91, 1.30]
Total (95% Cl) 140 417 100.0% 1.09 [0.91, 1.30]
Total events 7 210

0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z=0.97 (P = 0.33)

Mother-infant attachment problems Long follow-up (number with adverse
events measured at >24 week follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 25 48 25 52 100.0% 1.08[0.73, 1.60]
Total (95% CI) 48 52 100.0% 1.08[0.73, 1.60]
Total events 25 25
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.40 (P = 0.69, .
( ) Favours experimental Favours control

Mother-infant attachment problems Long follow-up (number with adverse
events measured at >24 week follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 16 39 20 47 100.0% 0.96 [0.58, 1.59]
Total (95% CI) 39 47 100.0% 0.96 [0.58, 1.59]
Total events 16 20
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.14 (P = 0.89, .
( ) Favours experimental Favours control

1.5.60Mother-infant attachment: Social support versus TAU

Mother-infant feeding interaction Post-treatment (mean score at endpoint or
first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
LETOURNEAU2011 575 8.26 19 59 7.9 24 100.0% -0.18 [-0.79, 0.42]
Total (95% CI) 19 24 100.0% -0.18 [-0.79, 0.42]

-4 2 0 2 4
Favours control  Favours experimental

Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.55)
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Clinical evidence - forest plots

Mother-infant teaching interaction Post-treatment (mean score at endpoint
or first measurement) - Available case analysis

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% ClI

Control
SD Total Weight

Experimental

Study or Subgroup Mean SD Total Mean

LETOURNEAU2011

53.6 5.76 25 100.0% -0.45 [-1.04, 0.13]

504 8.13 21

25 100.0%  -0.45[-1.04,0.13]

Total (95% Cl) 21
1 1 1 1
T T T T T

-4 -2 0 2 4
Favours control  Favours experimental

Heterogeneity: Not applicable
Test for overall effect: Z = 1.51 (P = 0.13)

1.5.61 Mother-infant attachment: Psychologically (CBT/IPT) - informed
psychoeducation versus Enhanced TAU

Maternal competence/confidence Post-treatment (mean score at endpoint or
first measurement) - Available case analysis

Std. Mean Difference
IV, Random, 95% CI

Experimental Control Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% CI
GA02010/2012 35.74 4.45 96 3243 6.78 98 100.0% 0.57 [0.29, 0.86]
Total (95% CI) 96 98 100.0% 0.57 [0.29, 0.86] ’
1 1 1 1
Heterogeneity: Not applicable T T ! T
PP -4 2 0 2 4

Test for overall effect: Z = 3.91 (P < 0.0001) Favours control  Favours experimental

Maternal competence/confidence Short follow-up (mean score at 9-16 week
follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
GA02010/2012 37 513 96 35.21 5.14 98 100.0% 0.35[0.06, 0.63]
Total (95% CI) 96 98 100.0% 0.35[0.06, 0.63]

-4 2 0 2 4
Favours control Favours experimental

Heterogeneity: Not applicable
Test for overall effect: Z = 2.40 (P = 0.02)

1.5.62Mother-infant attachment: Home visits versus TAU/Enhanced TAU

Mother-infant attachment problems Post-treatment (number with adverse
events measured at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007/CALDERA2007 74 179 88 185 100.0% 0.87[0.69, 1.09]

Total (95% CI) 179 185 100.0% 0.87[0.69, 1.09]

Total events 74 88

Heterogeneity: Not applicable
Test for overall effect: Z = 1.19 (P = 0.23)
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Clinical evidence - forest plots

Mother-infant attachment problems Post-treatment (number with adverse

events measured at endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007/CALDERA2007 21 126 26 123 100.0% 0.79[0.47, 1.32]
Total (95% CI) 126 123 100.0% 0.79[0.47, 1.32]
Total events 21 26
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ! !

9 v PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.90 (P = 0.37, .
( ) Favours experimental Favours control

1.5.63Mother-infant attachment: Mother-infant relationship
interventions versus TAU/Enhanced TAU

Mother-infant attachment problems Post-treatment (number with adverse
events measured at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 18 43 43 52 5L7% 0.51[0.35, 0.74] —&
SALOMONSSON2011 18 40 30 40 48.3% 0.60 [0.41, 0.88] —
Total (95% CI) 83 92 100.0% 0.55[0.42, 0.72] ‘
Total events 36 73
—+— ——

Heterogeneity: Tau2 = 0.00; Chiz=0.39, df = 1 (P = 0.53); 2= 0%
Test for overall effect: Z = 4.37 (P < 0.0001)

T T T
0.1 0.2 0.5 1 2 5 10
Favours experimental Favours control

Mother-infant attachment problems Post-treatment (number with adverse

events measured at endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 16 41 26 35  49.0% 0.53[0.34, 0.81] ——
SALOMONSSON2011 16 38 27 37 51.0% 0.58 [0.38, 0.88] _._
Total (95% CI) 79 72 100.0% 0.55[0.41, 0.74] ‘
Total events 32 53
——t ——

Heterogeneity: Tau? = 0.00; Chiz2 = 0.09, df = 1 (P = 0.76); I2 = 0%
Test for overall effect: Z = 3.88 (P = 0.0001)

r T
0.1 0.2 05 1 2 5 10
Favours experimental  Favours control

Mother-infant attachment/positive interactions Post-treatment (mean score

at endpoint or first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
HOROWITZ2001 955 1.77 60 8.8 1.86 57 26.4% 0.41[0.04, 0.78]
SALOMONSSON2011 8353 9.9 38 76.67 13.2 37 235% 0.58[0.12, 1.05] i
SLEED2013 3498 85 51 38.06 7.3 37 24.6% -0.38[-0.81, 0.05]
ZELKOWITZ2008/2011/FEELEY 2.8 1 48 2.8 1 50 25.5% 0.00 [-0.40, 0.40]
Total (95% CI) 197 181 100.0% 0.15 [-0.26, 0.56]

Heterogeneity: Tau2 = 0.13; Chiz = 11.79, df = 3 (P = 0.008); 12 = 75% T T ! T T

-4 2 0 2 4
Test for overall effect: Z = 0.73 (P = 0.47) Favours control  Favours experimental
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Clinical evidence - forest plots

Maternal sensitivity Post-treatment (treatment response at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SALOMONSSON2011 5 40 3 40 100.0% 1.67[0.43, 6.51]
Total (95% Cl) 40 40 100.0% 1.67 [0.43, 6.51] ‘
Total events 5 3
—— ———

Heterogeneity: Not applicable
Test for overall effect: Z = 0.73 (P = 0.46)

T
0.1 0.2 0.5 1 2 5 10
Favours control Favours experimental

Maternal sensitivity Post-treatment (treatment response at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
SALOMONSSON2011 5 38 3 37 100.0% 1.62[0.42, 6.31]
Total (95% Cl) 38 37 100.0% 1.62[0.42, 6.31] ‘
Total events 5 3
! 1 1 1 1 ]
T T T T 1

Heterogeneity: Not applicable §
9 v PP 0.1 0.2 0.5 1 2 5 10

Testfor overall effect: 2 = 0.70 (P = 0.48) Favours control  Favours experimental

Maternal sensitivity Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SALOMONSSON2011 0.64 0.12 38 0.57 0.17 37 23.8% 0.47 [0.01, 0.93]
SLEED2013 19.13 27 51 193 3.2 37 25.8% -0.06 [-0.48, 0.37]
VANDOESUM2008/KERSTENALVA 482 1.78 35 3.79 1.86 36 22.9% 0.56 [0.08, 1.03] =l
ZELKOWITZ2008/2011/FEELEY 39 07 48 39 07 50 27.5% 0.00 [-0.40, 0.40]
Total (95% CI) 172 160 100.0% 0.23[-0.08, 0.53]

1 1 1 1
Heterogeneity: Tau? = 0.05; Chi2 = 5.95, df = 3 (P = 0.11); 12 = 50% ! ! !

-4 2 0 2 4
Test for overall effect: Z = 1.44 (P = 0.15;
v ( ) Favours control Favours experimental

Maternal structuring Post-treatment (treatment response at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SALOMONSSON2011 6 40 4 40 100.0% 1.50 [0.46, 4.91]
Total (95% Cl) 40 40 100.0% 1.50[0.46, 4.91] —l
Total events 6 4
—— —t—

Heterogeneity: Not applicable ! §
9 v PP 0.1 0.2 0.5 1 2 5 10

Testfor overall effect: 2 = 0.67 (P = 0.50) Favours control  Favours experimental

Antenatal and postnatal mental health (update) 162



Clinical evidence - forest plots

Maternal structuring Post-treatment (treatment response at endpoint or first

measurement) - Available case analysis

Risk Ratio
M-H, Random, 95% ClI

Experimental Control

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% CI

SALOMONSSON2011 6 38 4 37 100.0% 1.46 [0.45, 4.76]

Total (95% CI) 38 37 100.0% 1.46 [0.45, 4.76]

Total events 6 4
! 1 1
T T

‘

Heterogeneity: Not applicable
Test for overall effect: Z = 0.63 (P = 0.53)

T
0.1 0.2 0.5 1

2 5 10

Favours control Favours experimental

Maternal structuring Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% ClI
SALOMONSSON2011 0.71 0.12 38 0.69 0.16 37 51.8% 0.14[-0.31, 0.59]
VANDOESUMZ2008/KERSTENALVA 3.12 1.09 35 271 1.06 36 48.2% 0.38[-0.09, 0.85]
Total (95% Cl) 73 73 100.0% 0.25[-0.07, 0.58]

Heterogeneity: Tau? = 0.00; Chi2 = 0.51, df = 1 (P = 0.48); 12 = 0%
Test for overall effect: Z =1.53 (P = 0.13)

-4 2 0 2 4

Favours control  Favours experimental

Maternal nonintrusiveness Post-treatment (treatment response at endpoint

or first measurement) - ITT analysis

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SALOMONSSON2011 6 40 7 40 100.0% 0.86 [0.32, 2.33]

Total (95% Cl) 40 40 100.0% 0.86 [0.32, 2.33]

Total events 6 7

Heterogeneity: Not applicable
Test for overall effect: Z=0.30 (P = 0.76)

T
0.1 0.2 05 1
Favours control  Favours experimental

2 5 10

Maternal nonintrusiveness Post-treatment (treatment response at endpoint

or first measurement) - Available case analysis

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SALOMONSSON2011 6 38 7 37 100.0% 0.83[0.31, 2.25]

Total (95% CI) 38 37 100.0% 0.83[0.31, 2.25]

Total events 6 7

Heterogeneity: Not applicable T T

Test for overall effect: Z = 0.36 (P = 0.72)
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Clinical evidence - forest plots

Maternal nonintrusive behaviour Post-treatment (mean score at endpoint or
first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
SALOMONSSON2011 0.78 0.16 38 0.73 0.23 37 51.3% 0.25[-0.20, 0.70]
VANDOESUM2008/KERSTENALVA 3.56 1.56 35 324 115 36 48.7% 0.23[-0.24, 0.70]
Total (95% CI) 73 73 100.0% 0.24[-0.08, 0.57]

1 1 1 1
Heterogeneity: Tauz = 0.00; Chiz = 0.00, df = 1 (P = 0.95); I2= 0% ' ! ! ! !

-4 -2 0 2 4
Test for overall effect: Z = 1.45 (P = 0.15; .
v ( ) Favours control  Favours experimental

Maternal intrusive behaviour Post-treatment (mean score at endpoint or
first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 41 07 48 39 0.7 50 100.0% 0.28 [-0.11, 0.68]
Total (95% CI) 48 50 100.0% 0.28[-0.11, 0.68]

1 1 1 1
Heterogeneity: Not applicable T T T T T

-4 -2 0 2 4
Test for overall effect: Z = 1.40 (P = 0.16) Favours control Favours experimental

Maternal nonhostility Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
VANDOESUM2008/KERSTENALVA 4.89 0.41 35 4.84 0.56 36 100.0% 0.10 [-0.37, 0.57]
Total (95% Cl) 35 36 100.0% 0.10[-0.37, 0.57]
1 1 1 1
Heterogeneity: Not applicable T T ! T !
9 PP -4 -2 0 2 4

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

Child responsiveness Post-treatment (treatment response at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SALOMONSSON2011 3 40 4 40 100.0% 0.75[0.18, 3.14]
Total (95% Cl) 40 40 100.0% 0.75[0.18, 3.14] e
Total events 3 4
—— —t—

Heterogeneity: Not applicable r T T
9 v PP 0.1 0.2 0.5 1 2 5 10

Testfor overall effect: 2 = 0.39 (P = 0.69) Favours control  Favours experimental

Child responsiveness Post-treatment (treatment response at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SALOMONSSON2011 3 38 4 37 100.0% 0.73[0.18, 3.04]
Total (95% Cl) 38 37 100.0% 0.73[0.18, 3.04] —
Total events 3 4
—+——o ——t—

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.67)

T T
0.1 0.2 05 1 2 5 10
Favours control Favours experimental
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Clinical evidence - forest plots

Child responsiveness Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
SALOMONSSON2011 069 013 38 067 02 37 51.0% 0.12[-0.34,0.57]
VANDOESUM2008/KERSTENALVA 426 1.48 35 3.18 1.74 36 49.0% 0.66 [0.18, 1.14] .
Total (95% CI) 73 73 100.0% 0.38[-0.15, 0.92]

1 1 1 1
Heterogeneity: Tau2 = 0.09; Chiz = 2.61, df = 1 (P = 0.11); I2 = 62% ' ! ! ! !

-4 -2 0 2 4
Test for overall effect: Z = 1.41 (P = 0.16] .
v ( ) Favours control  Favours experimental

Child involvement Post-treatment (treatment response at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
SALOMONSSON2011 7 40 7 40 100.0% 1.00[0.39, 2.59]
Total (95% CI) 40 40 100.0% 1.00[0.39, 2.59]
Total events 7 7

! 1 1 1 1 ]
Heterogeneity: Not applicable f T T T T 1

T
Test f Il effect: Z = 0.00 (P = 1.00 0102 05 1 2 ° 10
estfor overall effect: 2 =0.00 (P = 1.00) Favours control  Favours experimental

Child involvement Post-treatment (treatment response at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
SALOMONSSON2011 7 38 7 37 100.0% 0.97 [0.38, 2.50]
Total (95% CI) 38 37 100.0% 0.97 [0.38, 2.50]
Total events 7 7

! 1 1 1 1 ]
Heterogeneity: Not applicable f T T T T 1

T
Test f Il effect: Z = 0.06 (P = 0.96 0102 05 1 2 ° 10
estfor overall effect: Z = 0.06 (P = 0.96) Favours control  Favours experimental

Child involvement/positive engagement Post-treatment (mean score at
endpoint or first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI IV, Random, 95% ClI
SALOMONSSON2011 0.68 0.14 38 0.66 0.19 37 23.1% 0.12[-0.33,0.57] T
SLEED2013 1662 44 51 1699 5 37 261% -0.08 [-0.50, 0.34] -
VANDOESUM2008/KERSTENALVA 3.74 183 35 279 191 36 21.4% 0.50 [0.03, 0.98] =
ZELKOWITZ2008/2011/FEELEY 26 11 48 25 1 50 29.4% 0.09 [-0.30, 0.49] +*

@

Total (95% CI) 172 160 100.0% 0.14 [-0.09, 0.37]
! ! ! !

Heterogeneity: Tau? = 0.01; Chi2 = 3.34, df = 3 (P = 0.34); 12 = 10% T T ! T

-4 2 0 2 4
Test for overall effect: 2 =1.22 (P = 0.22) Favours control  Favours experimental
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Clinical evidence - forest plots

Child attachment security Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
VANDOESUM2008/KERSTENALVA 041 03 35 0.26 0.35 36 100.0% 0.45 [-0.02, 0.93]
Total (95% CI) 35 36 100.0% 0.45[-0.02, 0.93]
1 1 1 1
Heterogeneity: Not applicable ! T ! ! !
9 i PP -4 -2 0 2 4

Test for overall effect: 2 = 1.89 (P = 0.06) Favours control  Favours experimental

Mother-infant behaviour management problems Post-treatment (number
with adverse events measured at endpoint or first measurement) - ITT
analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 15 43 30 52 100.0% 0.60[0.38, 0.97]
Total (95% Cly 3 52 100.0% 0.60[0.38, 0.97] S
Total events 15 30
L 1 1 1 1 1
Heterogeneity: Not applicable ! T T ! T !
0.1 0.2 0.5 1 2 5 10

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

Mother-infant behaviour management problems Post-treatment (number

with adverse events measured at endpoint or first measurement) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 13 41 13 35 100.0% 0.85[0.46, 1.59]
Total (95% CI) 41 35 100.0% 0.85[0.46, 1.59]
Total events 13 13
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 0.50 (P = 0.62, .
( ) Favours experimental Favours control

Maternal confidence/competence Post-treatment (mean score at endpoint or

first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 794 87 46 804 7.5 50 100.0% -0.12[-0.52, 0.28]
Total (95% CI) 46 50 100.0% -0.12 [-0.52, 0.28]
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 Y PP -4 -2 0 2 4

Test for overall effect: Z = 0.60 (P = 0.55) Favours experimental ~ Favours control
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Clinical evidence - forest plots

Mother-infant positive interaction Intermediate follow-up (mean score at
17-24 week follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
ZELKOWITZ2008/2011/FEELEY 33 08 46 33 0.9 50 100.0% 0.00 [-0.40, 0.40]
Total (95% CI) 46 50 100.0% 0.00 [-0.40, 0.40]
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 i PP -4 -2 0 2 4

Testfor overall effect: 2 = 0.00 (P = 1.00) Favours control Favours experimental

Maternal sensitivity Intermediate follow-up (mean score at 17-24 week
follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 39 07 46 3.8 0.6 50 100.0% 0.15[-0.25, 0.55]
Total (95% CI) 46 50 100.0% 0.15[-0.25, 0.55]
1 1 1 1
Heterogeneity: Not applicable ! ! ! ! !
9 Y PP -4 -2 0 2 4

Testfor overall effect: 2 = 0.75 (P = 0.46) Favours control Favours experimental

Maternal intrusive behaviour Intermediate follow-up (mean score at 17-24
week follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
ZELKOWITZ2008/2011/FEELEY 4 07 46 39 08 50 100.0% 0.13[-0.27, 0.53]
Total (95% CI) 46 50 100.0% 0.13[-0.27,0.53]

-4 -2 0 2 4
Favours control  Favours experimental

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

Mother-infant attachment problems Long follow-up (number with adverse
events measured at >24 week follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
COOPER2003/MURRAY2003 24 43 25 52 100.0% 1.16[0.79, 1.71]
Total (95% CI) 43 52 100.0% 1.16[0.79, 1.71]
Total events 24 25
! 1 1 1 1 ]

Heterogeneity: Not applicable ! ! ! ! ! ' !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z=0.75 (P = 0.45,
( ) Favours experimental Favours control

Mother-infant attachment problems Long follow-up (number with adverse
events measured at >24 week follow-up) - Available case

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
COOPER2003/MURRAY2003 22 41 20 47 100.0% 1.26[0.81, 1.95]
Total (95% CI) 41 47 100.0% 1.26 [0.81, 1.95]
Total events 22 20
! 1 1 1 1 ]

Heterogeneity: Not applicable ! i ' ' ’ T !

genetty PP 0.1 0.2 05 1 2 5 10

Testfor overall effect: 2 = 1.04 (P = 0.30) Favours experimental Favours control
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Clinical evidence - forest plots

Maternal sensitivity Long follow-up (mean score at >24 week follow-up) -

Available case analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
VANDOESUM2008/KERSTENALVA 518 2.01 35 363 176 36 100.0% 0.81[0.33, 1.30]
Total (95% CI) 35 36 100.0% 0.81[0.33, 1.30] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 3.28 (P = 0.001)

T T T T
-4 2 0 2 4

Favours control Favours experimental

Maternal structuring Long follow-up (mean score at >24 week follow-up) -

Available case analysis

Experimental Control

Study or Subgroup Mean

SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% ClI

VANDOESUM2008/KERSTENALVA 3.12 1.09 35 244 13

Total (95% Cl) 35

Heterogeneity: Not applicable
Test for overall effect: Z=2.31 (P = 0.02)

36 100.0% 0.56 [0.09, 1.03]

36 100.0% 0.56 [0.09, 1.03]

*

-4 2 0 2 4

Favours control  Favours experimental

Maternal nonintrusive behaviour Long follow-up (mean score at >24 week
follow-up) - Available case analysis

Experimental Control

Study or Subgroup Mean

SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% ClI

VANDOESUM2008/KERSTENALVA 357 1.27 35 311 14

Total (95% Cl) 35

Heterogeneity: Not applicable
Test for overall effect: Z=1.42 (P = 0.15)

36 100.0% 0.34[-0.13, 0.81]

36 100.0% 0.34[-0.13, 0.81]

-4 2 0 2 4

Favours control  Favours experimental

Maternal nonhostility Long follow-up (mean score at >24 week follow-up) -

Available case analysis

Experimental Control

Study or Subgroup Mean SD Total Mean

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
1V, Random, 95% CI

VANDOESUM2008/KERSTENALVA 4.8 0.67 35 481 052

Total (95% CI) 35

Heterogeneity: Not applicable
Test for overall effect: Z = 0.07 (P = 0.94)

36 100.0% -0.02 [-0.48, 0.45]

36 100.0% -0.02 [-0.48, 0.45]

T T T T T
-4 2 0 2 4

Favours control Favours experimental

Child responsiveness Long follow-up (mean score at >24 week follow-up) -

Available case analysis

Experimental Control

Study or Subgroup Mean SD Total Mean

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
1V, Random, 95% CI

VANDOESUM2008/KERSTENALVA 46 1.77 35 352 136

36 100.0% 0.68[0.20, 1.16]

Total (95% CI) 35 36 100.0% 0.68[0.20, 1.16]

*

Heterogeneity: Not applicable
Test for overall effect: Z = 2.77 (P = 0.006)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Child involvement Long follow-up (mean score at >24 week follow-up) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
VANDOESUM2008/KERSTENALVA 457 191 35 325 159 36 100.0% 0.7410.26, 1.23]
Total (95% CI) 35 36 100.0% 0.74[0.26, 1.23] ‘
1 1 1 1
Heterogeneity: Not applicable ! T ! !
9 i PP -4 -2 0 2 4

Test for overall effect: Z = 3.03 (P = 0.002)

Favours control Favours experimental

Mother-infant attachment/positive interactions Very long follow-up (mean

score at >104 week follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
VANDOESUM2008/KERSTENALVA ~ -0.24 0.26 29 0.24 0.26 29 100.0% -1.82 [-2.44, -1.20]
Total (95% Cl) 29 29 100.0%  -1.82[-2.44,-1.20] ‘
1 1 1 1
T T T T

Heterogeneity: Not applicable
Test for overall effect: Z=5.77 (P < 0.00001)

-4 -2 0 2 4
Favours control Favours experimental

Child attachment security Very long follow-up (mean score at >104 week

follow-up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
VANDOESUM2008/KERSTENALVA  13.29 0.72 29 1298 0.72 29 100.0% 0.42[-0.10, 0.95]
Total (95% CI) 29 29 100.0% 0.42[-0.10, 0.95]

-4 -2 0 2 4
Favours control Favours experimental

Heterogeneity: Not applicable
Test for overall effect: Z=1.60 (P = 0.11)

1.5.64Mother-infant attachment: Mother-infant relationship intervention

with video feedback versus mother-infant relationship
intervention with verbal feedback

Maternal confidence Post-treatment (mean scores at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
BILSZTA2012 615 11.18 20 67.3 12.78 17 100.0% -0.48 [-1.13, 0.18]
Total (95% CI) 20 17 100.0% -0.48[-1.13, 0.18]

-4 2 0 2 4
Favours verbal Favours video

Heterogeneity: Not applicable
Test for overall effect: Z=1.42 (P = 0.16)
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Clinical evidence - forest plots

Maternal perceptions of infant behaviour Post-treatment (mean scores at

endpoint or first measurement) - Available case analysis

Experimental

Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
BILSZTA2012 3.2 4.03 20 2.4 4.92 20 100.0% 0.17 [-0.45, 0.80]
Total (95% CI) 20 20 100.0% 0.17 [-0.45, 0.80]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.55 (P = 0.58)

1 1 1 1
T T T T T
4 2 0 2 4

Favours verbal Favours video

1.5.65Mother-infant attachment: Mother-infant relationship intervention
(and guided self-help) versus listening visits (and guided self-help)

Mealtime conflict Post-treatment (behavioural observation of mealtime at

endpoint or first measurement) - ITT analysis

Risk Ratio

Risk Ratio

Experimental Control

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

M-H, Random, 95% CI

STEIN2006 11 40 22 40 100.0%

Total (95% CI) 40 40 100.0%

0.50[0.28, 0.89] P

0.50 [0.28, 0.89]

Total events

11

22

Heterogeneity: Not applicable
Test for overall effect: Z = 2.36 (P = 0.02)

0.1 02

T
0.5

1

2

5

10

Favours mother-infant  Favours listening visits

Mealtime conflict Post-treatment (behavioural observation of mealtime at

endpoint or first measurement) - Available case analysis

Experimental

Study or Subgroup

Control

Risk Ratio

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

Risk Ratio

M-H, Random, 95% ClI

STEIN2006 9 38 21 39 100.0% 0.44[0.23,0.83]
Total (95% Cl) 38 39 100.0% 0.44[0.23, 0.83] ’
Total events 9 21
! 1 1 1 1 ]
Heterogeneity: Not applicable ! § ' ’ T !
9 v PP 01 0.2 0.5 1 2 5 10

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

Maternal inappropriate verbal responses Post-treatment (behavioural
observation of mealtime at endpoint or first measurement) - ITT analysis

Favours mother-infant  Favours listening visits

Experimental Control Risk Ratio Risk Ratio

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

Random, 95% CI M-H, Random, 95% CI

STEIN2006 19 40 27 40 100.0% 0.70[0.48, 1.04]
Total (95% CI) 40 40 100.0%
Total events 19 27

Heterogeneity: Not applicable
Test for overall effect: Z = 1.76 (P = 0.08)

Antenatal and postnatal mental health (update)

0.70 [0.48, 1.04] ’
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Clinical evidence - forest plots

Maternal inappropriate verbal responses Post-treatment (behavioural

observation of mealtime at endpoint or first measurement) - Available case

analysis

Experimental Control Risk Ratio

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

Risk Ratio

M-H, Random, 95% ClI

STEIN2006 17 38 26 39 100.0% 0.67[0.44, 1.02]

Total (95% Cl)

Total events

17

38

39 100.0%

0.67 [0.44, 1.02]

26

Heterogeneity: Not applicable
Test for overall effect: Z = 1.87 (P = 0.06)

o

I T
01 02

T
0.5

1

2

5

10

Favours mother-infant  Favours listening visits

Maternal intrusions Post-treatment (behavioural observation of mealtime at
endpoint or first measurement) - ITT analysis

Experimental Control

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

Risk Ratio

M-H, Random, 95% ClI

Risk Ratio

STEIN2006 13 40 16 40 100.0%
Total (95% CI) 40 40 100.0%
Total events 13 16

Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

0.81[0.45, 1.46]

0.81 [0.45, 1.46]

o

I T
0.1 02

T
0.5

1

2

5

10

Favours mother-infant  Favours listening visits

Maternal intrusions Post-treatment (behavioural observation of mealtime at
endpoint or first measurement) - Available case analysis

Control

Risk Ratio

Risk Ratio

Experimental

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

M-H, Random, 95% ClI

STEIN2006 11 38 15 39 100.0% 0.75[0.40, 1.42]
Total (95% Cl) 38 39 100.0% 0.75[0.40, 1.42]
Total events 11 15

-

Heterogeneity: Not applicable
9 v PP 01 0.2

Test for overall effect: Z = 0.87 (P = 0.38)

Infant autonomy Post-treatment (behavioural observation of mealtime at

endpoint or first measurement) - ITT analysis

T
0.5

1

2

5

Favours mother-infant  Favours listening visits

Experimental

Study or Subgroup Events

Control

Total Events Total Weight

Risk Ratio

M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% ClI

10

<

STEIN2006 34 40 25 40 100.0% 1.36[1.04,1.79]
Total (95% Cl) 40 40 100.0% 1.36 [1.04, 1.79]
Total events 34 25

L 1
Heterogeneity: Not applicable f f
9 Y PP 01 0.2

Test for overall effect: Z=2.21 (P = 0.03)

Antenatal and postnatal mental health (update)

T
0.5

1

Favours listening visits

2

5

Favours mother-infant

171



Clinical evidence - forest plots

Infant autonomy Post-treatment (behavioural observation of mealtime at
endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
STEIN2006 34 38 25 39 100.0% 1.40[1.08, 1.81]
Total (95% CI) 38 39 100.0% 1.40[1.08, 1.81] ‘
Total events 34 25
—t ' : —

Heterogeneity: Not applicable
Test for overall effect: Z = 2.52 (P = 0.01)

T
0.1 02 0.5 1 2 5 10
Favours listening visits ~ Favours mother-infant

1.5.66 Quality of life: Structured psychological interventions (CBT or IPT)
versus TAU/Enhanced TAU

Social support Post-treatment (mean score at endpoint or first measurement)
- ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
AMMERMANZ01342013B 758 228 47 BES5S 255 46 100.0% 0.38[-0.03, 079
Total (95% CI) a7 46 100.0% 0.38 [-0.03, 0.79]
Heterogeneity: Mot applicable 54 52 3 é ji
Testfor overall effect Z=1.82 (F = 0.07) Favours control Favours experimenta

Social support Post-treatment (mean score at endpoint or first measurement
or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
MILGROMZ005B 7744 154979 31 6813 95459 18 5.1% 058 [-0.01,1.18] —
MULCAHYZ2010 8464 19.89 23 TBa3z M3z 27 5.8% 0.30 [-0.26, 0.86] T
RAHMAMNZ008 a1 121 M2 424 138 386 859.1% 066 [0.51, 0.80] .
Total (95% CI) 466 431 100.0% 0.63 [0.50,0.77] +
Heterogeneity: Tau= 0.00; Chi®=1.48, df=2 (P = 0.48); F= 0% 14 12 ] % ji
Testfor owerall effect: 2= 9.20 (F < 0.00001) Favours contral Favours experimenta

Life functioning Post-treatment (mean score at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
AMMERMAMZO13A2013E 7222 13.88 47 B3.23 1218 46 50.5% 0.68[0.26,1.10] -
GROTEZ2009 212 0.44 25 314 077 28 49.5% -1.58 [-2.20,-0.96] ——
Total {95% CI) 72 74 100.0% -0.44 [-2.65,1.78]
Heterageneity, Tau®= 2.48; Chi®= 34.85, df=1 (P = 0.00001); F= 97% 14 52 g é ji
Testior overall effect Z=0.38 (F=0.70) Favours control  Favours experimenta
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Life functioning Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
OHARAZOOD 193 0.34 48 235 045 A1 49.4% -1.04 [-1.46,-0.62] .
RAHMAMZO008 7898 42 B9 12 386 4G0E% 0.82 [0.68, 0.98] |
Total (95% CI) 460 437 100.0% -0.10 [-1.92,1.72]
Heterogeneity: Tau®=1.70; Chi*= 6711, df=1 {P = 0.00001}; IF= 99% 54 52 g é i

Testfor overall effect £=0.11 (P =091}

Favours control Favours experimenta

Functional impairment Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MORRELLZ008A/2008B/2011 1 07 138 1.3 0.8 146 100.0% -0.40 [-0.63,-0.16]
Total (95% CI) 138 146 100.0% -0.40 [-0.63, -0.16] ¢
Heterogeneity: Mot applicable _|4 _.2 E'l i ='1

Test for overall effect: 2= 3.31 (P =0.0009)

Favours experimental Favours control

Parental stress Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MORRELLZO08A/2009B52011 1498 181 106 1396 204 106 100.0% 0.53[0.26, 0.81]
Total (95% Cl) 106 106 100.0% 0.53 [0.26, 0.81] L
Heterageneity: Mot applicable o 5 o 1 ]

Test for overall effect: Z=3.81 (F=0.0001}

Favours experimental Favours control

Wellbeing Post-treatment (mean score at endpoint or first measurement) -

Available case analysis

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MORRELLZO09A 2009852011 1.2 08 138 16 1 146 100.0% -0.42 [-0.65,-0.18]
Total (95% CI) 138 146 100.0% -0.42 [-0.65, 0.18] +
Heterageneity: Mot applicable .4 -2 ﬁ ﬁ 4'1

Test for overall effect £=3.49 (F = 0.000%)

Antenatal and postnatal mental health (update)

Favours experimental Favours control

173



Clinical evidence - forest plots

Social support Short follow-up (mean score at 9-16 week follow-up) - ITT

analysis
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
AMMERMANZ0134201 3B 836 21.4 47 BB 264 46 100.0% 0.64[0.22,1.08]
Total (95% CI) 47 46 100.0% 0.64 [0.22, 1.08] &
Heterageneity: Mat applicable 54 52 ] é

Testfor overall effect. Z=3.01 (P=0.003)

Social support Short follow-up (mean score at 9-16 week follow-up) -
Available case analysis

Favours control  Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MULCAHY2010 8796 23.22 22 8092 2483 23 100.0% 0.23 [-0.30,0.88]
Total (95% CI) 22 23 100.0% 0.29 [-0.30, 0.88]
Heterageneity: Mot applicable 54 52 1 é

Test for overall effect: £= 0586 (F =0.34)

Life functioning Short follow-up (mean score at 9-16 week follow-up) - ITT

Favours contral  Favours experimenta

analysis
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
AMMERMAMNZOT IAZ013E 7341 1348 47 A5.39 12498 46 100.0% 0.60[0.18,1.02]
Total (95% CI) 47 46  100.0% 0.60 [0.18, 1.02] &
Heterogeneity; Mot applicable 54 52 B é

Test for overall effect. £2=2.83 (P = 0.005)

1.5.67 Quality of life: IPT versus support group

Maternal cortisol level Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

IPT Support group 5td. Mean Difference
SD Total Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% CI

Study or Subgroup  Mean SD Total Mean
FIELDZ013A 022 01 22 028 0149 22 100.0% -0.45 [1.05,0.14]

Total (95% CI) 22 22 100.0% -0.45 [-1.05, 0.15]

Heterogeneity: Mot applicahle _|4 _.2 ﬁ ;'2 4.1

Testfor averall effect Z=1.48{P=0.14) Favours IPT Favours support gro
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1.5.68 Quality of life: Facilitated self-help versus TAU

Social support Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control

Std. Mean Difference
IV, Random, 95% Cl

5td. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Mean 5D Total Mean SD Total Weight

OMAHEMZ013C 7363 883 31 6839 10449 28 100.0% 041 [F0.01,1.03]

Total (95% CI) K3 | 28 100.0% 0.51 [-0.01, 1.03] e
Heteroneneity: Mot applicable |4 '2 b ﬁ ;1

Test for overall effect: Z=1.82 (F=0.08)

Favours control Favours experimenta

Functional impairment Post-treatment (mean score at endpoint or first

measurement) - Available analysis

5td. Mean Difference

Experimental Control 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
OMAHEM2013C 1313 67 31718 725 28 100.0% -0.57 [1.10,-0.058]
Total (95% CI) Ky | 28 100.0% -0.57 [-1.10, -0.05] <
Heterogeneity: Mot applicable :__1 |2 b é ;1

Testfor averall effect 2= 215 (P =0.03)

Favours experimental Favours control

Parental stress Post-treatment (symptomatology at endpoint or first

measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
MILGROM2011A 28 71 44 72 100.0% 067 [0.48, 093]
Total (95% CI) [k 72 100.0% 0.67 [0.48, 0.93] L
Total events 249 44
Heterogeneity: Mot applicable =|:|1 012 D=5 % é 1|:|=
Testfor overall effect 2= 2.36 (P = 0.02) Favours experimental Fawvours control
Parental stress Post-treatment (symptomatology at endpoint or first
measurement) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MILGROMZ0T1A 3 44 11 38 100.0% 0.24[0.07,0.749]
Total (95% CI) 45 30 100.0% 0.24[0.07,0.79] = —
Total events 3 11
Heterageneity: Mot applicahle =I:|1 I:|=2 D=5 é é 1III=
Testfor overall effect 2= 2.35 (P = 0.02) Favours experimental Fawvours control
175
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1.5.69Quality of life: Listening visits versus TAU

Functional impairment Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MORRELLZ009A/2009852011 1 08 1N 1.3 0.8 146 100.0% -0.37 [F0.61,-0.14]
Total (95% Cl) 131 146 100.0% -0.37 [-0.61, -0.14] L
Heterageneity: Mot applicable 54 52 ] é i
Testfor overall effect Z=3.08 (F = 0.002) Favours experimental Favours control

Parental stress Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MORRELLZ009A2009B52011 1478 157 105 1396 204 106 100.0% 0.451[0.18,0.72]
Total (95% CI) 105 106 100.0% 0.45 [0.18, 0.72] &
Heterogeneity: Mat applicable 54 52 3 é ji
Testfor overall effect Z=3.22 (P = 0.001) Favours experimental Favours control
Wellbeing Post-treatment (improved wellbeing at endpoint or first
measurement) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
WICKBERGT1996 17 20 12 21 100.0% 1.49[0.98, 2.25]
Total (95% CI) 20 21 100.0% 1.49 [0.98, 2.25] -
Total events 17 12
e et 2t -0 R B ST
Bstior overall effect 2=1.88 (F = 0.08) Favours control Favours experimenta
Wellbeing Post-treatment (mean score at endpoint or first measurement) -
Available case analysis
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MORRELLZ009A2009B52011 1.2 08 13 16 1 146 100.0% -0.42 [F0.66,-0.18]
Total {95% Cl) 131 146  100.0% 0.42 [-0.66, -0.18] L 2
Heterogeneity; Mot applicable i4 12 1 é i
Test for overall effect Z= 3.4 (P = 0.0008) Favours experimental Favours control
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1.5.70Quality of life: Directive counselling versus TAU

Social support Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MILGROM2005B T4.07028 9113431 T2 E913 85458 18 100.0% 0.53[0.01, 1.08]
Total (95% CI) 72 18 100.0% 0.53 [0.01, 1.08]
Heterogeneity: Mot applicable 14 52 1 152
Testfor overall efiect 2= 2.00 (P =0.05) Favours control  Favours experimenta

1.5.71Quality of life: Post-miscarriage counselling versus TAU

Functional impairment Post-treatment (mean score at endpoint or first
measurement) - ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MEUGEBAUER 2006 522 24972 10 EB2.3 214 9 100.0% -0.37 [1.28,0.54]
Total (95% CI) 10 9 100.0% -0.37 [-1.28, 0.54]
Heterageneity: Mot applicable 54 52 : é
Testfor overall effect Z=0.80 (P = 0.42) Favours experimental Favours control

Functional impairment Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MEUGEBAUER 2006 A1 247 8 E9.2 187 T 100.0% -0.B8 [1.73,0.37]
Total (95% CI) 8 7 100.0% -0.68 [-1.73, 0.37]
Heterageneity: Mot applicable 54 52 : é
Testfor overall effect Z=1.26 (P = 0.21) Favours experimental Favours control

1.5.72Quality of life: Post-traumatic birth counselling versus TAU

Parental stress Post-treatment (symptomatology at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
GAMBLEZO0A T a0 17 3 100.0% 0.44 [0.20, 0.96]
Total (95% Cl) 50 53 100.0% 0.44 [0.20, 0.96] ——eni——
Total events 7 17
Heterogeneity: Mot applicable =E| " 012 D=5 % ! 1|:|=
Testfor overall effect 2= 2.05 (P = 0.04) Favours experimental Fawvours control
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Parental stress Post-treatment (symptomatology at endpoint or first

measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
GAMBLEZO0A T a0 17 3 100.0% 0.44 [0.20, 0.96]
Total {95% Cl) 50 53 100.0% 0.44 [0.20, 0.96] ol
Total events 7 17
Heterogeneity: Mot applicable 'IZI_1 DTQ DTS i é 1I:|'

Test for overall effect: £=2.05 (F =0.04)

1.5.73Quality of life: Social support versus TAU

Favours experimental

Favours control

Social support Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control 5td. Mean Difference

Std. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl
CHEMZO00 26 808 30 0 514 0 a0T% 0.50 [-0.01,1.02]
LETOURMEALUZO1T1 TT3 134 23 B28 113 28 483% -0.43 099, 0.13]
Total (95% CI) 53 58 100.0% 0.04 [-0.87, 0.96]

Heterogeneity: Tau®= 0.26; Chif=5.82, df=1 (P=002; F=83%
Test for overall effect, £=0.08 (P =093

-4 -2 ] 2 4
Favours control  Favours experimenta

Parental stress Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
CHERMZ000 -31 4483 0 1.3 426 30 596% -0.40 092, 011] -
DEMMIS2003 495 7R85 20 G488 363 21 40.4% -0.47 [-1.09,0.14] —u
Total {95% Cl) 50 51 100.0% -0.43 [-0.83, -0.04] &
Heterogeneity: Tau®= 0.00; Chi*=0.02, df=1 (P = 0.88); F= 0% 54 52 5 é e=1

Testfor overall effect £=213 (P=0.03

Maternal cortisol levels Post-treatment (mean score
measurement) - Available case analysis

Experimental Control

5td. Mean Difference

Favours experimental Favours control

at endpoint or first

Std. Mean Difference
IV, Random, 95% CI

Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI
LETOURNEALIZOT1 273187 14 231 1.56 16 100.0% 0.23[-0.48, 0.95]
Total (95% CI) 14 16 100.0% 0.23 [-0.49, 0.95]

Heterogeneity: Mot applicahle
Testfor overall effect: Z= 063 (F=043)
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Self-esteem Post-treatment (mean score at endpoint or first measurement or
change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
CHEMZ000 1.03 4457 a0 103 2487 30 59.8% 0.00[-0.51, 0.51]
DEMMIS2003 a0 4 20 2857 383 21 402% 0.358 [-0.27, 0.497]
Total (95% CI) 50 51 100.0% 0.14 [-0.25, 0.53]
Heterogeneity: Tau®= 0.00; Chi*=0.73,df=1 (P = 0.39); F= 0% 54 52 3 é i
Testfor overall effect 7= 0.70 (P = 0.48) Favours control Favours experimenta

Loneliness Post-treatment (mean score at endpoint or first measurement) -
Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
DEMMIS2003 20037 523 20 2391 BO7 21 325% -0.61 [-1.24, 0,07
DEMMIS2009/2010 1959 616 297 2014 631 315 67 5% -0.09 [-0.25, 0.07)
Total {95% Cl) 317 336 100.0% -0.26 [-0.74, 0.22]
Heterogeneity: Tau®= 0.08; Chif= 2.51, df=1 (P= 011 F= B0% 54 52 5 é e=1
Testfor overall effect £=1.05 (P = 0.29) Favours experimental Favours control

Loneliness Short follow-up (mean score at 9-16 week follow-up) - Available
case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
DEMMIS20092010 1876 634 289 1944 6 311 100.0% -011 [F0.27, 0.04]
Total (95% CI) 289 311 100.0% -0.11 [-0.27, 0.05]
Heterogeneity: Mot applicable I4 I2 B é i
Testfor overall effect: Z=1.35 (P = 0.18) Favours experimental Favours control

1.5.74Quality of life: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU/Enhanced TAU

Social support Post-treatment (mean score at endpoint or first measurement)
- ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
GADZ010/2012 GB.76 7.56 96 E2458 8 498 100.0% 0.74[0.45, 1.03]
Total (95% CI) 96 98 100.0% 0.74 [0.45,1.03] L 3
Heterogeneity: Mot applicable 54 52 D é j‘
Test for overall effect: £=4 87 (P = 0.00001) Favours control Favours experimenta
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Functional impairment Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SILVERSTEIMNZO11 181 0.37 18 157 038 23 328% -0.43[1.05,018] —
ZLOTHICKZ006 8.8 248 46 102 335 40 B7.2% -0.47 [-0.90,-0.04] H
Total (95% CI) 65 63 100.0% -0.46 [-0.81, -0.10] &
Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1 (P =092} F=0% 54 52 3 é i
Testfor overall effect 7= 2.54 (P = 0.01) Favours experimental Favours control

Parental stress Post-treatment (mean score at endpoint or first
measurement) - ITT analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
LEUMNG2012 649 211 T8 OBB4 171 T8 100.0% -0.18 [-0.50,0.13]
Total {95% Cl) 78 78 100.0% -0.18 [-0.50,0.13]
Heterogeneity: Mot applicatle L I2 5 é jl
Testfaor overall effect Z=1.13 (P = 0.26) Favours experimental Favours control

Parental stress Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MUNCZ200TIURIZARZO11 41.4 211 24 308 3223 29  50.8% 0.48 [0.07,1.02]
SILVERSTEINZOT B84 25 19 961 43 23 49.2% -0.78 [1.38,-0.12] ——
Total (95% CI) 43 52 100.0% 013 [-1.33,1.07]
Heterogeneity; Tau®= 0.66; Chif= 8.29, df=1 (P = 0.004); F= 33% 54 52 X é ji
Testfor overall effect Z=10.21 (P=0.33) Favours experimental Favours control

Maternal cortisol levels Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
MUNOZ2007URIZAR 2011 06z 04 24 047 039 28 100.0% 037 017,043
Total (95% CI) 24 29 100.0% 0.37 [-0.17,0.92]
Heterageneity: Mot applicable 54 52 p é 4:1
Testfor overall efiect Z=1.34 (F=0.18) Favours experimental Fawvours control
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Happiness Post-treatment (mean score at endpoint or first measurement) -
ITT analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
LEUMNGZ2012 462 B.67 T8 439 079 T8 100.0% 0.08 [-0.27, 0.36]
Total (95% CI) 78 78 100.0% 0.05 [-0.27, 0.36]
Heterageneity: Mot applicahle B R ] 1 1

Testfor overall effect: 2= 0.30 (P = 0.76) Favours control Favours experimenta

Social support Short follow-up (mean score at 9-16 week follow-up) - ITT

analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
GAOZ010/2012 F5492 81 96 B3.11 867 98 100.0% 0.33[0.05, 0.6Z]

Total (95% CI) 96 98 100.0% 0.33 [0.05, 0.62]

Heterogeneity: Mot applicable :__1 |2 ﬁ é ;1

Testfar overall effect 2= 2.31 (P = 0.02) Favours control Favours experimenta

Functional impairment Intermediate follow-up (mean score at 17-24 week
follow-up) - Available case analysis

Control
SD Total Weight

5td. Mean Difference
IV, Random, 95% ClI

5td. Mean Difference

Experimental
IV, Random, 95% CIl

Study or Subgroup Mean 5D Total Mean
SILVERSTEINZO11 179 0.36 21 187 045 21 100.0% -0.43 [-1.05,0.18]
Total {95% CI) 21 21 100.0% -0.43 [-1.05,0.18]

4 -2 0 2 1

Heterogeneity: Mot applicable
Favours experimental Favours control

Testfor averall effect Z=1.39{F =017}

Parental stress Intermediate follow-up (mean score at 17-24 week follow-up)
- ITT analysis

5td. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
LEUMNGZ2012 GB.EG 226 T8 B.84 183 T8 100.0% -0.09 [-0.40,0.23]
Total (95% CI) 78 78 100.0% -0.09 [-0.40, 0.23]

Heterageneity: Mot applicahle
Test for averall effect 2= 054 (P =0.59)
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Parental stress Intermediate follow-up (mean score at 17-24 week follow-up)

- Available case analysis

Std. Mean Difference

Experimental Control 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SILVERSTEINZO11 786 2.63 21 833 31 21 100.0% -016 077, 0.44]
21 21 100.0% -0.16 [-0.77, 0.45]

Total (95% CI)

Heterogeneity: Mat applicahle
Testfor overall effect £= 052 (F = 0.6}

2 6 1 4
Favours control

T
-4
Favours experimental

Happiness Intermediate follow-up (mean score at 17-24 week follow-up) -

ITT analysis

Experimental Control

5td. Mean Difference

5td. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl
LEUMGZ2012 4487 0.64 T8 443 088 T8 100.0% 018013 0580
Total {95% CI) 78 78 100.0% 0.18 [-0.13, 0.50]

Heterageneity: Mot applicahle
Testfor averall effect Z=113 (P =0.26)

4 2 0 2 4
Favours control Favours experimenta

Parental stress Long follow-up (mean score at >24 week follow-up) -

Available case analysis

Experimental Control

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl
MUMNOZ200FURIZAR 2011 EER 24 37A 181 22 100.0% 012 [-0.46, 0.70]
Total (95% CI) 24 22 100.0% 0.12 [-0.46, 0.70]

Heterogeneity: Mot applicahle
Test for overall effect; Z=0.41 (P = 0.68)

1
NI NI
Favours experimental Favours contral

Maternal cortisol levels Long follow-up (mean score at >24 week follow-up)

- Available case analysis

Std. Mean Difference Std. Mean Difference

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MUMNOZ200FURIZAR 2011 06 036 24 081 043 22 100.0% -0.82[-1.11, 0.07]
Total (95% CI) 24 22 100.0% -0.52 [-1.11, 0.07] L 2
P I

Heterogeneity: Mot applicahle
Test for overall effect Z=1.74 (P = 0.08)
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1.5.75Quality of life: Home visits versus TAU/Enhanced TAU

Parental stress Post-treatment (symptomatology at endpoint or first

measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT A1 1749 T2 185 100.0% 0.88 [0.67,1.19]
Total {95% CI) 179 185 100.0% 0.88 [0.67,1.15]
Total events A1 T2

05 1 2 5

Heterogeneity: Mat applicahble 501 052 0

Testfor overall effect: 2= 0.96 (F = 0.34) Favours experimental Favours control
Parental stress Post-treatment (symptomatology at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio

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

DUGGAMZO0TICALDERAZOOT g 126 10 123 100.0% 0.78[0.32,1.91]

Total (95% CI) 126 123 100.0% 0.78 [0.32,1.91] ~—l

Total events a 10

Heterogeneity: Mot applicable =D1 Dl2 D=5 é % 1D=

Test for overall effect Z= 054 (F=0.59)

Favours experimental Favours control

Parental stress Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Std. Mean Difference

Experimental Control 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 85% CI IV, Random, 95% CI
ARMSTROMG1999/2000/FRASER  127.0858 17.99404 66 1254473 1060742 66 33.2% 0.11[0.23,0.45]
ROMAMZO09 395 145 230 41.6 146 233 668% -0.14 [-0.33,0.04]
Total (95% CI) 296 299 100.0% -0.06 [-0.29, 0.18]

Heterogeneity: Tau®= 0.01, Chi®= 1.66, df= 1 (P = 0.20); F= 40%
Testfor overall effect: Z=0.50(P = 0.62)

N N I
Favours experimental Favours control

1.5.76 Quality of life: Mother-infant relationship interventions versus

TAU/Enhanced TAU

Parental stress Post-treatment (symptomatology at endpoint or first

measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
SALOMONSSON2011 27 40 a3 40 100.0% 0.82[0.63,1.08]
Total (95% CI) 40 40 100.0% 0.82 [0.63, 1.06]
Total events 27 33

Heterogeneity: Mot applicable
Testfor overall effect £2=1.52(F=013)
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Favours control
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Parental stress Post-treatment (symptomatology at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
SALOMONSSON2011 25 a8 a0 A7 100.0% 0.81 [0.62,1.07]
Total (95% CI) 38 3T 100.0% 0.81 [0.62, 1.07]
Total events 25 an
Heterogeneity: Mot applicable ; i ; 1 j I |

o _ 01 0z s 1 2 5 10
Testfor overall effect Z=1.45 (P = 0.14) Favours experimental Favours control

Parental stress Post-treatment (mean score at endpoint or first measurement

or change score) - Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SALOMOMNESOMNZO11 267 048 38 274 044 a7 43.3% -0.14 05849, 0.37]
FELKOWITZ2008/2011/FEELEY 21 07 48 21 048 A0 56.7% 0.00 040, 0.40]
Total (95% CI) 86 87 100.0% -0.06 [-0.36, 0.24]
Heterogeneity: Tau?= 0.00; Chi®= 0.20, df=1 (P = 0.66); F= 0% 54 52 D é jl
Testfor overall effect 2= 0.39 (P = 0.70) Favours experimental Favours control

1.5.77Quality of life: Psychosomatic intervention versus TAU

Poor social support Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
ORTIZCOLLADOZO14 2741 B.32 B3 2902 9.084 58 100.0% -018 [-0.583,017]
Total (95% CI) 69 58 100.0% -0.18 [-0.53, 0.17]
Heterogeneity: Mot applicable 54 52 3 é j‘
Testfor overall effect. 2= 1.03 (F = 0.30) Favours experimental Favours control
Parental stress Post-treatment (mean score at endpoint or first
measurement) - Available case analysis
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
ORTIEZCOLLADO 2014 1901 123.48 B9 20329 11496 583 100.0% -0.11 046, 0.24]
Total (95% CI) 69 58 100.0% -0.11 [-0.46, 0.24]
Heterogeneity: Mot applicable 54 |2 p é ji
Testfor overall effect: Z= 0.61 (F=10.54) Favours experimental Favours control
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1.5.78 Quality of life: Mindfulness training versus TAU/Enhanced TAU

Parental stress Post-treatment (mean score at endpoi
measurement) - ITT analysis
Std. Mean Difference

Experimental Control

nt or first

5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
GUARDINGOZ014 73 538 24 358 &M 23 100.0% 0.22[-0.36,0.79]
Total (95% CI) 24 23 100.0% 0.22 [-0.36, 0.79]

Heterageneity: Mot applicahle
Testfor averall effect Z=0.74 (P =0.46)

2

I !

Favours experimental Favours control

Parental stress Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 85% CI
YIETEMZ008 159 &7 13 169 46 18 100.0% -019 091, 0.52]
Total (95% CI) 13 18 100.0% -0.19 [-0.91, 0.52]

Heterogeneity: Mat applicahle
Testfor overall effect £= 052 (F = 0.6}

Positive affect Post-treatment (mean score at endpoi
measurement) - Available case analysis

2

4 20 4

Favours experimental Favours control

nt or first

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
YIETEMZ008 324 T4 13 295 a6 18 100.0% 0.44 [-0.28,1.16]
Total (95% CI) 13 18 100.0% 0.44 [-0.28, 1.16]

Heterogeneity: Mat applicahle
Testfor overall effect £=120F =023

1.5.79Service utilisation: Structured psychological
IPT) versus TAU/Enhanced TAU

-4 2 0 2 4
Favours control Favours experimenta

interventions (CBT or

Use of NHS health visitor Post-Treatment (service utilisation at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 16 24 15 28 100.0% 1.03[0.64, 1.66]
Total (95% CI) 29 28 100.0% 1.03 [0.64, 1.66]
Total events 16 14

Heterogeneity: Mot applicable
Test for overall effect £=0.12 (P = 0.90)
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Use of NHS health visitor Post-Treatment (service utilisation at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 10 23 10 23 100.0% 1.00[0.42,1.93]
Total (95% CI) 23 23 100.0% 1.00 [0.52, 1.93]
Total events 10 10

Heterogeneity: Mot applicable
Test for overall effect: £=0.00 (P =1.00)

Favours experimental

2 5 10

Favours control

01 02 05 1

Antidepressant medication Post-Treatment (medication use at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 18 24 18 28 100.0% 0.97 [0.658,1.44]
Total (95% CI) 29 28 100.0% 0.97 [0.65, 1.44]
Total events 18 18

Heterogeneity: Mot applicable
Test for overall effect £=0.17 (P = 0.86)

Favours experimental

2 5 10

Favours control

01 02 05 1

Antidepressant medication Post-Treatment (medication use at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 12 23 13 23 100.0% 0.92 [0.584,1.57]
Total (95% CI) 23 23 100.0% 0.92 [0.54, 1.57]
Total events 12 13

e ey o ot 077 bioz o5 1 ¢
Bstfor overall effect 2= 0.30 (P = 0.77) Favours experimental Fawvours control
Psychotherapy Post-Treatment (service utilisation at endpoint or first
measurement) - ITT analysis
Experimental Control Risk Ratio Risk Ratio

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

MULCAHY 2010 a 24 13 28 100.0% 0.59[0.249, 1.21] —

Total (95% CI) 29 28 100.0% 0.59 [0.29, 1.21] —anii-

Total events 8 13

Heterogeneity: Mot applicahle 'IZI.1 sz DTS ﬁ é 1III'

Testfor overall effect Z2=1.43 (F=0.15)
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Psychotherapy Post-Treatment (service utilisation at endpoint or first

measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 2 23 a8 23 100.0% 0.26[0.06, 1.08) *
Total (95% CI) 23 23 100.0% 0.25 [0.06, 1.05] = —
Total events 2 a
e e % -0 CECEC I N R
estfor overall effect 2=1.89 (F = 0.06) Favours experimental Favours control
Counselling Post-Treatment (service utilisation at endpoint or first
measurement) - ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 11 24 17 28 100.0% 062 [0.36, 1.08] r
Total (95% CI) 29 28 100.0% 0.62 [0.36, 1.09] -
Total events 11 17
Heterogeneity: Mot applicable 'El_1 DTQ DTS i é 1|:|'

Test for overall effect £=1.67 (FP=0.10)

Counselling Post-Treatment (service utilisation at
measurement) - Available case analysis

Favours experimental Favours control

endpoint or first

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 a 23 12 23 100.0% 042017, 048]
Total (95% CI) 23 23 100.0% 0.42 [0.17,0.99] —eonli——
Total events i} 12
Heterogeneity: Mot applicahle 'IZI.1 sz Df5 ﬁ é 1|:|'

Test for overall effect: £=1.98 (P = 0.05)

Self-help support group Post-Treatment (service ut
first measurement) - ITT analysis

Favours experimental Fawvours control

ilisation at endpoint or

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 11 24 11 28 100.0% 0.97 [0.80, 1.86]
Total (95% CI) 29 28 100.0% 0.97 [0.50, 1.86]
Total events 11 11

Heterogeneity: Mot applicahle
Testfor overall effect. Z=0.11 (P =0.92)
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Self-help support group Post-Treatment (service utilisation at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHYZ010 ] 23 B 23 100.0% 0.83[0.30, 2.349]
Total (95% CI) 23 23 100.0% 0.83 [0.30, 2.35]
Total events 4 ]
Heterogeneity: Mot applicable 501 |:|=2 DIS ] é é 1|:|I
Testfor overall effect 2= 034 (F=0.73) Favours experimental Favours control
Alternative therapies Post-Treatment (service utilisation at endpoint or
first measurement) - ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHYZ010 11 29 8 28 100.0% 1.33[0A3, 2.81] —
Total (95% CI) 29 28 100.0% 1.33 [0.63, 2.81] —~ii-
Total events 11 g
Heterogeneity: Mot applicable 501 |:|=2 DIS é é 1|:|I
Testfor overall effect 2= 0.74 (F = 0.46) Favours experimental Favours control

Alternative therapies Post-Treatment (service utilisation at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MULCAHY 2010 a 23 K| 23 100.0% 1.67 [0.458, 6.17]
Total (95% CI) 23 23 100.0% 1.67 [0.45, 6.17] — et
Total events i} 3
Heterogeneity: Mot applicahle 'IZI.1 sz Df5 ﬁ é 1|:|'

Testfor overall effect £=0.76 (F = 0.44)

Favours experimental

Favours control

1.5.80Service utilisation: Facilitated self-help versus TAU

Use of childbirth hospital Post-Treatment (service utilisation at endpoint) -

ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHERZ01 30 12 41 17 42 100.0% 0.72[0.40,1.32] —
Total (95% CI) 41 42 100.0% 0.72 [0.40,1.32] .
Total events 12 17
Heterogeneity: Mot applicakle ID1 Dl2 DIS é é 1|:|I
Testfor overall effect Z=1.06 (F = 0.29) Favours experimental Favours control
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Use of childbirth hospital Post-Treatment (service utilisation at endpoint) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHERZ01 30 1 an 2 27 100.0% 0.45[0.04, 4 53] *
Total (95% CI) 30 27 100.0% 0.45 [0.04, 4.569]  —
Total events 1 2
Heterogeneity: Mot applicakle ID1 Dl2 DIS é é 1|:|I
Testfor overall effect 2= 0.87 (F = 0.50) Favours experimental Favours control

Use of childbirth hospital Post-Treatment (service utilisation at endpoint) -

Available case analysis

Experimental Std. Mean Difference

IV, Random, 95% Cl

Control

5td. Mean Difference
IV, Random, 95% ClI

Study or Subgroup Mean SD Total Mean SD Total Weight
OMAHERZ201 3C 01 0.62 an 064 3N 27 100.0% -0.24 07T, 0.28]
Total (95% CI) 30 27 100.0% -0.24 [-0.77,0.28]

Heterageneity: Mot applicahle
Test for overall effect Z=0.92 (P = 0.36)

1
T
2 4
Favours experimental Favours control

I

Use of maternal general health hospital Post-Treatment (service utilisation

at endpoint) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHERZ01 30 11 41 15 42 100.0% 0.75[0.39,1.44] —
Total (95% CI) 41 42 100.0% 0.75[0.39, 1.44] e
Total events 11 14
Heterogeneity: Mot applicable 'El_1 DTQ DTS i é 1|:|'

Test for overall effect: £=0.86 (P = 0.349)

Favours experimental

Favours control

Use of maternal general health hospital Post-Treatment (service utilisation

at endpoint) - Available case analysis

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHEM 2013 1] 30 1] 27 Mat estimahble

Total {95% CI) 30 27 Not estimable

Total events 0 0

Heterogeneity: Mot applicable

Test for overall effect: Mot applicable =
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Use of maternal general health hospital Post-Treatm
at endpoint) - Available case analysis

ent (service utilisation

Std. Mean Difference

Experimental Control 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
OMAHEN201 32 I ] 30 o 0 27 Mot estimable
Total (95% CI) 30 27 Not estimable

Heterogeneity: Mot applicatle
Testfor overall effect. Mot applicahle

4 -2 0 2 1
Favours experimental Favours control

Use of mental health hospital Post-Treatment (service utilisation at

endpoint) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHEMNZ013C 11 41 16 42 100.0% 0.70[0.37,1.33] —
Total (95% CI) 41 42 100.0% 0.70[0.37,1.33] ~onlfi-—
Total events 11 16
asiof overal feet 7o 1,08 (F = 0.26 o102 o5 {2 510
Bstfor overall effect 2=1.08 (P = 0.28) Favours experimental Fawvours control
Use of mental health hospital Post-Treatment (service utilisation at
endpoint) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHEMNZ013C 1] an 1 27 100.0% 0.30[0.01, 7.09 ¢
Total (95% Cl) 30 27 100.0% 0.30 [0.01, 7.00] EE—
Total events 0 1
et of overal eet 2o 074 (F = 0.46 o102 o5 {2 510
Bstior overall effect 2= 0.74 (P = 0.48) Favours experimental Fawvours control
Use of mental health hospital Post-Treatment (service utilisation at
endpoint) - Available case analysis
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
OMAHEMNZ013C ] 0 30 0058 0o 27 Mot estimable
Total (95% CI) 30 27 Not estimable
Heterogeneity: Mot applicable I4 I2 7 é i
Testfor overall efiect. Mot applicable Favours experimental Favours control
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Use of mental health outpatient Post-Treatment (service utilisation at

endpoint) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CMAHEMZO13C 28 41 26 42 100.0% 0.98 [0.70, 1.39]
Total {95% CI) 41 42 100.0% 0.98 [0.70,1.39]
Total events 24 26
Heterogeneity: Mot applicable 501 |:|=2 DIS ] é é 1|:|I
Testfor overall effect 2= 0.08 (F = 0.33) Favours experimental Favours control
Use of mental health outpatient Post-Treatment (service utilisation at
endpoint) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CMAHEMZO13C 14 a0 11 27 100.0% 1.158([0.63, 2.08)]
Total {95% CI) 30 27 100.0% 1.15[0.63, 2.08]
Total events 14 11
Heterogeneity: Mot applicable 501 |:|=2 DIS ] é é 1|:|I

Test for overall effect: £=0.44 (P = 0.65) F

avours experimental Favours control

Use of mental health outpatient Post-Treatment (service utilisation at

endpoint) - Available case analysis

5td. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% Cl
OMAHEMZ013C 507 334 30 1037 1576 27 100.0% -0.47 [-1.00, 0.08]
Total (95% CI) 30 27 100.0% -0.47 [-1.00, 0.06]

Heteroneneity: Mot applicable
Test for overall effect: Z=1.75(F=0.08)

4 a2 0 1 &
Favours experimental Favours control

Use of health community service Post-Treatment (service utilisation at

endpoint) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHEMNZ013C ag 41 40 42 100.0% 1.00[0.91,1.10]
Total (95% CI) 41 42 100.0% 1.00 [0.91, 1.10]
Total events 34 40

Heterogeneity: Mot applicahle
Testfor overall effect: £=0.02 (P = 0.98)
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Use of health community service Post-Treatment (service utilisation at

endpoint) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHERZ01 30 28 an 25 27 100.0% 1.01 [0.87,1.16]
Total (95% CI) 30 27 100.0% 1.01 [0.87, 1.16]
Total events 28 25
e e o (RN B T
estfor overall effect Z=0.11 (F=0.91) Favours experimental Favours control
Use of health community service Post-Treatment (service utilisation at
endpoint) - Available case analysis
Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
OMAHEMNZ2013C 332 394 30 2858 3 27 100.0% 010042 062
Total (95% CI) 30 27 100.0% 0.10 [-0.42, 0.62]
Heterageneity: Mot applicahle ] = g T H

Testfor overall effect Z=038{FP =071}

Favours experimental Favours control

Antidepressant medication Post-Treatment (medication use at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHERZ01 30 a3 41 M 42 100.0% 1.09[0.86, 1.38]
Total (95% CI) 41 42 100.0% 1.09 [0.86, 1.38]
Total events 33 N

Heterogeneity: Mot applicable
Testfor overall effect Z=072 (FP=0.47)

Antidepressant medication Post-Treatment (medicat
first measurement) - Available case analysis

Favours experimental

2 5
Favours control

01 02 05 1 10

ion use at endpoint or

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHERZ01 30 14 T 18 30 100.0% 141 [0.F7,1.60]
Total (95% CI) 27 30 100.0% 1.11 [0.77, 1.60]
Total events 14 19

Heterogeneity: Mot applicable

Test for overall effect: £=0.86 (P =0.47) F
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Antidepressant medication Post-Treatment (medication use at endpoint) -

Available case analysis

5td. Mean Difference
IV, Random, 95% ClI

5td. Mean Difference
IV, Random, 95% Cl

Experimental Control

Study or Subgroup Mean SD Total Mean SD Total Weight
OMAHERZ201 3C 296 076 27 307 075 30 100.0% -0.14 [-0.66, 0.38]
Total (95% CI) 27 30 100.0% -0.14 [-0.66, 0.38]

T N
Favours experimental Favours control

Heterageneity: Mot applicahle
Test for averall effect 2= 054 (P =0.59)

1.5.81Service utilisation: Listening visits versus TAU

Use of maternal general health hospital Post-Treatment (service utilisation
at endpoint) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 ae 183 120 A48 100.0% 0.95 [0.649, 1.31]
Total (95% CI) 183 548 100.0% 0.95[0.69, 1.31]
Total events KL 120

2 5
Favours control

01 02 05 1 10

Favours experimental

Heterogeneity: Mot applicable
Testfor overall effect £=0.32 (P =0.75)

Use of maternal general health hospital Post-Treatment (service utilisation
at endpoint) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
WIGGINS 2005 20 164 64 482 100.0% 0.93[0.458, 1.49]
Total {95% Cl) 165 492 100.0% 0.93 [0.58, 1.49]
Total events 20 64

2 o
Favours control

o1 0z 05 1 10

Favours experimental

Heterogeneity: Mot applicable
Testfor overall effect Z=0.29(F=0.77)

Use of NHS health visitor Post-Treatment (service utilisation at endpoint or
first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 a1 183 T2 948 100.0% 1.29[0.88,1.90] N
Total (95% CI) 183 548 100.0% 1.29 [0.88, 1.90] -
Total events )l T2
Heterageneity: Mot applicahle =I:|1 I:|=2 D=5 é é 1III=
Testfor overall effect 2=1.29 (P = 0.20) Favours experimental Fawvours control
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Use of NHS health visitor Post-Treatment (service utilisation at
first measurement) - Available case analysis

endpoint or

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 13 165 16 492 100.0% 24201149, 4.83)
Total (95% CI) 165 492 100.0% 242[1.19,4.93] el
Total events 13 16
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é 1|:|I
Testfor overall effect Z=2.44 (F = 0.01) Favours experimental Favours control

Health visitor telephone contact Post-Treatment (service utilisa
month] at endpoint) - ITT analysis

tion [in last

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 28 183 B0 A48 100.0% 1.45[0.96, 2.18]
Total (95% CI) 183 548 100.0% 1.45[0.96, 2.18] -
Total events 24 60
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é 1|:|I
Testfor overall effect Z=1.77 (F = 0.08) Favours experimental Favours control

Health visitor telephone contact Post-Treatment (service utilisa
month] at endpoint) - Available case analysis

tion [in last

Experimental Control Risk Ratio Risk Ratio

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

WIGGINS 2004 11 165 4 482 100.0% 2.20[2.65, 25.40]

Total (95% CI) 165 492 100.0% 8.20 [2.65, 25.40] — |

Total events 11 4

Heterogeneity: Mot applicable i ; ; i f !
01 02 0.5 2 a 10

Testfor overall effect 2= 3.65 (P = 0.0003) Favours experimental Fawvours control

Maternal use of midwife Post-Treatment (service utilisation [in
at endpoint) - ITT analysis

last month]

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 44 183 135 548 100.0% 0.98[0.73,1.31]
Total (95% CI) 183 548 100.0% 0.98 [0.73,1.31]
Total events 44 134
Heterogeneity: Mot applicable =IZI ] III=2 D=5 ] é é 1III=
Testfor overall effect 2= 0.16 (P = 0.87) Favours experimental Fawvours control

Antenatal and postnatal mental health (update)
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Maternal use of midwife Post-Treatment (service utilisation [in last month]
at endpoint) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 fi 145 43 486 100.0% 0.44[0149,1.01]
Total (95% CI) 145 456 100.0% 0.44 [0.19, 1.01] —agi——
Total events 3} 43
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é 1|:|I
Testfor overall effect Z=1.84 (F = 0.05) Favours experimental Favours control

Use of GP Post-Treatment (service utilisation [in last month] at endpoint) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 a8 183 2TE A48 100.0% 0.97[0.82,1.158]
Total (95% CI) 183 548 100.0% 0.97 [0.82,1.15]
Total events 24 275
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect Z=0.36 (F = 0.72) Favours experimental Favours control

Use of GP Post-Treatment (service utilisation [in last month] at endpoint) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 71 165 219 492 100.0% 0.97 [0.749,1.18]
Total (95% CI) 165 492 100.0% 0.97 [0.79,1.18]
Total events 71 149
Heterogeneity: Mot applicable =IZI ] III=2 D=5 ] é é 1III=
Testfor overall effect 2=0.33 (P =10.74) Favours experimental Fawvours control

1.5.82Service utilisation: Social support versus TAU

Health service use Post-Treatment (service utilisation at endpoint) -
Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
DEMMISZ008/2010 497 1.62 297 485 1452 315 1000% 0.08 [-0.08, 0.23]
Total (95% CI) 297 315 100.0% 0.08 [-0.08, 0.23]
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 2= 0.94 (P = 0.35) Favours experimental Favours control
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Clinical evidence - forest plots

Antidepressant medication Post-Treatment (medication use at endpoint or

first measurement) - ITT analysis

Control Risk Ratio

Experimental

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

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup
DEMMIS2ZO09/2010 f3 349 A6 382 100.0% 1.13[0.82,1.58]

Total (95% CI) 349 352 100.0% 1.13[0.82, 1.58]

Total events 63 il

Heterogeneity: Mot applicable
Testfor overall effect Z=0.74 (F = 0.45)

0102 05 1 2 & 10

Favours experimental Favours control

Antidepressant medication Post-Treatment (medication use at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio

Study or Subgroup

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

Risk Ratio
M-H, Random, 95% CI

DEMMIS2ZO09/2010 11 247 18 314 100.0% 061 [0.30,1.27]
Total (95% CI) 297 M5 100.0% 0.61 [0.30, 1.27]
Total events 11 19

Heterogeneity: Mot applicable
Testfor overall effect £=1.32 (FP=0.149)

—anien

01 02 05 2 5 10

Favours experimental Favours control

Health service use Short follow-up (service utilisation at 9-16 week follow-

up) - Available case analysis

Experimental Control
Study or Subgroup Mean 5D Total Mean SD Total Weight

5td. Mean Difference
IV, Random, 95% CIl

5td. Mean Difference
IV, Random, 95% Cl

DEMMIS2009/2010 283 153 289 286 162 311 1000%

Total (95% CI) 289 31 100.0%
Heterogeneity: Mot applicable

Testfor averall effect Z=0.23{FP =032

-0.02 018, 0.14]

-0.02 [-0.18, 0.14]

N
Favours experimental Favours control

Antidepressant medication Short follow-up (medication use at 9-16 week

follow-up) - ITT analysis

Experimental Risk Ratio

Control

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

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup
DEMMIS2ZO09/2010 TR 349 7O 382 100.0% 110[0.82, 1.46]

Total (95% CI) 349 352 100.0% 1.10 [0.82, 1.46]

Total events TE 0

Heterogeneity: Mot applicable
Test for overall effect £=0.62 (P = 0.54)

Antenatal and postnatal mental health (update)

0102 05 1 0 2 5 10
Favours experimental Favours control
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Clinical evidence - forest plots

Antidepressant medication Short follow-up (medication use at 9-16 week

follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
DEMMIS2ZO09/2010 16 289 28 311 100.0% 059 [0.33,1.07] r
Total (95% CI) 289 M1 100.0% 0.59 [0.33,1.07] ~atl-
Total events 16 29
Heterogeneity: Mot applicable 'El_1 DTQ DTS i é 1|:|'

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

Favours experimental

Favours control

1.5.83Experience of care: Mother-infant relationship interventions versus

TAU/Enhanced TAU

Satisfaction with intervention Post-treatment (mean score at endpoint or

first measurement) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean SD Total Mean 5SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
FELKCWWITZ2008/2011/FEELEY 23723 48 231 24 a0 100.0% 0.25 014, 069
50 100.0% 0.25 [-0.14, 0.65]

Total (95% Cl) 48

Heterogeneity: Mot applicable
Testfor overall effect Z=1.25 (F=0.21)

T A T
Favours control Favours experimenta

Satisfaction with therapeutic alliance (empathetic) Post-treatment (mean
score at endpoint or first measurement) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
ZELKCWWITZ2008/2011/FEELEY 44 04 48 44 0.8 50 100.0% 0.00 [F0.40, 0.40]
50 100.0% 0.00 [-0.40, 0.40]

Total (95% Cl) 48

Heterageneity: Mot applicable
Test for overall effect Z=0.00 (F=1.00)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

1.5.84 Attrition: Structured psychological interventions (CBT or IPT)

versus TAU/Enhanced TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
AMMERMARMZ01 3420138 4 47 1 46 1.9% 3.891[0.45 3372
BURME2013/IPEAREONZ01 3B 2 18 5 18 3T% 0400039, 1.800 +
CHOZ008 2 12 3 15 33% 0B3[0.16, 4.21]
COOPERZODIMURRAYZ003 10 50 4 52 6.3% 260[0.87, 7.75] I
MILGROM2005 15 46 15 33 145% 072[0.41,1.25 — 1
MILGROM2011B 11 45 L] 23 104% 0.70[0.33,1.50 s
MORRELLZ009A2009B/2011 73 215 44 191 21.2% 1.47[1.07, 2.03] —=
MULCAHY2010 G 29 1 28 21% AT79[0.74, 45.11] +
OHARAZOOD 12 &0 ] 1] 9.9% 1.33 [0.61, 2.93] S e —
OMAHEMNZ2013B ] 30 4 25 G.6% 1.88 [0.6B, 5.37] R ———
FREMDERGASTZ001 il 17 il 20 Mot estimable
RAHMAMNZOOS a1 463 a4 440 20.0% 0.80[0.63,1.29] =
Total (95% CI) 1032 951 100.0% 1.14 [0.83, 1.55] o
Total events 1495 148
Heterageneity: Tau®=0.09; ChF=17.33, df=10 (P =007, F=42% 'D.1 sz D:ﬁ é é 1U'

Testfor averall sffect: 2= 0.82 {F = 0.41) Favours experimental Favours control

1.5.85 Attrition: CBT versus Relational Constructivist Therapy

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FINHEIROZ014 2 3z 2 28 100.0% 0.88[0.13,5.81]
Total (95% CI) 32 28 100.0% 0.88 [0.13, 5.81]
Total events 2 2

o102 08 10 2 5 10
Favours experimental Fawvours control

Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.14 (P = 0.849)

1.5.86 Attrition: IPT versus support group

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FIELDZ2013A 2 24 2 24 100.0% 1.00[0.14, 6.53]
Total (95% CI) 24 24 100.0% 1.00 [0.15, 6.53]
Total events 2 2

o102 08 10 2 5 10
Favours experimental Fawvours control

Heterogeneity: Mot applicahle
Testfor overall effect: £=0.00 (P =1.00)
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Clinical evidence - forest plots

1.5.87 Attrition: Facilitated self-help versus TAU

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MILGROM20114 24 71 30 72 5.3% 0.81[0.53,1.24]
OMAHEM 20134 281 462 286 448 93.9% 0.95[0.86, 1.09]
OMAHEM 2013C 4 1 ] 42 0.8% 0.81[017,1.87] —
Total (95% Cl) 574 562 100.0% 0.94 [0.85, 1.04] *
Total events 309 324
?et?;ngenmtyl:l T?fu :gflgl;éCBh|P=_1D.?212, df=2(P=042 F=0% '0.1 sz D!S i é 1IZI'
estior overall effect Z=1.23 (F=0.22) Favours experimental Favours control
1.5.88 Attrition: Listening visits versus TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
COOPERZOOIMURREAY2003 7 44 4 52 5.5% 1.90[0.59, 6.07] ]
MORRELLZO0GAZ009B/2011 a7 1849 44 181 69.2% 1.31[0.83,1.84] -
WIGGINE2005 18 183 6 548 29.3% 0.96[0.58,1.5849] T
Total {95% Cl) 420 791 100.0% 1.22 [0.93, 1.60]
Total ewents az 104
Heterogeneity: Tau®= 0.00; Chit=1.A7, df= 2 (P = 0.46); F= 0% f t t f t {
. B 01 0.2 0.5 2 5 10
Testfor overall effect Z=1.43 (F = 0.1%) Favours experimental Favours control
1.5.89 Attrition: Directive counselling versus TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
MILGROM2005 41 113 15 33 100.0% 0.80[0.81,1.25] —.—
Total (95% CI) 13 33 100.0% 0.80 [0.51,1.25] -l
Total events 41 15
e et =02 I B R
Bstfor overall effect 2= 0.99 (F = 0.32) Favours experimental Fawvours control
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Clinical evidence - forest plots

1.5.90 Attrition: Post-miscarriage counselling versus TAU/Enhanced TAU

Dropout

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MEUGEBALUERZO0G 2 10 2 9 234% 090016, 5.13] =
MIKCEVIC 2007 ] 34 ] 41 TEE% 0.79[0.20,2.07] ——
Total (95% Cl) 49 50 100.0% 0.81 [0.35, 1.89] —oi——
Total events a 10

0102 05

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 (P=0090), F=0% 1 £

Testfor overall effect: 2= 0.4 (F = 0.63) Favours experimental Favours control
1.5.91 Attrition: Post-traumatic birth counselling versus TAU
Dropout

Experimental Control Risk Ratio Risk Ratio

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

GAMBLEZ005 1] a0 1] 53 Mot estimable

Total (95% CI) 50 53 NHot estimable

Total events il il

Heterageneity: Mot applicable ID p DIQ DIS é é 1|:|=

Testior overall effect: Mot applicatle Fa'v'i:uurs-experirhental Favours contral
1.5.92 Attrition: Social support versus TAU
Dropout

Experimental Control Risk Ratio Risk Ratio

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

CHERZO00 4 34 1] 30 4 0% TO7[0.45, 142.21) *

DEMMIS2003 1] 20 1 22 3.4% 037 [0.02, 8.48) 4

DEMMIS200952010 A2 349 36 382 B2E% 1.46[0.98, 217) —.—

Total (95% CI) 403 404 100.0% 1.49 [0.83, 2.68] B

Total events Afi ar

Heterogeneity: Tau®= 0.06; Chi*=2.05, df=2 (P =0.35), F= 4% ID 1 D=2 DIS é é 1IZI=

Testfor averall effect: Z=1.33 (FP=018)
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Clinical evidence - forest plots

1.5.93 Attrition: Psychologically (CBT/IPT) - informed psychoeducation

versus TAU/Enhanced TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
ALSTIMZO0E A1 181 23 86 23.32% 1.19[0.80,1.75] T
BEERMARD 2011 G il ] 25 0.6% 1056[0.62 178.90] *
ELMOHANDES2008 102 452 28 461  47.4% 1181092, 1.87] -
GACZ01052012 ] 496 10 98 B.0% 0.92[0.39, 2.16] e E—
HAGAMNZOD4 2 1m i} 93 0.5% 4.845[0.24,93.82] *
HOMNEY2002 4 23 il 22 0DE% 863048 151.39] *
LEZ011 18 112 13 108 87% 1.30 [0.67, 2.52] e
LEUMG2012 7 78 2 T8 1.9% 3.50[0.75 16.332] *
SILVERETEINZOT1 il 25 2 25 045% 0.20[0.01,3.97] *
TANDOMNZ011/201 MENDELSON il 32 2 29 05% 018001, 364
TIMPARNOZ2011 ] 38 ] 33 43% 0.54 [0.20,1.50] I — —
ZLOTMICK2001 1 18 1 149 0.6% 1.06[0.07, 16.64] * +
ZLOTHICK 2008 7 53 G 46 4.3% 1.01 [0.37, 2.80] . —
Total (95% CI) 1250 1125 100.0% 1.17 [0.94, 1.45] »
Total events 222 144
Heterogeneity: Tauw®=0.01; ChF=12.58, df=12 (P = 0.40); F= 5% ID p Dlz DIE é % 1D=

Testfor overall effect: 2=1.43 (F=0.1%) Favours experimental Favours control

1.5.94 Attrition: Non-mental health-focused education and support versus

TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAAYAZOT 3 7 168 72 1B3 100.0% 096 [0.74A,1.22]
Total (95% CI) 168 163 100.0% 0.96 [0.75,1.22]
Total events 71 T2

0102 05 1 0 2 510
Favours experimental Favours control

Heterogeneity: Mot applicable
Testfor overall effect £=035(FP=0.73)

1.5.95 Attrition: Home visits versus TAU

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ARMSTROMNGT3959/20000FRASER 22 a0 21 91 16.4% 1.06 [0.63,1.79] I
DUGRAYIERZ01 3IGUEDENEY201 38 222 35 28 254% 1.07[0.70, 1.62] —m
ROMANZ009 7T 07 T3 308 5T.7% 1.05[0.80, 1.39] -
TAMAKIZ008 2 g 0 g 0.5% 5.00[0.27,591.52] +
Total (95% CI) 628 624 100.0% 1.07 [0.86, 1.32] P
Total events 1349 129
Heterogeneity, Tau®*=0.00; Chi*=1.10, df=3{(P=078) F=0% 'D.'l 052 055 i é 10'

Testfor overall effect 2= 0.58 (F = 0.56) Favours experimental Favours control
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Clinical evidence - forest plots

1.5.96 Attrition: Mother-infant relationship interventions versus

TAU/Enhanced TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% CI|
COOPERZODIMURREAY2O03 2 43 4 52 3.0% 0.60 [0.12, 3.14]
SALOMOMNSS0ON2011 2 40 3400 27% 067 [0.12 3.78]
SLEED2013 a4 YE 46 98 T0.2% 0.76 [0.54,1.07] -
YANDOESUMZ008/KERSTEMNALYVA 8 43 B 42 88% 1.30[0.49, 3.43] —
ZELKOWITZ2008/201 1/FEELEY 12 G0 11 Bl 15.2% 1.11[0.83, 2.32] —
Total {95% Cl) 282 294 100.0% 0.84[0.63,1.12] L ]
Total events a8 Ta
Heterogeneity, Tau®= 0.00; Chi*=1.88, df= 4 (P=0.76); F=0% f t f t f i
L ~ 01 032 05 2 5 10
Testior overall effect £=1.21 (F=0.22) Favours experimental Favours control
1.5.97 Attrition: Mother-infant relationship intervention with video
feedback versus mother-infant relationship intervention with
verbal feedback
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
BILEZTAZO012 4] 25 a 26 100.0% 0.87 [0.30, 2.44]
Total (95% CI) 25 26 100.0% 0.87 [0.30, 2.48]
Total events ] B
Heterageneity: Mot applicable 102 R : 0

Testfor overall effect 2= 0.27 (P =0.79)

Favours video Favours verbal

1.5.98 Attrition: Mother-infant relationship intervention (and guided self-
help) versus listening visits (and guided self-help)

Dropout

Experimental Control

Risk Ratio Risk Ratio

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

STEINZO0E 2 40 1 40 100.0% 2000019, 21.148]

Total {95% CI) 40 40 100.0% 2.00 [0.19, 21.18] e —
Total events 2 1

Heterogeneity: Mot applicable "1 03 o'z 3 z i

Testfor overall effect: Z=0.58 (P = 0.56)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

1.5.99 Attrition: Co-parenting intervention versus Enhanced TAU

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MISRIZ000 0 16 0 13 Mot estimable
Total (95% Cl) 16 13 Mot estimable
Total events a a
?etf;ngenmtyl:l N;t atpﬂllctahlel_ " "1 07 0 : L
eslior overall elecl Mot applicable Favours experimental Favours control

1.5.100 Attrition: Music therapy during birth versus TAU

Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
SiMALIZ014 g 71 11 70 100.0% 0.81 [0.36,1.83]
Total {95% Cl) 71 0 100.0% 0.81 [0.36, 1.83]
Total events 9 11
Heterogeneity: Mot applicahle =E| " E|=2 D=5 ] % é 1|Z|=
Testfor overall effect 2= 0.52 (P = 0.61) Favours experimental Fawvours control
1.5.101 Attrition: Psychosomatic intervention versus TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ORTIZCOLLADO2014 23 g2 34 g2 47.6% 0.681[0.43,1.08]
WEIDHER2010 25 46 23 46 52.4% 1.091[0.73, 1.61]
Total (95% CI) 138 138 100.0% 0.87 [0.54, 1.39]
Total events 48 a7
Heterogeneity: Tau®= 0.07, Chi®= 247 df=1(P=011), F=61% =D1 052 DIS ; é :IS 1D=
Testfor overall effect: Z=0.53 (P = 0.55) Favours experimental Fawvours control
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Clinical evidence - forest plots

1.5.102 Attrition: Mindfulness training versus Enhanced TAU
Dropout
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
GUARDINGCZ2014 4 24 3 23 100.0% 1.281[0.32,5.10]
Total (95% CI) 24 23 100.0% 1.28 [0.32, 5.10] ——e——
Total events 4 3
Heterogeneity: Mot applicahle f } } { } !
o _ 01 0.z 0.5 2 5 10
Testfor overall effect Z=0.35(F = 0.73) Favours experimental Favours control
1.5.103 Infant service use: Facilitated self-help versus TAU
Infant hospital Post-Treatment (service utilisation at endpoint) - ITT
analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OMAHEMNZ013C 14 41 21 47 100.0% 0.73[0.44,1.21] —
Total (95% CI) 41 42 100.0% 0.73 [0.44, 1.21] e 2
Total events 14 21
Heterogeneity: Mot applicahle 'IZI.1 sz DTS ﬁ é 1III'

Testfor overall effect £=1.22 (FP=0.2%)

Infant hospital Post-Treatment (service utilisation
case analysis

Favours experimental

Favours control

at endpoint) - Available

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
QOMAHEMZ013C 4 an ] 27 100.0% 0.60[0.19,1.90]
Total (95% CI) 30 27 100.0% 0.60 [0.19, 1.90] —eeg———
Total events 4 g
Heterogeneity: Mot applicahle 'El_1 DTQ DTS i é 1|:|'

Test for overall effect: £=0.87 (P = 0.349)

Infant hospital Post-Treatment (service utilisation

case analysis

Experimental Control Std. Mean Differen

Favours experimental Favours control

at endpoint) - Available

ce 5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
OMAHERZ201 3C 024 0499 . 0.38 1.35 27 100.0% -012 064, 0.40]
Total (95% CI) 30 27 100.0% -0.12 [-0.64, 0.40]

Heterageneity: Mot applicahle
Test for overall effect: 2= 044 (P = 0.66)
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Clinical evidence - forest plots

Infant service use: Listening visits versus TAU

1.5.104
Infant hospital Post-Treatment (service utilisation at endpoint) - ITT
analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
WIGGINS 2005 40 183 130 548 100.0% 0.92 [0.67, 1.26]
Total (95% CI) 183 548 100.0% 0.92 [0.67, 1.26]
Total events 40 130

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

Favours experimental

7 5 10

Favours control

o1 0z 05 1

Infant hospital Post-Treatment (service utilisation at endpoint) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 22 165 F0 482 100.0% 0.93 [0.60,1.458]
Total (95% CI) 165 488 100.0% 0.93 [0.60, 1.45]
Total events 22 T0

Heterogeneity: Mot applicable =IZI1 III=2 D=5 ] 1 R,
Testfor overall effect 2= 0.32 (P = 0.75) Favours experimental Fawvours control
Visit to AGE Post-Treatment (service utilisation measured at endpoint) -
ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS2005 70 183 209 548 100.0% 1.00[0.81,1.24]
Total {95% Cl) 183 548 100.0% 1.00 [0.81, 1.24]
Total events in 209
Heterogeneity; Mot applicable |D1 |:|=2 DIS ] é é 1|:|I
Testfor overall effect 2= 0.03 (F = 0.98) Favours experimental Favours control
Visit to AGE Post-Treatment (service utilisation measured at endpoint) -
Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 46 1449 123 462 100.0% 1.09[0.82,1.45]
Total {95% CI) 159 462  100.0% 1.09 [0.82, 1.45]
Total events a6 123
Heterogeneity: Mot applicable 501 |:|=2 DIS ] é é 1|:|I

Test for overall effect £=0.47 (P =0.47)
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Clinical evidence - forest plots

Visit to NHS health visitor at clinic Post-Treatment
past month] at endpoint) - ITT analysis

(service utilisation [in

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 7o 183 ME A48 100.0% 0.97 [0.79,1.20]
Total (95% CI) 183 548 100.0% 0.97 [0.79, 1.20]
Total events in 214
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect Z=0.23 (F = 0.81) Favours experimental Favours control

Visit to NHS health visitor at clinic Post-Treatment
past month] at endpoint) - Available case analysis

(service utilisation [in

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 A2 165 166 488 100.0% 0.99[0.F7,1.248]
Total (95% CI) 165 488 100.0% 0.99 [0.77,1.29]
Total events a2 1485

Heterogeneity: Mot applicable
Test for overall effect: £=0.06 (P = 0.95)

Favours experimental

2 5 10

Favours control

01 02 05 1

Visit from NHS health visitor at home Post-Treatment (service utilisation

[in past month] at endpoint) - by intervention

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 29 183 ¥ 948 100.0% 1.13[0.76, 1.67]
Total (95% CI) 183 548 100.0% 1.13 [0.76, 1.67]
Total events 24 T

Heterogeneity: Mot applicahle
Test for overall effect: £= 0.60 (P = 0.55)

Favours experimental

2 5
Favours control

0102 05 A 10

Visit from NHS health visitor at home Post-Treatment (service utilisation

[in past month] at endpoint) - by intervention

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 11 165 17 482 100.0% 1.91 [0.92, 4.00] 7
Total (95% CI) 165 488 100.0% 1.91 [0.92, 4.00] -enm——
Total events 11 17
Heterogeneity: Mot applicable =IZI ] III=2 D=5 é é 1III=
Testfor overall effect 2=1.72 (P = 0.08) Favours experimental Fawvours control
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Clinical evidence - forest plots

Visit to GP Post-Treatment (service utilisation [in past month] at endpoint)
- ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 a1 183 88 A48 100.0% 0.81 [0.68, 0.97]
Total (95% CI) 183 548 100.0% 0.81 [0.68, 0.97] : 2
Total events a1 299
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect £=2.28 (F = 0.02) Favours experimental Favours control

Visit to GP Post-Treatment (service utilisation [in past month] at endpoint)
- Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 f3 165 238 488 100.0% 0.78 [0.63, 0.97]
Total (95% CI) 165 488 100.0% 0.78 [0.63, 0.97] &P
Total events 63 239
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é 1|:|I
Testfor overall effect £=2.28 (F = 0.02) Favours experimental Favours control

Any medication Post-Treatment (medication use [in past week] at endpoint)
- ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 130 183 366 548 100.0% 1.06 [0.94,1.14]
Total (95% CI) 183 548 100.0% 1.06 [0.95, 1.19]
Total events 130 366
Heterogeneity: Mot applicable =IZI ] IZI= D=5 ] é é 1III=
Testfor overall effect 2=1.10 (P = 0.27) Favours experimental Fawvours control

Any medication Post-Treatment (past medication use measured at endpoint)
- by intervention

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 109 165 MO0 492 100.0% 1.05[0.92,1.149]
Total (95% CI) 165 492 100.0% 1.05[0.92,1.19]
Total events 1049 30
Heterogeneity: Mot applicable =IZI ] IZI= D=5 ] é é 1III=
Testfor overall effect 2= 0.72 (P = 0.47) Favours experimental Fawvours control
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Clinical evidence - forest plots

Antibiotics Post-Treatment (medication use [in past week] at endpoint) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 35 183 106 A48 100.0% 0.99[0.70,1.348]
Total (95% CI) 183 548 100.0% 0.99 [0.70, 1.39]
Total events 34 106
Heterogeneity: Mot applicable 'IZI_1 DTQ DTS 1- i é 1I:|'

Testfor overall effect 2= 0.06 (F = 0.35) Favours experimental Favours control

Antibiotics Post-Treatment (medication use [in past week] at endpoint) -
Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 17 165 a0 492 100.0% 1.01 [0.60,1.71]
Total (95% CI) 165 492 100.0% 1.01 [0.60, 1.71]
Total events 17 a0

Heterogeneity: Mot applicable 501 |:|=2 DIS ] 3} |
Testfor overall effect 2= 0.05 (F = 0.96) Favours experimental Favours control
Asthma medication Post-Treatment (medication use [in past week] at
endpoint) - ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2005 20 183 T6 548 100.0% 0.79[0.80,1.29] —
Total {95% Cl) 183 548 100.0% 0.79 [0.50,1.29] . -
Total events 20 Th
Heterogeneity: Mot applicable =IZI1 III=2 D=5 é é 1III=
Testfor overall effect 2=1.01 (P = 0.31) Favours experimental Fawvours control
Asthma medication Post-Treatment (medication use [in past week] at
endpoint) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2005 2 164 20 4892 100.0% 0.30[0.07,1.26] *
Total {95% Cl) 165 492 100.0% 0.30 [0.07, 1.26] = —
Total events 2 20
Heterogeneity: Mot applicable =IZI1 III=2 D=5 é é 1III=

Testfor overall effect 2=1.64 (P =0.10) Favours experimental Fawvours control
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Clinical evidence - forest plots

Skin ointment Post-Treatment (medication use [in past week] at endpoint) -
ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 41 183 178 A48 100.0% 069 [0.A1, 093]
Total (95% CI) 183 548 100.0% 0.69 [0.51, 0.93] <
Total events a1 178
Heterogeneity: Mot applicable 'El_1 DTQ DTS i é 1|:|'

Testfor overall effect Z=2.46 (F = 0.01) Favours experimental Favours control

Skin ointment Post-Treatment (medication use [in past week] at endpoint) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 23 165 122 492 100.0% 056 [0.37, 0.858]
Total (95% CI) 165 492 100.0% 0.56 [0.37, 0.85] -
Total events 23 122
Heterogeneity: Mot applicable l f f l J !
. _ 01 oz n.s 2 5 10
Testfor overall effect Z=2.76 (P = 0.006) Favours experimental Favours control
Visit to A&GE Long follow-up (service utilisation [in past month] at >24
week follow-up) - ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 67 183 186 548 100.0% 1.08 [0.86,1.35]
Total (95% CI) 183 548 100.0% 1.08 [0.86, 1.35]
Total events 67 186
e = 05 oz o5 1 3 b
Bstfor overall effect 2= 0.66 (P = 0.51) Favours experimental Fawvours control
Visit to AGE Long follow-up (service utilisation [in past month] at >24
week follow-up) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 g1 183 144 543 100.0% 1.27[0.949,1.63]
Total (95% CI) 183 548 100.0% 1.27 [0.99, 1.63] o
Total events fi1 144
Heterogeneity: Mot applicahle 'IZI.1 sz DTS ﬁ é 1III'

Testfor overall effect 2=1.88 (P = 0.08) Favours experimental Fawvours control
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Clinical evidence - forest plots

Visit to NHS health visitor at clinic Long follow-up (service utilisation [in
past month] at >24 week follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 23 145 52 486 100.0% 1.39[0.88, 2.18] N
Total (95% CI) 145 456 100.0% 1.39 [0.88, 2.19] -l
Total events 23 a2
Heterogeneity: Mot applicable 'El_1 DTQ DTS i é 1|:|'

Testfor overall effect £=1.43 (P =0.15)

Visit to GP Long follow-up (service utilisation [in p
follow-up) - ITT analysis

Favours experimental

Favours control

ast month] at >24 week

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 91 183 2T A48 100.0% 0.98 [0.83,1.16]
Total (95% CI) 183 548 100.0% 0.98 [0.83, 1.16]
Total events a1 277

Heterogeneity: Mot applicable
Test for overall effect £=0.19 (P = 0.85)

Favours experimental

2 5
Favours control

01 02 05 1 10

Visit to GP Long follow-up (service utilisation [in past month] at >24 week

follow-up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 a3 145 185 456 100.0% 0.90[0.71,1.15]
Total (95% CI) 145 456  100.0% 0.90 [0.71,1.15]
Total events A3 184
e = 040 oz o5 1 3 b
Bstior overall effect Z=0.85 (F = 0.40) Favours experimental Fawvours control
1.5.105 Infant service use: Home visits versus TAU
Infant hospital Post-Treatment (service utilisation at endpoint) - ITT
analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZO0F/CALDERAZDOT 83 174 106 185 100.0% 0.81 [0.66, 0.99]
Total (85% CI) 179 185 100.0% 0.81 [0.66, 0.99] Q
Total events a3 106
Heterogeneity: Mot applicable 501 DIE UIS 1 é :l: 1UI

Testfor averall effect £=2.07 (F =0.04)
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Clinical evidence - forest plots

Infant hospital Post-Treatment (service utilisation at endpoint) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT 35 131 88 137 100.0% 0.63[0.45, 0.89]
Total {95% CI) 131 137 100.0% 0.63 [0.45, 0.89] L 2
Total events 34 a3
Heterogeneity: Mat applicahble F f t t f {
o _ 01 02 0.5 2 5 10
Testfor overall effect: 2= 2.62 (F = 0.004) Favours experimental Favours control
Visit to AGE Post-Treatment (service utilisation measured at endpoint) -
ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT 154 1749 185 185 100.0% 1.03[0.94, 113
Total {95% CI) 179 185 100.0% 1.03[0.94,1.12]
Total events 154 145
Heterogeneity: Mot applicable I f } t t f {
o _ 01 02 s 1 2 5 10
Testfor overall effect: 2= 0.60 (F = 0.55) Favours experimental Favours control
Visit to AGE Post-Treatment (service utilisation measured at endpoint) -
Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007ICALDERAZOOT 106 131 107 137 100.0% 1.04 0892 117]
Total {95% CI) 131 137 100.0% 1.04 [0.92,1.17]
Total events 106 107
010z 05 1 2 5 10

Heterogeneity: Mot applicahle
Testfor averall effect Z= 0457 (F=0.57)

Favours experimental Favours control

Any medication Post-Treatment (past medication use measured at endpoint)

- Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
ARMSTROMNG1999/2000/FRASER 14 B8 8 TO 100.0% 1.80[0.81, 4.07] —
Total (95% CI) 68 70 100.0% 1.80 [0.81, 4.02] —ea—
Total events 14 8
é T

Heterogeneity, Mot applicahle
Testfor overall effect £=1.44 (F=01%)
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Clinical evidence - forest plots

1.5.106
versus TAU/Enhanced TAU

Infant service use: Mother-infant relationship interventions

Infant hospital Post-Treatment (service utilisation at endpoint) - ITT

analysis

Experimental Control Risk Ratio

Weight M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% Cl

Study or Subgroup Events Total Events Total
ZELKOWITZ2008:2011/FEELEY il &1l 26 61 100.0% 1.21[0.83,1.77]

Total {95% CI) 60 61 100.0% 1.21 [0.83,1.77]

Total events 3 26

Heterogeneity, Mot applicable
Test for overall effect 2= 099 (F=0.32)

0102 0§ 1

2 R
Favours experimental Favours control

Infant hospital Post-Treatment (service utilisation at endpoint) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY 17 46 14 49 100.0% 1.29[0.72 2.31] ]
Total {95% CI) 46 49 100.0% 1.29[0.72, 2.31] -
Total events 17 14
Heterogeneity, Mot applicable -0.1 sz El!ﬁ ﬁ :'5 1E|'

Test for overall effect 2= 0.87 (F =0.29)

Favours experimental Favours control

Contact with specialised healthcare services Post-Treatment (service

utilisation at endpoint) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY 46 &1l 39 61 100.0% 1.20 [0.495 1.52]
Total {95% CI) 60 61 100.0% 1.20 [0.95, 1.52]
Total events 46 39
e e 013 bidz o5 &t
estfor overall effect 2= 1.52 (P =013) Favours experimental Favours contral
Contact with specialised healthcare services Post-Treatment (service
utilisation at endpoint) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY 32 46 27 49 100.0% 1.26 (092 1.73]
Total {95% CI) 46 49 100.0% 1.26 [0.92, 1.73]
Total events 32 27
0102 08 10 2 5 10

Heterogeneity, Mot applicable
Test for overall effect Z=1.44 (F=0.159)
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Clinical evidence - forest plots

Contact with developmental/rehabilitation specialist Post-Treatment

(service utilisation at endpoint) - ITT analysis

Favours experimental Control Risk Ratio

Risk Ratio

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

FELEOWITZ2008/2011/FEELEY 44 4] 42 61 100.0% 1.07 [0.85, 1.34]

Total {95% CI) 60 51 100.0% 1.07 [0.85,1.34]

Total events 44 42

Heterogeneity: Mot applicahle f t f T ) f {

AR ~ 010z 05 1 2 5 10

Testfor overall effect Z=0.54 (F = 0.59) Favours experimental Favours control
Contact with developmental/rehabilitation specialist Post-Treatment
(service utilisation at endpoint) - Available case analysis

Favours experimental Control Risk Ratio Risk Ratio

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

ZELEOWITZ2008/2011/FEELEY 30 46 a0 49 100.0% 1.07 [0.78,1.45]

Total (95% CI) 46 49 100.0% 1.07 [0.78, 1.45]

Total events a0 a0

Heterogeneity: Mot applicable e e pa—

Testfor overall effect Z=0.40 (P = 0.65)

Favours experimental Favours control

Any medication Post-Treatment (medication use [in past week] at endpoint)

- ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY a1 &1l 45 61 100.0% 1.15[0.96,1.38]
Total {95% CI) 60 61 100.0% 1.15[0.96, 1.38]
Total events a1 45

Heterogeneity, Mot applicable
Test for overall effect Z=1.51 (F=0.13)

0102 08 1 2 5

Favours experimental Favours control

10

Any medication Post-Treatment (past medication use measured at endpoint)

- Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY ar 46 33 49 100.0% 119094 1.52]
Total {95% CI) 46 49 100.0% 1.19 [0.94, 1.52]
Total events kn 33

Heterogeneity, Mot applicable
Test for overall effect Z=1.44 (F=0.159)
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Clinical evidence - forest plots

Surgery Post-Treatment (service utilisation at endpoint) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY 20 &1l 19 49 100.0% 0.86 [0.562 1.42]
Total {95% CI) 60 49 100.0% 0.86 [0.52, 1.42]
Total events 20 19
Heterogeneity: Mot applicable =D1 DI2 EIIE i é :IS 1E|=
Testfor overall effect. 2= 0.59 (P = 0.55) Favours experimental Favours control
Surgery Post-Treatment (service utilisation at endpoint) - Available case
analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY B 46 7 49 100.0% 0.91[0.33, 2.52]
Total {95% CI) 46 49 100.0% 0.91 [0.33, 2.52]
Total events G 7
0102 05 1 2 5 10

Heterogeneity, Mot applicable
Test for overall effect 2= 018 (F = 0.86)

Oxygen therapy Post-Treatment (service utilisation at endpoint) - ITT

Favours experimental

Favours control

analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY 16 &1l 14 61 100.0% 116 [0.62, 217]
Total {95% CI) 60 61 100.0% 1.16 [0.62, 2.17]
Total events 16 14

Heterogeneity, Mot applicable
Test for overall effect 2= 047 (F = 0.64)

01 02

05

Favours experimental

1

2

5

10

Favours control

Oxygen therapy Post-Treatment (service utilisation at endpoint) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ZELKOWITZ2008:2011/FEELEY 2 46 2 49 100.0% 1.07 (016, 7.25]
Total {95% CI) 46 49 100.0% 1.07 [0.16, 7.25]
Total events 2 2
Heterogeneity: Mot applicable =D1 DI2 EIIE i é :IS 1E|=
Testfor overall effect. 2= 0.06 (P = 0.85) Favours experimental Favours control
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Clinical evidence - forest plots

1.5.107 Infant physical health: Structured psychological interventions
(CBT or IPT) versus TAU/Enhanced TAU

Underweight Post-treatment (underweight at endpoint or first measurement)
- ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAHMAMZOOS 8 463 ME 440 100.0% 0.95[0.87,1.03]
Total (95% CI) 463 440 100.0% 0.95[0.87,1.03]
Total events 318 38
Heterageneity: Mot applicahle =IZI ] I:|=2 D=5 ] é é 1III=
Testfor overall effect 2=1.18 (P = 0.24) Favours experimental Fawvours control

Underweight Post-treatment (underweight at endpoint or first measurement)
- Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAHMARZO0E 245 360 223 345 100.0% 0.92[0.82, 1.04]
Total (95% CI) 360 345 100.0% 0.92 [0.82,1.04]
Total events 214 223
Heterogeneity: Mot applicable ID ] Dl DIS ] é é 1|:|I
Testfor overall effect Z=1.34 (F = 0.18) Favours experimental Favours control

Weight-for-age Post-treatment (mean z score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
RAHMANZOOS -203 1.01 360 -216 1.03 345 100.0% 0.13[-0.02, 0.28]
Total (95% CI) 360 345 100.0% 0.13 [-0.02, 0.28]
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 2= 1.69 (F = 0.09) Favours control Favours experimenta

Stunted height Post-treatment (short-for-age at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAHMAMZO0S 169 463 176 440 100.0% 0.91[0.F7,1.08]
Total (95% CI) 463 440 100.0% 0.91 [0.77, 1.08]
Total events 164 176
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect Z=1.08 (F = 0.28) Favours experimental Favours control
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Clinical evidence - forest plots

Stunted height Post-treatment (short-for-age at endpoint or first
measurement) - Available case analysis

Favours experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAHMANZO0S 66 360 81 345 100.0% 0.78[0.58, 1.04]
Total (95% CI) 360 345 100.0% 0.78 [0.58, 1.04] g
Total events 13} a1
Heterogeneity: Mot applicable I } } } } |
T B 01 02 n.s 2 5 10
Testfar overall effect: Z=1.67 (P = 0.08) Favours experimental Favours control
Height-for-age Post-treatment (mean z score at endpoint or first
measurement) - Available case analysis
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
RAHMANZO03 -1 1.0 360 136 147 345 100.0% 0.24 [0.09, 0.38]
Total (95% CI) 360 345 100.0% 0.24 [0.09, 0.39] L
Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect: 7= 3.13 (F = 0.002) Favours control Favours experimenta
Diarrhoea Post-treatment (=>1 diarrhoea episodes [in past 2 weeks] at
endpoint or first measurement) - ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAHMARZO0E 2149 463 244 440 100.0% 0.85[0.74, 0.97]
Total (95% CI) 463 440 100.0% 0.85[0.75, 0.97] &
Total events 214 244
4 -0 CECEC I N R
estfor overall effect Z=2.44 (F = 0.01) Favours experimental Favours control
Diarrhoea Post-treatment (=>1 diarrhoea episodes [in past 2 weeks] at
endpoint or first measurement) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
RAHMARZO0E 116 360 148 345 100.0% 0.74 [0.62, 0.90]
Total (95% CI) 360 345 100.0% 0.75[0.62, 0.90] &
Total events 116 1449
Heterogeneity: Mot applicahle f } } f } i
o _ n1 oz 04 2 5 10
Testfor overall effect 2= 2.98 (P = 0.003) Favours experimental Fawvours control
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1.5.108 Infant physical health: IPT versus support group

Gestational age Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

IPT Support group Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
FIELDZ20134A ar 4ar 22382 21 22 100.0% -0.30 [-0.89, 0.30]
Total (95% CI) 22 22 100.0% -0.30 [-0.89, 0.30]
Heterogeneity; Mot applicable 54 52 1 é ji
Testfor overall effect £ =098 (F=0.33) Favours IPT Favours support gro

Birth weight Post-treatment (mean score at endpoint or first measurement) -
Available case analysis

IPT Support group 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
FIELDZ201 3A 249509 10242 22 30178 4565 22 100.0% -0.08 [-0.67, 0.41]
Total (95% CI) 22 22 100.0% -0.08 [-0.67, 0.51]
Heterogeneity: Mot applicable 54 52 : é i
Test for overall effect Z=0.27 (P=0.78) Favours IPT Favours support gro

1.5.109 Infant physical health: Listening visits versus TAU

Ill health Post-treatment (maternal concerns about child health at endpoint
or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 60 183 26 548 100.0% 0.83[0.66,1.05]
Total (95% CI) 183 548 100.0% 0.83 [0.66, 1.05]
Total events Al s
Heterageneity: Mot applicahle =IZI ] I:|=2 D=5 ] é é 1III=
Testfor overall effect 2=1.96 (P =0.12) Favours experimental Fawvours control

Il health Post-treatment (maternal concerns about child health at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 ag 162 166 488 100.0% 0.74[0.86,1.02]
Total (95% CI) 162 488 100.0% 0.75[0.56, 1.02] 4
Total events 34 166
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é 1|:|I
Testfor overall effect Z=1.84 (F = 0.07) Favours experimental Favours control
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1.5.110 Infant physical health: Social support versus TAU

Infant cortisol levels Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Control 5td. Mean Difference Std. Mean Difference

Experimental
IV, Random, 95% Cl

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl

LETOURMEAUZO11 272 1.68 9 233 11 14 100.0% 0.28 [F0.56,1.12]

Total {95% Cl) 9 14 100.0% 0.28 [-0.56,1.12]

Heterogeneity: Mot applicable 54 52 3 é i
Testfor overall effect 7 = 0.65 (P = 0.52) Favours experimental Favours control

1.5.111 Infant physical health: Psychologically (CBT/IPT) - informed
psychoeducation versus TAU/Enhanced TAU

Infant stress Post-treatment (mean score at endpoint or first measurement) -
Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MUMNOZ200FURIZAR 2011 0.3 2orx 24 253 182 22 100.0% 0.25[-0.33, 0.83]
Total {(95% CI) 24 22 100.0% 0.25[-0.33, 0.83]
Heterogeneity: Mot applicakle I4 I2 p é i
Testfor overall effect 2= 0.8 (F = 0.40) Favours experimental Favours control

Infant cortisol levels Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MUMNOZ200FURIZAR 2011 084 048 24 086 0.39 24 100.0% -0.27 [-0.82,0.27]

Total {(95% CI) 24 29 100.0% -0.27 [-0.82, 0.27]

Heterageneity: Mot applicable |4 |2 5 é i
Testfor overall effect 2= 0.98 (F = 0.32) Favours experimental Favours control

Infant cortisol levels Long follow-up (mean score at >24 week follow-up) -
Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MUROZ2007RIZAR 2011 076 04 24 082 081 27 100.0% -011 [-0.68, 0.47]
Total (95% CI) 24 22 100.0% -0.11 [-0.69, 0.47]
Heterageneity: Mot applicable 54 52 p é 4:1
Testfor overall efiect 2= 0.36 (F = 0.72) Favours experimental Fawvours control
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1.5.112

Infant physical health: Mother-infant relationship

intervention (and guided self-help) versus listening visits (and

guided self-help)

Weight-for-age Post-treatment (mean z score at endpoint or first

measurement) - Available case analysis

Std. Mean Difference
IV, Random, 95% CI|

Experimental Control

Std. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Mean 5D Total Mean 5D Total Weight
STEINZO06 011 11 38 023 043 39 100.0% -0.12 [F0.56, 0.33]
Total (95% CI) 38 39 100.0% -0.12 [-0.56, 0.33]

Heterogeneity: Mot applicable
Test for overall effect: £=0.51 {P=0.61)

1.5.113

-4 -2 0 2 4
Favours listening visits Favours mother-infant

Infant physical development: CBT versus listening visits

Infant motor development Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Std. Mean Difference

Std. Mean Difference

CBT Listening visits
Study or Subgroup  Mean 5D Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
HAYDEMZ2012 916 13 20 B89 11.3 14 100.0% 0.21 [-0.47, 0.90]
Total (95% CI) 20 14 100.0% 0.21 [-0.47, 0.90]

Heterogeneity: Mat applicahle
Testfor overall effect £= 061 (F =054}

1.5.114

-4 -2 Il 2 4
Favours Listening visits Favours CBT

Infant physical development: Listening visits versus TAU

Infant eating habits Post-treatment (maternal concerns at endpoint or first

measurement) - ITT analysis

Experimental Control Risk Ratio

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl
WIGGINS 2004 g1 183 202 548 100.0% 0.90[0.72,1.14]

Total (95% CI) 183 548 100.0% 0.90[0.72,1.14]

Total events fi1 202

Heterogeneity: Mot applicahle
Testfor overall effect £=0.85 (P = 0.40)
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Infant eating habits Post-treatment (maternal concerns at endpoint or first

measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 il 143 102 448 100.0% 065 [0.42, 0.98]
Total (95% CI) 143 448 100.0% 0.65[0.42, 0,99] i
Total events 21 102
e e = 00 biaz o5 1 3t
estfor overall effect 2= 2.00 (F = 0.05) Favours experimental Favours control
Infant sleeping habits Post-treatment (maternal concerns at endpoint or
first measurement) - ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 Ak 183 168 A48 100.0% 1.06[0.82,1.36]
Total (95% CI) 183 548 100.0% 1.05[0.82, 1.36]
Total events a6 1469
Heterogeneity: Mot applicable 'El_1 DTQ DTS 1- i é 1|:|'

Test for overall effect: £=0.41 (P = 0.68)

Favours experimental

Favours control

Infant sleep problems Post-treatment (maternal report at endpoint or first

measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 16 143 a4 442 100.0% 0.85[0.81,1.43]
Total (95% CI) 143 448 100.0% 0.85[0.51, 1.43]
Total events 16 A9

Heterogeneity: Mot applicahle
Testfor overall effect £=0.62 (F = 0.54)

1.5.115

Favours experimental

05 1 2 5
Favours control

01 02 10

Infant physical development: Home visits versus TAU

Infant motor development Post-treatment (below threshold at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007ICALDERAZOOT T2 179 87 185 100.0% 0.86 [0.68, 1.08]
Total {95% CI) 179 185 100.0% 0.86 [0.68, 1.08]
Total events 72 a7

Heterogeneity: Mot applicahle
Testfor averall effect Z=1.30{F =0.19)
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Infant motor development Post-treatment (below threshold at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT 19 126 25 123 100.0% 074043 1.28] —
Total {95% CI) 126 123 100.0% 0.74 [0.43,1.28] B
Total events 14 24
Heterageneity: Mat applicable 102 o' 3 i

Test for overall effect Z=1.08 (F=0.28)

Favours experimental Favours control

Infant feeding problems Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
ARMSTROMNGT 999/2000/F RASER 228 176 68 178 229 70 100.0% 0.20[-0.14,0.83]

Total (95% CI) 68 70 100.0% 0.20 [-0.14, 0.53]

Heteroneneity: Mot applicable I4 I2 ﬁ é i
Testfor overall effect: 2= 1.15 (P =0.25) Favours control  Favours experimenta

Infant sleep problems Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
ARMSTROMGT999/2000(FRASER 261 303 B8 21 251 70 1000% 0.8 [0.15, 0.57]
Total (95% CI) 68 70 100.0% 0.18 [-0.15, 0.52]

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.07 (F=0.28)

1.5.116
interventions versus TAU/Enhanced TAU

2 4
Favours experimenta

YT
Favours control

Infant physical development: Mother-infant relationship

Infant motor development Post-treatment (mean score at endpoint or first

measurement) - Available case analysis

Experimental Control

5td. Mean Difference

Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
ZELEOWITZZ0020201 1/FEELEY 96 16 46 979 157 a0 100.0% -012[-0.52,0.28]

Total (95% CI) 46 50 100.0% 012 [-0.52, 0.28]

Heterogeneity: Mot applicable I4 I2 3 é ji
Test for overall effect: Z= 0.58 (P = 0.58) Favours control Favours experimenta
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1.5.117
(controlled crying) versus TAU

Infant physical development: Infant sleep training

Infant sleep problems Post-treatment (maternal report at endpoint or first

measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
HISCQCK2002 T 33 20 33 413% 035017, 0.71] ——
HISCOCKZ0072008 34 63 43 B0 58.7% 0.75[0.57, 0.949] —
Total (95% CI) 96 93 100.0% 0.55 [0.25,1.19] e
Total events 41 63
Heterogeneity Tau®= 0.25; Chi®= 4.23, df=1 (P = 0.04); IF= T6% 1032 0% ) 0

Test for overall effect: £=1.82(F=013)

Favours experimental

Favours control

Infant sleep problems Short follow-up (maternal report at 9-16 week follow-

up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
HISCQCK2002 ih! 32 16 0 241% 0.64 [0.36, 1.16] — &
HISCOCKZ0072008 30 B4 36 58 THA% 0.76[0.54,1.08] -
Total (95% CI) 96 88 100.0% 0.73 [0.55, 0.97] <
Total events 41 hl
Heterogeneity Tau®= 0.00; Chi®= 022, df=1 (P = 0.64); F=0% 1032 0% ) 0

Test for overall effect: £=218 (F=0.03)

Favours experimental

Favours control

Infant sleep problems Long follow-up (maternal report at >24 week follow-

up) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HISCOCK20072008 ] 143 42 1208 100.0% 0.84 [0.58,1.21]
Total (95% Cl) 143 129  100.0% 0.84 [0.58, 1.21]
Total events 38 42
T o -0 R N
estior overall effect: Z=0.95 (F=0.34) Favours experimental Favours control
1.5.118 Infant cognitive development: CBT versus listening visits
Infant cognitive development Post-treatment (mean score at endpoint or
first measurement) - Available case analysis
CBT Listening visits Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
HAYDEMZ2012 961 7.3 20 924 3.9 14 100.0% 0.59[-0.11,1.24]
Total {95% Cl) 20 14 100.0% 0.59 [-0.11,1.29] .
Heterogeneity: Mot applicable 14 12 3 é i
Testfor overall effect: Z=1.65 (F=0.10) Favours Listening visits Favours CBT
222
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1.5.119 Infant cognitive development: Listening visits versus TAU

Infant cognitive development Post-treatment (maternal concerns/below
threshold at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 29 183 943 548 100.0% 0.93[0.64,1.37]
Total (95% CI) 183 548 100.0% 0.93 [0.64, 1.37]
Total events 24 93
Heterageneity: Mot applicahle =IZI ] I:|=2 D=5 ] é é 1III=
Testfor overall effect 2= 0.35 (P = 0.73) Favours experimental Fawvours control

Infant cognitive development Post-treatment (maternal concerns/below

threshold at endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 a 162 23 472 100.0% 1.03[0.47,2.25]
Total (95% CI) 162 478 100.0% 1.03 [0.47, 2.25]
Total events 8 23
Heterageneity: Mot applicahle =IZI ] I:|=2 D=5 ] é é 1III=
Testfor overall effect 2= 0.06 (P = 0.95) Favours experimental Fawvours control

Infant verbal development Post-treatment (maternal concerns at endpoint or

first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 49 183 166 A48 100.0% 0.88 [0.67,1.16]
Total (95% CI) 183 548 100.0% 0.88 [0.67, 1.16]
Total events a4 166
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect 2= 088 (F = 0.37) Favours experimental Favours control

Infant verbal development Post-treatment (maternal concerns at endpoint or

first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WM-H, Random, 95% Cl N-H, Random, 95% Cl
WIGGINGS 2005 g 143 66 448 100.0% 0.43[0.22, 0.84]
Total (95% CI) 143 448 100.0% 0.43[0.22, 0.84] -
Total events 9 313
Heterogeneity: Mot applicable ID ] |:|=2 DIS é é 1|:|I
Testfor overall effect Z=2.48(F = 0.01) Favours experimental Favours control
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1.5.120 Infant cognitive development: Social support versus TAU

Infant cognitive development Post-treatment (mean score at endpoint or
first measurement) - Available case analysis

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
LETOURMEALUZOT 97.4 122 21 1002 136 27 100.0% -0.21 [[0.78, 0.36]
Total (95% CI) 21 27 100.0% -0.21 [-0.78, 0.36]
Heterogeneity: Mot applicable 54 52 3 é j‘
Testfor overall effect 2= 0.73 (F = 0.47) Favours control  Favours experimenta

1.5.121 Infant cognitive development: Home visits versus TAU

Infant cognitive development Post-treatment (maternal concerns/below
threshold at endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007ICALDERAZOOT 106 179 126 185 100.0% 087 [0.74,1.02
Total {95% CI) 179 185 100.0% 0.87 [0.74,1.02]
Total events 106 126
Heterogeneity: Mot applicable I f t T I I {
Testfor averall effect Z=1.75 {F = 0.08) 0.1 0.2 0.5 1 - 5 10

Favours experimental Favours control

Infant cognitive development Post-treatment (maternal concerns/below
threshold at endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007ICALDERAZOOT 53 126 G4 123 100.0% 0.81 [0.62,1.08]
Total {95% CI) 126 123 100.0% 0.81 [0.62, 1.05]
Total events a3 64
Heterogeneity: Mot applicable I f t T I I {
Testfor averall effect Z=1.587 (F=0.12) 0.1 0.2 0.5 1 - 5 10

Favours experimental Favours control
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1.5.122 Infant cognitive development: Mother-infant relationship
interventions versus TAU/Enhanced TAU

Infant cognitive development Post-treatment (mean score at endpoint or

first measurement) - Available case analysis
5td. Mean Difference Std. Mean Difference

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
ZELEOWITZ200802011/FEELEY 1036 14.2 46 1027 1241 50 100.0% 0.07 [0.33,0.47]
Total {95% Cl) 46 50 100.0% 0.07 [0.33,0.47]
Heterogeneity: Mot applicable I4 I2 3 é ji
Testfor overall effect: Z=0.33 (P = 0.74) Favours control Favours experimenta

Infant verbal development Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
WANDOESUM2Z008/KERSTEMALYA  104.68 3.54 29 10352 354 29 39.6% 0.32[-0.20,0.84]
ZELKOWITZ2008/201 1JFEELEY 936 107 46 941 11 50  BO.4% -0.05[-0.45, 0.35]
Total (95% CI) 75 79 100.0% 0.10 [-0.25, 0.45]
Heterogeneity: Tau?= 0.01; Chi*=1.22, df= 1 {P=0.27); F=18% 54 N b é i
Testfor overall effect Z= 0.56 (P = 0.58) Favours control  Favours experimenta

1.5.123 Infant emotional development: Social support versus TAU

Infant 'difficult' temperament Post-treatment (maternal-rated mean score at
endpoint or first measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
LETOURKEAUZO1T1 7?2 208 23 EBAB 182 28 100.0% 0.33[-0.23, 0.88]
Total (95% CI) 23 28 100.0% 0.33 [-0.23, 0.88]
Heterogeneity: Mot applicable 54 52 3 é j‘
Testfor overall effect 2=1.15 (F=0.25) Favours experimental Favours control
1.5.124 Infant emotional development: Home visits versus TAU

Infant externalising Post-treatment (symptomatology - above threshold at
endpoint or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007ICALDERAZOOT 76 179 a0 185 100.0% 087 [0.70,1.09]
Total {95% CI) 179 185 100.0% 0.87 [0.70,1.09]
Total events 7B a0
Heterogeneity: Mot applicable =D1 DI2 UIS 1 é % 1UI
Testfar overall effect: 2= 1.18 (F = 0.24) Favours experimental Favours control
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Infant externalising Post-treatment (symptomatology - above threshold at
endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT 23 126 28 123 100.0% 0800049 1.31]
Total {95% CI) 126 123 100.0% 0.80 [0.49,1.31]
23 28

Total events
Heterageneity: Mat applicable
Test for overall effect Z=0.88 (F=0.38)

Infant internalising Post-treatment (symptomatology
endpoint or first measurement) - ITT analysis

2 5 10

0102 05 1

Favours experimental Favours control

- above threshold at

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT 69 1749 88 185 100.0% 0.81 [0.64, 1.03]
Total {95% CI) 179 185 100.0% 0.81 [0.64,1.03]
a2] a8

Total events
Heterageneity: Mat applicable
Test for overall effect Z=1.72 (F=0.08)

5 10

010z 05 1 2

Favours experimental Favours control

Infant internalising Post-treatment (symptomatology - above threshold at
endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAN2007ICALDERAZOOT 16 126 26 123 100.0% 0.60[0.34, 1.06] r
Total {95% CI) 126 123 100.0% 0.60 [0.24, 1.06] B =
Total events 16 26
Heterogeneity: Mot applicable I f t I I {
o _ 01 02 0.5 2 5 10
Testfar overall effect: 2= 1.75 (F = 0.08) Favours experimental Favours control
Infant social withdrawal Post-treatment (symptomatology - above
threshold at endpoint or first measurement) - ITT analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CIl
DUGRAVIER 201 JIGUEDENEY201 sz} 222 T 28 100.0% 0.86 [0.66, 1.12]
Total (95% CI) 222 218 100.0% 0.86 [0.66,1.12]
Total events k] 4
Heterogeneity: Mat applicable I } } T } } |
T _ 01 0.2 s 1 2 5 10
Testfor overall efiect 2=1.14 (F = 0.25) Favours experimental Favours control
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Infant social withdrawal Post-treatment (symptomatology - above
threshold at endpoint or first measurement) - Available case analysis

Experimental Control Risk Ratio

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
DUGRAVIER 201 3IGUEDEMNEY201 kil 184 44 183 100.0% 0.70[0.46, 1.06] r

Total (95% CI) 184 183 100.0% 0.70 [0.46, 1.06] e

Total events N 44

Heterogeneity: Mot applicable T o' g PR

Testfor overall effect Z=1.69 (P=0.03

Infant social withdrawal Post-treatment (mean score
measurement) - Available case analysis

Favours experimental Favours control

at endpoint or first

Std. Mean Difference

Experimental Control 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
DUGRAVIERZ01 JGUEDENEY2O1 33 34 TE 33 44 24 100.0% 0.00 031, 0.31]
76 84 100.0% 0.00 [-0.31, 0.31]

Total (95% CI)
Heterogeneity: Mat applicable
Testfor averall effect 2= 0.00 (P =1.00;

1.5.125
interventions versus TAU/Enhanced TAU

-4 -2 0 2 1
Favours experimental  Favours control

Infant emotional development: Mother-infant relationship

Infant adaptive behaviour Post-treatment (treatment response at endpoint

or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Toial Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
SALOMORNSSOMNZ2011 ] 40 7 40 100.0% 1.29[0.53, 3.17]
Total (95% Cl) 40 40 100.0% 1.29[0.53, 3.12] ——otfii—
Total events g 7
Heterogeneity: Mot applicable "1 07 05 7 10

Test for overall effect £=0.56 (F = 0.58)

Favours experimental Favours control

Infant adaptive behaviour Post-treatment (treatment response at endpoint

or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
SALOMONSSON2011 ] a8 T A7 100.0% 1.25([0.52, 3.01]
Total (95% CI) 38 3T 100.0% 1.25[0.52, 3.01]
Total events g T
Heterogeneity: Mot applicable I f } T t t i

o _ 01 0z s 1 2 5 10
Testfor overall effect 2= 0.50 (P = 0.62) Favours experimental Favours control
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Infant adaptive behaviour Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SALOMOMSSOM2011 1 072 38 114 0OF 37 Al4% -0.20 [-0.65, 0.26]
WARDOESUMZO08KERSTEMALYA 14 0728 3\ 122 03 36 49.6% 061 [014,1.09] b
Total (95% CI) 73 73 100.0% 0.21 [-0.59, 1.00]

o0 2 4

Heterogeneity: Taur=0.27; Ch*=4878,df =1 {(P=002); F=83% 54 N
Favours control  Favours experimenta

Test for overall effect £=0.51 (F =061}

Infant externalising Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% C|
WANDOESUMZO0BIKERSTEMNALYVA 06 0349 3\ 0487 03 36 100.0% 0.09 [-0.38, 0.55]
Total (95% Cl) 35 36 100.0% 0.09 [-0.38, 0.55]
Heterogeneity; Mot applicable 54 52 1 é 31
Testfor overall effect =038 (P =0.72) Favours experimental Favours control

Infant internalising Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
VANDOESIUMZO08/KERSTERALYA 045 0.23 35 039 016 36 100.0% 0.30 017, 0.77]
Total (95% CI) 35 36 100.0% 0.30 [-0.17,0.77]
Heterogeneity: Mot applicable I4 I2 1 é ji
Testfor overall effect: Z=1.26 (P = 0.21) Fawours experimental Favours control

Infant dysregulation Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% Cl IV, Random, 95% CI
VANDOESUMZO008MKERSTEMALVA 046 026 35 048 026 36 100.0% -0.08 [-0.54, 0.39]
Total (95% CI) 35 36 100.0% -0.08 [-0.54, 0.39]
Heterogeneity: Mot applicable 54 52 1 % i
Testfor overall effect: 2= 0.32 (P = 0.75) Favours experimental Favours control

Infant self-esteem Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
VANDOESUMZO008MKERSTEMALVA 418 0249 29 374 0249 29 100.0% 1.46 [0.83, 2.05]
Total (95% CI) 29 29 100.0% 1.46 [D.88, 2.05] ‘
Heterogeneity: Mot applicable 54 52 1 % i
Test for overall effect £=4.91 (P = 0.00001} Favours control  Favours experimenta
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Infant externalising Very long Follow-up (mean score at >104 week follow-

up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
VANDOESUMZO08/KERSTEMNALYA 4051 Z.06 29 508 208 29 100.0% -0.14 [-0.65, 0.38]
Total (95% CI) 29 29 100.0% -0.14 [-0.65, 0.38]
Heterogeneity: Mot applicable 54 iz 3 152 ji
Testfor overall effect Z=10.53 (P = 0.60) Favours experimental Favours control

Infant internalising Very long Follow-up (mean score at >104 week follow-

up) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
VANDOESUMZ0DB/KERSTENALYA 534 206 29 4067 206 28 100.0% 179 [1.17, 2.40]
Total (95% CI) 29 29 100.0% 1.79[1.17, 2.40] ‘
Heterogeneity: Mot applicable 54 iz 3 152 ji
Test for overall effect Z= 563 (P = 0.00001) Favours experimental Favours control

1.5.126 Infant emotional development: Infant sleep training
(controlled crying) versus TAU

Infant externalising Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
HISCOCK2Z00712008 488 91 142 492 93 126 1000% 0.07 [-017,0.31]
Total {95% CI) 142 126 100.0% 0.07 [-0.17, 0.31]
Heterogeneity: Mot applicable 54 52 3 é j‘
Testfar overall effect Z=0.53 (F = D.6D) Favours experimental Favours control

Infant internalising Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
HISCOCK2007/2008 465 92 142 463 10 126 100.0% 0.02[-0.22 0.26]
Total {(95% CI) 142 126 100.0% 0.02 [-0.22, 0.26]
Heterogeneity: Mot applicable I4 I2 5 % jl
Testfar overall effect: Z=0.17 (P = 0.88) Favours experimental Favours control
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1.5.127 Prevention of neglect or abuse of the infant: Listening visits
versus TAU

Child injury Post-treatment (Injury requiring medical attention at endpoint
or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINS 2004 43 183 128 548 100.0% 1.01 [0.74,1.36]
Total (95% CI) 183 548 100.0% 1.01 [0.74, 1.36]
Total events 43 128
Heterageneity: Mot applicahle =IZI ] I:|=2 D=5 ] é é 1III=
Testfor overall effect 2= 0.04 (P = 0.97) Favours experimental Fawvours control

Child injury Post-treatment (Injury requiring medical attention at endpoint
or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 24 164 A7 487 100.0% 1.06 [0.69, 1.64]
Total (95% CI) 164 487 100.0% 1.06 [0.69, 1.64]
Total events 24 67
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect 2= 0.28 (F = 0.78) Favours experimental Favours control

Child injury Long follow-up (Injury requiring medical attention at >24 week
follow-up) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIGGINGS 2005 a5 183 138 A48 100.0% 119092, 1.558]
Total (95% CI) 183 548 100.0% 1.19[0.92, 1.55]
Total events a4 138
Heterogeneity: Mot applicable ID ] |:|=2 DIS ] é é 1|:|I
Testfor overall effect Z=1.31 (F = 0.19) Favours experimental Favours control

Child injury Long follow-up (Injury requiring medical attention at >24 week
follow-up) - by intervention

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
WIGGINS 2005 12 144 41 451 100.0% 0.91 [0.49, 1.68]
Total {95% Cl) 145 451 100.0% 0.91 [0.49, 1.68]
Total events 12 41
Heterogeneity: Mot applicahle =E| " E|=2 D=5 ] % é 1|Z|=
Testfor overall effect 2= 0.30 (P = 0.76) Favours experimental Fawvours control
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1.5.128 Prevention of neglect or abuse of the infant: Home visits
versus TAU

Child injury Post-treatment (Injury requiring medical attention at endpoint
or first measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DUGGAN2007ICALDERAZOOT 86 1749 97 185 100.0% 0497 [0.78, 1.19]
Total {95% CI) 179 185 100.0% 0.97 [0.78,1.19]
Total events a6 92
Heterogeneity: Mot applicable I } } T } } |

o _ 01 02 na 1 2 a 10
Testfor averall effect 2= 0.32 (P = 0.75) Favours experimental Favours control

Child injury Post-treatment (Injury requiring medical attention at endpoint

or first measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DUGGANZO0TICALDERAZOOT 38 13 44 137 100.0% 0.90 [0.63, 1.30]
Total (95% CI) 131 137 100.0% 0.90 [0.63, 1.30]
Total events Kt 44
Heterogeneity: Mot applicable I } } T } } |
o B 01 02 s 1 2 5 10
Testfor averall effect 2= 0.55 (P = 0.58) Favours experimental Favours control
Ingestion of poison Post-treatment (incidence during trial measured at
endpoint or first measurement) - Available case analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
ARMSTROMNGT9992000/FRASER i} B3 4 70 100.0% 0.11[0.01, 2.08]
Total (95% Cl) 68 70 100.0% 0.11 [0.01, 2.08] | E—
Total events a 4
Heterogeneity: Mat applicable f t t I I |
o _ 01 02 0.a 2 5 10
Testfor overall effect Z=1.46 (P = 0.14) Favours experimental Favours control
Child protective service reports (all types) Post-treatment (substantiated
reports during trial measured at endpoint or first measurement) - ITT
analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DUGGANZO0TICALDERAZOOT 56 174 61 184 100.0% 095 [0.70,1.28]
Total (95% CI) 179 185 100.0% 0.95[0.70, 1.28]
Total events a6 G1
Heterogeneity: Mot applicable I } } T } } |
o B 01 02 s 1 2 5 10
Testfor averall effect 2= 0.34 (P =0.73) Favours experimental Favours control
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Child protective service reports (all types) Post-treatment (substantiated

reports during trial measured at endpoint or first meas
case analysis

urement) - Available

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGAMZO0TICALDERAZOOT 24 147 26 1480 100.0% 0.94 [0.57,1.56]
Total (95% CI) 147 150 100.0% 0.94 [0.57, 1.56]
Total events 24 26
Heterogeneity: Mot applicable I f } t t f {
o _ 01 0z 0s 1 2 5 10
Testfor overall effect: 2= 0.23 (F = 0.82) Favours experimental Favours control
Child protective service reports (neglect) Post-treatment (substantiated
reports during trial measured at endpoint or first measurement) - ITT
analysis
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DUGGANZO0TICALDERAZOOT 50 174 45 184 100.0% 0.94 [0.68, 1.30]
Total (95% CI) 179 185 100.0% 0.94 [0.68, 1.30]
Total events a0 a5
Heterogeneity: Mot applicahle -0.1 sz UTS 1| ﬁ :'5 1U'

Testfor averall effect Z= 0,38 (F = 0.71)

Favours experimental Favours control

Child protective service reports (neglect) Post-treatment (substantiated
reports during trial measured at endpoint or first measurement) - Available

case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DUGGAN2007ICALDERAZOOT 18 147 20 150 100.0% 0.92[0.51, 1.66]
Total {95% CI) 147 150 100.0% 0.92 [0.51, 1.66]
Total events 18 20

Heterogeneity: Mot applicahle
Testfor averall effect Z= 028 (F=0.78)

0102 o085 1 2 5 10

Favours experimental Favours control

Maternal use of punishment Post-treatment (corporate/verbal punishment

used anytime in past week measured at endpoint or fi
analysis

rst measurement) - ITT

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT 136 1749 146 185 100.0% 0.96 [0.86, 1.08]
Total {95% CI) 179 185 100.0% 0.96 [0.86, 1.08]
Total events 136 145

Heterageneity: Mat applicable
Test for overall effect: £=0.67 (F=0.50)
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Maternal use of punishment Post-treatment (corporate/verbal punishment
used anytime in past week measured at endpoint or first measurement) -

Available case analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DUGGANZ00TICALDERAZOOT a3 126 84 123 100.0% 096 [0.81,1.19]
Total {95% CI) 126 123 100.0% 0.96 [0.81,1.15]
Total events a3 a4
Heterogeneity: Mat applicahble 501 052 D=5 1 é % 1D=
Testfor overall effect: 2= 0.41 (F = 0.68) Favours experimental Favours control

Potential for child abuse Post-treatment (mean score at endpoint or first
measurement) - Available case analysis

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
ARMETROMNGT899/2000/F RASER 106.41 ¥F3.67 61 14083 1134 63 100.0% -0.36 [F0.71,-0.00]
Total (95% Cl) 61 63 100.0% -0.36 [-0.71, -0.00]
Heterageneity: Mot applicable I4 I2 P é ji
Testfar overall effect Z=1.97 (F = 0.05 Favours experimental Favours control
1.5.129 Optimal infant care: Structured psychological interventions

(CBT or IPT) versus TAU/Enhanced TAU

Immunisation Post-treatment (complete immunisation at endpoint or first
measurement) - ITT analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
RAHMAMZOOS 339 463 284 440 100.0% 1.10[1.01,1.14]
Total (95% CI) 463 440 100.0% 1.10[1.01,1.19]
Total events 334 294
et of overal feet 7o 206 (F = 0.04 o102 w5 {2 5 10
Bstfor overall effect 2= 2.09 (P = 0.04) Favours control Favours experimenta

Immunisation Post-treatment (complete immunisation at endpoint or first
measurement) - Available case analysis

Experimental Control Risk Ratio Risk Ratio

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

RAHMAMZOOS 339 360 284 345 100.0% 1.11[1.08, 1.16]

Total (95% CI) 360 345 100.0% 1.11 [1.05, 1.16] L]

Total events 334 294

Heterogeneity: Mot applicable i ; ; T i f !
01 02 0.5 1 2 a 10

Testfor overall effect: £= 3.84 (P = 0.0001) Favours control Favours experimenta
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1.6 PHARMACOLOGICAL INTERVENTIONS:

PREVENTION (NO RISK FACTORS)

1.6.1 Depression: Omega-3 versus placebo

Depression mean symptoms - Post-treatment - score
measurement (no risk populations)

at endpoint or first

Omega-3 Placebo 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% CI N, Random, 95% CI
LLOREMTEZOO3 a8 71 44 48 &84 45 100.0% 015 [-0.26, 0.57]
Total {95% CI) 44 45 100.0% 0.15 [-0.26, 0.57]

Heterogeneity: Mot applicable
Test for overall effect Z=0.72 (P =047)

-4 2 0 2 4
Favours [Omega-3] Favours [Placebo]

Depression mean symptoms - Short follow-up - score at long-term (60 week)

follow-up (no risk populations)

Omega-3 Placebo 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% CI N, Random, 95% CI
LLOREMTEZOO3 A3 A2 )| A3 4.1 32 100.0% 0.00 [-0.43, 0.49]
Total {95% CI) ) | 32 100.0% 0.00 [-0.49, 0.49]

Heterogeneity: Mot applicable
Test for overall effect Z=0.00 (P =1.00)

Depression symptomology - Post-treatment - above
first measurement (no risk populations)

4|

R
Favours [Omega-3] Favours [Placebo]

threshold at endpoint or

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
MAKRIDES2010 118 1147 131 1202 100.0% 088070, 112
Total {95% CI) 1197 1202 100.0% 0.88 [0.70,1.12]
Total events 114 13

Heterogeneity, Mot applicable
Test for overall effect: £=1.04 (P =020}

Depression symptomology - Post-treatment - above

01 02

12 5 10

Favours [Placebo]

0.5
Favours [Omega-3]

threshold at

intermediate (24 week) follow-up (no risk populations)

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MakKRIDES2010 117 11487 138 1202 100.0% 0.85[0.67,1.07]
Total {95% CI) 1197 1202 100.0% 0.85[0.67, 1.07]
Total events 117 138

Heterogeneity, Mot applicable
Testfor overall effect: Z=135 (P =013
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Depression diagnosis - Post-treatment - current depression, new or existing
during study period (no risk populations)

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight MN-H, Random, 95% Cl M-H, Random, 95% CI
LLOREMTEZ003 4 27 3 22 5.8% 1.09[0.27, 4.35)] '
MakRIDES2010 58 1187 B4 1202 94.2% 0.93 [0.66,1.31]
Total (95% Cl) 1224 1224 100.0% 0.93 [0.67, 1.31]
Total events 63 G7
Heterogeneity: Tau = 0.00; Chi®=0.05,df=1(F=083), F=0% 1 02 05 ] 1 L
Testfor overall effect: Z=0.40 (P = 0.64) Favours [Omega-3] Favours [Placeba]

1.6.2 Depression: Selenium versus placebo

Depression mean scores - Post-treatment - score at endpoint or first
measurement (no risk populations)

Omega-3 Placebo 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% CI N, Random, 95% CI
MOKHBER2011 g8 a1 44 107 44 41 100.0% -0.39 [-0.82, 0.04]
Total {95% CI) 44 41 100.0% -0.39 [-0.82, 0.04] <&
Heterageneity: Mat applicable 5_4 52 7 é 45
Test for overall effect Z=1.80(FP=007) Favours [Omega-3] Favours [Placebo]

1.6.3 Depression: Calcium versus placebo

Depression mean scores - Post-treatment - score at short-term (9-16 weeks)
follow-up (no risk factors)

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
HARRISONHOHMER2001 B4 421 123 T3 801 124 1000% -0.19[-0.44, 0.08]
Total (95% CI) 123 124 100.0% -0.19 [-0.44, 0.06]
Heterogeneity; Mot applicakle 54 52 3 é ji
Testfor overall effect Z=1.482(FP=013) Favours [Calcium] Favours [Placeba]

Depression symptomology - Post-treatment - score at endpoint or first
measurement (no risk populations)

Calcium Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
HARRISOMHOHMNER 2001 26 142 34182 100.0% 072045 1.16] ~
Total (95% CI) 192 182 100.0% 0.72 [0.45, 1.16] -l
Total events 26 34
Heteroneneity: Mot applicable 501 IZI=2 DIS é é 1D=
Testforoverall effect 2=1.35 (F = 0.18) Favours [experimental] Favours [control]
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Depression symptomology - Post-treatment - above threshold at short-term

(9-16 weeks) follow-up (no risk populations)

Calcium Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
HARRISOMHOHMER 2001 7123 19 124 100.0% 0.37 [0.18, 0.85]
Total (95% Cl) 123 124 100.0% 0.37 [0.16, 0.85] e
Total events 7 19
Heterogeneity: Mat applicable hos 0= : -0

Testfor overall effect, £= 2.34 (P=0.02)

1.6.4 Compliance: Selenium versus placebo

Favours [Calcium] Favours [Placebo]

Compliance - Post-treatment - serum selenium concentrations at endpoint

or first measurement (no risk populations)

Selenium Placebo 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
MOKHBER 2011 -168.6 36.4 44 -1194 334 41 100.0% -1.39 [1.87,-0.92]
Total (95% CI) 44 41 100.0% -1.39 [-1.87, -0.92] <
Heterageneity: Mot applicakle |_4 —'2 0 é 4-

Testfar overall effect Z= 573 (P = 0.00001}

1.6.5 Quality of life: Calcium versus placebo

Quality of life - Post-treatment - positive life events
(no risk populations)

Favours [Moreisterone] Favours [Placebao]

at first measurement

Calcium Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
HARRISOMNHOHMNER 2001 2301 123 232 12 124 1000% -0.18 [-0.43, 0.07]
Total {95% CI) 123 124 100.0% -0.18 [-0.43, 0.07]

Heterogeneity: Mot applicable
Test for overall effect: Z=1.42 (F=0.16)

Quality of life - Post-treatment - negative life events
(no risk populations)

Calcium

Placebo

Std. Mean Difference

il -2 0 2 4
Favours [Calcium] Favours [Placebo]

at first measurement

Std. Mean Difference

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

HARRISOMHOHNER 2001 147 11 123 148 11 124 100.0% -0.08 [-0.34, 0.16]

Total (95% CI) 123 124 100.0% -0.09 [-0.34, 0.16]

Heterageneity: Mat applicable 1_4 :2 ] é 41

Testfor overall effect Z=0.71 (F=0.48) Favours [Calcium] Favours [Placeba]
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1.6.6 Infant outcomes: Omega-3 versus placebo

Infant outcomes - Post-treatment - mean scores on the Bayley scales of
Infant Development at long-term (78 weeks) follow - up (no risk

populations)
Omega-3 Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
10.2.1 Cognitive standardised score
MAKRIDESZ010 101.81 11.08 351 101.75 12586 375 200% 0.01[-0.14,0.15]
Subtotal (95% CI) 351 375 20.0% 0.01 [-0.14, 0.15]
Heterogeneity: Mot applicahle
Testfor overall effect 2= 0.07 (F =099
10.2.2 Language standardised score
MAKRIDESZ010 96,47 1363 351 9794 1533 375 200% -0.10 [-0.25, 0.04] =
Subtotal (95% CI) 351 375 20.0% -0.10 [-0.25, 0.04] 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.36(F=017)
10.2.3 Motor standardised score
MAKRIDESZ010 10263 1017 351 10294 10584 375 200% -0.03 018 0.12] b
Subtotal (95% CI) 351 375 20.0% 0.03 [-0.18,0.12] 4
Heterogeneity: Mot applicahle
Testfor overall effect £2=0.40 (F = 0.69)
10.2.4 Social-Emotional standardised score
MAKRIDESZ010 106.32 1749 3581 107.27 1766 375 200% -0.05 [-0.20, 0.09] b
Subtotal (95% CI) 351 375 20.0% -0.05 [-0.20, 0.09] 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.73 (F=0.47)
10.2.5 Adaptive Behavior standardised score
MAKRIDESZ010 9917 13585 351 10075 14.45 375 200% -0.11 [-0.26, 0.03] =
Subtotal (95% CI) 351 375 20.0% 0.11 [-0.26, 0.03] 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.48(F =014
Total (95% CI) 1755 1875 100.0% -0.06 [-0.12, 0.01] L
Heterogeneity; Tauw?=0.00; Chi*=1.71, df= 4 (P = 0.79); F= 0% 5_4 52 3 é 45

Testfor overall effect Z=1.75 (F =008
Testfor subaroup differences: Chi*=1.71, df= 4 (FP=0.7, F=0%

Favours [Placebo] Favours [Omega-3]

Infant outcomes - Post-treatment - delayed cognitive performance at long

term (78 weeks) follow-up (no risk populations)

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
MAKRIDES2010 11 381 24 374 100.0% 0.49[0.24, 098]
Total (95% CI) 351 375 100.0% 0.49 [0.24, 0.98] e
Total events 11 24
Heterogeneity: Mot applicable -D_1 DTE Dfs é é 1E|'

Test for overall effect: £= 2.00 (F = 0.02)

Antenatal and postnatal mental health (update)
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Infant outcomes - Post-treatment - delayed language performance at long
term (78 weeks) follow-up (no risk populations)

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
MAKRIDES2010 G2 351 B5 375 100.0% 1.02[0.74,1.40]
Total (95% CI) 351 375 100.0% 1.02 [0.74, 1.40]
Total events A2 65
Heterageneity: Mot applicahle ID p Dlz EIIS ] é é 1E|I
Testfor overall effect Z=0.12 (F = 0.91) Favours [experimental] Favours [control]

1.6.7 Leaving the study early: Omega-3 versus placebo

Leaving the study early - Post-treatment - end of the intervention (no risk

populations)
Docosahexaenoic acid Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
LLOREMTEZ003 18 o] 14 B9 50.3% 0.95[0.55, 1.64]
mMAKRIDESZ010 18 1197 36 1202 49.7% 0.50[0.29, 0.88] —i—
Total (95% CI) 1266 1271 100.0% 0.69 [0.37, 1.30]
Total events 36 Lili]

it = — - == - - e : : I T : : :
Heterogeneity: Tau —.D.13, Chif=258,df=1{FP=011), F=61% 0103 s 1 7 L
Testfor overall effect £Z=1.19{F =025} Favours DHA Favours contral

1.6.8 Adverse events/ Service utilisation: Omega-3 versus placebo

Maternal hospitalisation for serious adverse events - Post-treatment - end
of the intervention or first measurement (no risk populations)

Omega-3 Placebo Risk Ratio Risk Ratio

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

MakKRIDES2010 2 1147 21202 100.0% 1.00[0.14,7.12]

Total {95% CI) 1197 1202 100.0% 1.00 [0.14, 7.12]

Total events 2 2

Heterogeneity: Mot applicable I ; | ! J I /
01 02 0.4 1 2 a 10

Testfor owerall effect: Z=0.00 (P =1.00) Favours [Omega-3] Favours [Placebal

Antenatal and postnatal mental health (update)
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Infant admission to neonatal intensive care hospitalisation for serious
adverse events - Post-treatment - end of the intervention or first

measurement (no risk populations)

Risk Ratio
M-H, Random, 95% Cl

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

Omega-3 Placebo

Events Total Events Total

Study or Subgroup
MAKRIDES2010 21 11497 37 1202 100.0% 0.587[0.24,0.87]

Total (95% CI) 1197 1202 100.0% 0.57 [0.34, 0.97] e

Total events 21 a7

Heterogeneity: Mot applicable 'EI.IZ|1 Df1 1'E| 1DE|'

Testfor overall effect: 2=2.08 (F=0.04) Favours [experimental] Favours [control]

Major congenital abnormality of the infant - Post-treatment - long-term (78
weeks) follow-up (no risk populations)

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MakKRIDES2010 14 1147 11 1202 100.0% 1.37 [0.63, 2.97]
Total {95% CI) 1197 1202 100.0% 1.37 [0.63, 2.97] ——e
Total events 14 11
Heterogeneity, Mot applicable '0.2 EI!:S i 5-

Testfor overall effect: Z=080 (P =043 Favours [Omega-3] Favours [Placebal

1.7 PHARMACOLOGICAL INTERVENTIONS (RISK
FACTORS)

1.7.1 Depression: Thyroxine versus placebo

Depression symptomology - Post-treatment - above threshold at endpoint or
first measurement (risk populations)

Thyroxine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
HARRIS 2002 21 174 200 167 100.0% 1.01 [0.57,1.79]
Total (95% CI) 174 167 100.0% 1.01 [0.57,1.78]
Total events il 20
] ]

Heterogeneity: Mot applicahle 'IZI.1 EI!E EI!S 1. ﬁ é 1D'

Testfor overall effect Z=0.03 (P = 0.98)

Antenatal and postnatal mental health (update)

Favours thyroxine Favours control
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Depression diagnosis - Post treatment - major depression (definite and
probable cases) at endpoint or first measurement (risk populations)

Thyroxine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
HARRIZZ002 a2 174 9 167 100.0% 0.85 [0.24, 2.16]
Total (95% CI) 174 167 100.0% 0.85 [0.34, 2.16]
Total events 8 9
Testfor overall st 2 0.34 (P= 0.74 oz 05 f 1 5 10
estior overall efiect 2=10.34 (P=10.74) Favours [thyroxine] Favours [placebo]

Depression diagnosis - Post treatment - any depression diagnosis at
endpoint or first measurement (risk populations)

Thyroxine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
HARRIS2002 22 174 X6 16T 100.0% 0.81[0.48,1.38]
Total (95% CI) 174 167 100.0% 0.81 [0.48, 1.38]
Total events 22 26
Heterageneity: Mot applicable =E|1 E|=2 E|=5 3 é é 1E|=
Testfor overall effect 2= 0.77 (F=10.44) Favours [experimental] Favours [control]

1.7.2 Depression: Norethisterone versus placebo

Depression mean scores - Post treatment - at endpoint or first measurement
(risk populations)

Norethisterone Placebo 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
LAVVRIET 998 106 6.5 86 a7 T7O100.0% 046015 0.77]
Total {95% CI) 86 77 100.0% 0.46 [0.15, 0.77] &
Heterogeneity: Mot applicable |_4 |2 : é 4|
Testfor averall effect £ = 2.88 (F = 0.004) Favours [Mareisterone] Favours [Placeba]

Depression mean scores - Post treatment - at short-term follow-up (risk
populations)

Horeisterone Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI|
LAVRIET 998 93 65 a7 ga 7.2 81 100.0% 012 [0.19,0.42]
Total (95% CI) a7 81 100.0% 0.12 [-0.19,0.42]
Heterageneity: Mot applicable 5_4 52 1 é 45
Testfor overall effect. 2= 0.75 (F = 0.45) Favours [Moreisterone] Favours [Placebo]
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Depression symptomology - Post treatment - at endpoint or first
measurement (risk populations)

Horeisterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LAWYRIET 998 kL] a6 20 7T 100.0% 1781112, 273
Total (95% CI) 86 77 100.0% 1.75[1.12,2.72] R
Total events kL] 20
Heterogeneity; Mot applicakle =|:|1 E|=2 E|=5 é :15 1E|=
Testfor overall effect: 2= 2.47 (F = 0.07) Favours [Moreisterone] Favours [Flacebo]

Depression symptomology - Post treatment - above depression threshold at

short-term (9-16 week) follow-up (risk populations)

Horeisterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LAWYRIET 998 28 ar 24 21 100.0% 1.09[0.68,1.71]
Total (95% CI) a7 81 100.0% 1.09 [0.69, 1.71]
Total events 28 24
Heterogeneity; Mot applicakle F t t T s i
e _ 01 02 0a gl & 10
Testfor overall effect: 2= 0.36 (F = 0.72) Favours [Moreisterone] Favours [Flacebo]
1.7.3 Compliance: Thyroxine versus placebo
Compliance - Post-treatment - numbers not compliant at endpoint or first
measurement (risk populations)
Thyroxine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
HARRIS2002 49 223 A6 223 100.0% 0.88 [0.63,1.23]
Total (95% Cl) 223 223 100.0% 0.88 [0.63,1.22]
Total events 44 ah
o H 1 | | ] ] ]
e I L bz o5 1 bt
estfor overall effect: Z=0.78 (P = 0.44) Favours thyroxine Favours control
1.7.4 Mother-Infant interaction: Norethisterone versus placebo
Breastfeeding - Post-treatment - exclusive or partial breastfeeding at
endpoint or first measurement (risk populations)
Horeisterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LAWYRIET 998 63 a6 fd a0 100.0% 0.92[0.7F, 1.08]
Total (95% CI) 86 80 100.0% 0.92 [0.77, 1.08]
Total events 63 fd
Heterogeneity: Mot applicable I } } 1 } } |
e _ 01 02 0a gl & 10
Testfor overall effect: £=1.03 (F = 0.30) Favours [Moreisterone] Favours [Flacebo]
241
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Breastfeeding - Post-treatment - exclusive or partial breastfeeding at short

term (13 weeks) follow-up (risk populations)

Horeisterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LAWYRIET 998 a8 ar A1 21 100.0% 0.901[0.74,1.09]
Total (95% CI) a7 81 100.0% 0.90 [0.74, 1.09]
Total events a8 A1

Heterogeneity: Mot applicable
Testfar aoverall effect: =108 (F=028)

o5 1 2 5 10

01 02

Favours [Moreisterone] Favours [Flacebo]

1.7.5 Leaving the study early: Norethisterone versus placebo

Leaving the study early - Post-treatment - end of the intervention (risk

populations)
Norethisterone Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total WWeight M-H, Random, 95% CI M-H, Random, 95% CI
LAWRIET 998 4 an 13 90 100.0% 0.31[0.10, 0.91]
Total (95% CI) a0 90 100.0% 0.31[0.10, 0.91] ——e i —
Total events 4 13
Heterogeneity: Mot applicable .0_1 sz Dfﬁ :.2 é 1D'

Testfor overall effect, £= 214 (P =003

Favours norethisterone Favours control

Leaving the study early - Post-treatment short-term (17-19 weeks) follow-up

(risk populations)

Horethisterone Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LAYWRIET 998 3 a0 ] 90 100.0% 0.33[0.09,1.19) *
Total (95% CI) a0 90 100.0% 0.33 [0.09, 1.19] e —
Total events 3 ]
Heterogeneity; Kot applicable f f f ! I |
o _ 01 02 05 2 5 10
Testfor overall effect: Z=1.69 (F = 0.09) Favours [experimental] Favours [control]
1.7.6 Adverse events: Norethisterone versus placebo
Vaginal bleeding - Post treatment - number of days at endpoint or first
measurement (risk populations)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
LAWVRIET 893 253 14 a4 17 1748 78 100.0% 0.74[0.43,1.06]
Total (95% Cl) 85 79 100.0% 0.74 [0.43, 1.086] ‘
Heterogeneity: Mot applicable 5_4 Iz : é 45
Testfor overall effect Z=4.58 (F < 0.00001} Fawvours [Moreisterone] Favours [Flacebo]
242
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Vaginal bleeding - Post treatment - number of days at short-term follow-up

(risk populations)

Noreisterone Placebo

Std. Mean Difference

Std. Mean Difference

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

LAWRIET958 349 21 aa 21 248 79 100.0% 0.77 [0.45,1.04]

Total (95% CI) 85 79 100.0% 0.77 [0.45,1.09] *

Heterogeneity: Mot applicable |_4 |2 5 é 45

Testfor overall effect. = 4.75 (F = 0.00001) Favours [Moreisterone] Favours [Flacebo]
Troublesome bleeding - Post treatment - number at endpoint or first
measurement (risk populations)

Horeisterone Placebo Risk Ratio Risk Ratio

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

LAYWRIET 998 27 a5 8 a0 100.0% 3181[1.483, 6.57]

Total (95% CI) 85 80 100.0% 3.18 [1.53, 6.57] ot

Total events 27 a

Heterogeneity: Mot applicahle 'IZI.1 sz EITS i é 1EI'

Testfor overall effect £2=3.11 (P=0.002)

Favours [Moreisterone] Favours [Placebo]

Sexual interest - Post treatment - no return of sexual interest at endpoint or

first measurement (risk populations)

Horeisterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LAWYRIET 998 a1 Tr 42 T2 100.0% 1.14[0.88, 1.46]
Total (95% CI) Tr 72 100.0% 1.14 [0.88, 1.46]
Total events a1 42

Heterogeneity: Mot applicable
Testfar overall effect =099 (F=0232

Antenatal and postnatal mental health (update)
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Favours [Moreisterone] Favours [Flacebo]
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1.8 PHARMACOLOGICAL INTERVENTIONS:
PREVENTION (PROPHYLAXIS)

1.8.1 Depression: SSRI (Sertraline) versus placebo

Recurrence of depression - Post-treatment - number at endpoint or first

measurement (prophylaxis)

Sertraline Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WISHERZOD4E 1 14 4 g8 1000% 014 [0.021.07 I
Total (95% CI) 14 8 100.0% 0.140.02,1.07] I ——
Total events 1 4
Heterogeneity. Mot applicable 102 05 ] 10

Test for overall effect. £=1.90 (P = 0.06)

Favours sertraline Fawvours control

1.8.2 Depression: TCA (Nortriptyline) versus placebo

Recurrence of depression - Post-treatment - number at endpoint or first

measurement (prophylaxis)

TCA Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Wil SHER 2001 i 26 3 25 100.0% 0.96 [0.36, 2.59]
Total (95% CI) 26 25 100.0% 0.96 [0.36, 2.58]
Total events fi f
] ]

Heterogeneity: Mot applicahle
Testfor overall effect. Z=0.08 {(F =0.94)

1 2 51

0102 05
Favours [TCA]

Recurrence of depression - Post-treatment - number at long-term (25-103

weeks) follow-up (prophylaxis)

DI

Favours [Placebo]

Hortriptyline Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
WISHNERZ001 10 26 ] 25 100.0% 1.20[0.57, 2.55]
Total {95% CI) 26 25 100.0% 1.20 [0.57, 2.55]
Total events 10 a

Heterogeneity: Mot applicakle
Testfor overall effect: Z=048 (P =063

Antenatal and postnatal mental health (update)

010z 08 10 2 5
Favours norriptyline  Favours placebo
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1.8.3 Adverse events: SSRI (Sertraline) versus placebo

Dizziness - Post-treatment - number at endpoint or first measurement

(prophylaxis)
Sertraline Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
WISMERZOO4E a 14 1 8 100.0% 457 [0.68, 30.22] 7
Total (95% CI) 14 & 100.0% 4,57 [0.69, 30.22] sl
Total events g 1
Heterogeneity: Mot applicable iﬂ 0 D=1 1=E| 1DE|=
Testfor overall effect 2=1.58 (F=10.11) Favours [experimental] Favours [control]
Drowsiness - Post-treatment - number at endpoint or first measurement
(prophylaxis)
Sertraline Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Random, 95% Cl N-H, Random, 95% CI
WISMERZOO4E 14 14 4 8 100.0% 1.93[1.00,3.74]
Total (95% CI) 14 & 100.0% 1.93 [1.00, 3.74] -
Total events 14 4
Heterogeneity: Mot applicable iﬂ 0 D=1 1=E| 1DE|=

Test for overall effect: £=1.96 (F = 0.02) Favours [experimental]

1.8.4 Adverse events: TCA (Nortriptyline) versus placebo

Favours [control]

Discontinuation due to adverse events - Post treatment - number at

endpoint or first measurement (prophylaxis)

Hortriptyline Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WISMERZ001 1] 26 1 25 100.0% 032 001,763 *

Total (95% Cl) 26 25 100.0% 0.32 [0.01,7.53] —
Total events 1] 1

e P R N IR

estfor overall effect Z=10.71 (P = 0.48) Favours [experimental] Favours [control]
Constipation - Post treatment - number at endpoint or first measurement
(prophylaxis)

Nortriptyline Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight WN-H, Random, 95% CI M-H, Random, 95% CI
WISHERZOO1 20 26 f 25 100.0% 3.21 [1.55 6.A4]

Total {95% Cl) 26 25 100.0% 3.21 [1.55, 6.64] -

Total events 20 B

Heterogeneity; Mot applicable -0.1 sz nfs é é 1D'

Testfor overall effect: Z=313 (P =0.002)

Antenatal and postnatal mental health (update)

Favours nortriptyline  Favours control
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1.8.5 Leaving the study early: SSRI (Sertraline) versus placebo

Leaving the study early for any reason except recurrence - Post-treatment -

number at endpoint (prophylaxis)

Sertraline Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WISMNERZOD4E a 17 1 g2 1000% .76 [0.56, 25.21] ’
Total (95% Cl) 17 & 100.0% 3.76 [0.56, 25.21] ———
Total events a 1
S e R I
Bstfor overall effect =137 (F=0.17) Favours serraline Favours control
1.8.6 Leaving the study early: TCA (Nortriptyline) versus placebo
Leaving the study early for any reason except recurrence - Post-treatment -
number at endpoint (prophylaxis)
Nortriptyline Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WN-H, Random, 95% CI M-H, Random, 95% CI
WISHERZO01 4 29 ] 27 100.0% 0.74[0.22 2.49]
Total (95% Cl) 29 27 100.0% 0.74 [0.22, 2.49] e ——
Total events 4 o
Heterogeneity; Mot applicable -0.1 sz Dfs é é 1D.

Testfor overall effect: Z=048(P=063)

Favours nortriptyline  Favours control

1.9 PHARMACOLOGICAL INTERVENTIONS: TREATMENT

1.9.1 Non-Response: Omega-3 versus Placebo

Non-response - Post-treatment - number at endpoin
Available case analysis (treatment)

t or first measurement -

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
L2008 5 13 a 11 100.0% 0453[0.24,1.15] T~
Total {95% CI) 13 11 100.0% 0.53[0.24,1.15] el
Total events a g
Heterogeneity, Mot applicable -0.1 sz DfS ﬁ é 1|Z|'

Testfor overall effect £=1.61 (F=0.11)

Antenatal and postnatal mental health (update)

Favours [Omega-3] Favours [Placebo]
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Non-response - Post-treatment - number at endpoi
ITT analysis (treatment)

nt or first measurement -

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
su2008 10 1a 14 18 100.0% 0.67 [0.42, 1.08] T
Total {95% CI) 18 18 100.0% 0.67 [0.42, 1.06] -l
Total events 10 14
Heterogeneity, Mot applicable -0.1 sz EI!S i :-5 1IZI'

Testfor overall effect: Z=1.72 (P =0.09)

Favours [Omega-3]

Favours [Placebo]

Non-remission - Post-treatment - number at endpoint or first measurement

- Available case analysis (treatment)

Omega-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
SUz00s a 13 g 11 100.0% 0.75[0.45,1.26] —
Total (95% CI) 13 11 100.0% 0.75 [0.45, 1.26] e
Total events g 9
Heterogeneity: Mot applicable -m sz EITS i é 1E|'

Testfar overall effect: £=1.09 (F=0.28)

Favours [experimental] Favours [control]

Non-remission - Post-treatment - number at endpoint or first measurement

- ITT analysis (treatment)

Omeqga-3 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight N-H, Random, 95% Cl M-H, Random, 95% ClI
suUz008 13 18 16 18 100.0% 0.81[0.58,1.13]
Total (95% Cl) 18 18 100.0% 0.81 [0.58,1.13]
Total events 13 16

Heterogeneity: Mot applicable
Testfor overall effect £=1.23 (F=0.24

Antenatal and postnatal mental health (update)
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1.9.2 Non-response to treatment: SSRIs (sertraline/paroxetine) versus

placebo

Non-response - Post-treatment - number at endpoint or first measurement -

Available case analysis (treatment)

Placebo
Events Total

Antidepressants
Study or Subgroup Events Total

Weight M-H, Random, 95% ClI

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

2.1.2 Sertraline vs placebo

HAMTSOO0201 4 A 15 13 18 100.0% 0.46 [0.21,1.00] i
Subtotal {95% CI) 15 18 100.0% 0.46 [0.21, 1.00]
Total events ] 13
Heterogeneity: Mot applicable
Test for overall effect: £=1 487 (P =0.08)
Total {95% CI) 15 18 100.0% 0.46 [0.21, 1.00] —et -
Total events A 13
Heterogeneity; Mot applicable ID,] DIE DIS é é 1DI
Testfor overall effec_t: L=187(F= D'DS? Favours [experimental] Favours [contral]
Test far subagroup differences: Mot apnlicable
Non-response - Post-treatment - number at endpoint or first measurement -
ITT analysis (treatment)
Antidepressants Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.2.1 Sertraline vs placebo
HAMTSOO2014 7 17 14 19 29.0% 0.56 [0.30,1.08] — &
Subtotal (95% CI) 17 19 29.0% 0.56 [0.30, 1.05] —~al—
Total events 7 14
Heterogeneity: Mot applicable
Testfor overall effect Z=1.81 {F=0.07)
2.2.3 Paroxetine vs placebo
YOMKERS2008 20 35 24 3/ 71.0% 0.83[0.58,1.20] —-
Subtotal (95% CI) 35 35 T1.0% 0.83 [0.58, 1.20] -
Total events 20 24
Heterogeneity: Mot applicable
Testfor overall effect Z=098 {F=0233)
Total (95% CI) 52 54 100.0% 0.74 [0.52, 1.06] -
Total events 7 38
Heterogeneity: Tau?=0.01; Chif=1.18, df=1 (P =0.28}; F= 16% =|:| 1 012 IZI=5 é % 1D=
Testfor overall eﬁec.t: Z=1.83 ':P=, 010 Favours [experimental] Favours [control]
Testfor subgroup differences: ChiF=116, df=1 (P=0.28), F=14.0%
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Non-remission - Post-treatment - number at endpoint or first measurement
- ITT analysis (treatment)

Risk Ratio
M-H, Random, 95% Cl

= =

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

Placebo
Events Total

Antidepressants
Study or Subgroup Events Total
2.3.2 Sertraline vs placebo
HAMTSOO0201 4 B
Subtotal {95% CI)
Total events G
Heterogeneity, Mot applicable
Test for overall effect £=1.95 (P =0.09)

15
15

14 18 100.0%

18 100.0%

0.51 [0.26, 1.00]
0.51 [0.26, 1.00]

14

Total (95% CI) 15 18 100.0% 0.51 [0.26, 1.00]
Total events G
Heterogeneity: Mot applicable

Test for overall effect: Z=1 85 (P =0.08)

Test for subdgroup diferences: Mot applicable

14

05 2 5
Favours [control]

01 02
Favours [experimental]

Non-remission - Post-treatment - number at endpoint or first measurement
- ITT analysis (treatment)

Antidepressants Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.4.1 Sertraline vs placebo

HAMTSOO2014 g 17 15 19 21.3% 0.60[0.34, 1.04] — =

Subtotal (95% CI) 17 19 21.3% 0.60 [0.34, 1.04] e

Total events a 14

Heterogeneity: Mot applicable

Testfor overall effect £=1.33 (F=0.07)

2.4.2 Paroxetine vs placebo

YOMKERS2008 22 a5 a0 KL 0.73[0.55, 098] ‘.—

Subtotal (95% CI) 35 35 TET% 0.73 [0.55, 0.98] <

Total events 22 30

Heterageneity: Mot applicahle

Testfor overall effect Z= 211 {F = 0.04)

Total (95% CI) 52 54 100.0% 0.70 [0.54, 0.91] L

Tatal events 30 45

Heterogeneity: TauF=0.00; Chif=0.44, df=1 (P=051) F=0% 'IZI.1 sz IZITS é é 1D'

Testfor overall effect 2= 271 {F=0.007)
Testfor subgroup differences; Chi®= 042, df=1 (P=052, F=0%

Favours [experimental] Favours [control]

1.9.3 Non-response to treatment: SSRIs in combination with
psychological interventions compared with placebo in combination
with psychological interventions

Non-response - Post-treatment - number at endpoint or first measurement -
ITT analysis (treatment)

SSRIPscy Placebo/Pscy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BLCCH2012 g 20 11 22 100.0% 060027, 1.32)] —
Total (95% CI) 20 22 100.0% 0.60 [0.27,1.32] —gi——
Total events f 11
Heterogeneity, Mot applicable "1 02 0 3 : 0

Testfor overall effect. £=1.27 (F=0.20)
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Non-remission - Post-treatment - number at endpoint or first measurement

- ITT analysis (treatment)

SSRIPscy Placebo/Pscy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BLOCH2012 7 20 12 22 100.0% 064 [0.32,1.30] —
Total (95% CI) 20 22 100.0% 0.64 [0.32, 1.30] et
Total events 7 12
Heterogeneity, Mot applicable 'IJ.'I sz D!S ﬁ é 1D'

Testfor overall effect. £=1.23 (F=0.22)

Favours [SSRIPsyc] Favours [Placebo/Psyc]

1.9.4 Non-response to treatment: SSRIs verses TCA

Non-response - Post-treatment - number at endpoi
ITT analysis (treatment)

nt or first measurement -

SSRI TCA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Y SHERZOODG 24 a5 17 54 100.0% 1.39[0.84, 2.27] T
Total (95% CI) 55 54 100.0% 1.39 [0.84, 2.27] e
Total events 24 17
Heterogeneity: Mot applicahle 'IZI.1 EI!E EI!S ﬁ é 1D'

Testfor overall effect Z=1.29 (P = 0.20)

Favours [35RI] Favours [TCA]

Non-response - Post-treatment - number at endpoint or first measurement -

Available case analysis (treatment)

SSRI TCA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
WISHERZ2006 12 36 b 47 100.0% 0.75[0.43,1.31] —
Total {(95% CI) 36 47 100.0% 0.75[0.43,1.31] B
Total events 12 21
Heterogeneity: Mot applicable '0.1 sz Dfﬁ ﬁ é 1DI

Test for overall effect: Z=1.02 {F=0.31)

Favours [experimental] Favours [control]

Non-remission - Post-treatment - number at endpoint or first measurement

- ITT analysis (treatment)

SSRI TCA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
WISHERZ2006 30 a5 28 54 100.0% 1.05[0.74,1.50]
Total {95% CI) 55 54 100.0% 1.05 [0.74, 1.50]
Total events a0 28

Heterogeneity: Mot applicable
Testfor overall effect: Z= 028 (F=0.73)
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Non-remission - Post-treatment - number at endpoint or first measurement

- Available case analysis (treatment)

SSRI TCA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
WISHNER 200G 7 36 11 47 100.0% 0.83[0.36,1.93]
Total (95% Cl) 36 47 100.0% 0.83 [0.36,1.93]
Total events v 11
o B 1 | | ] ] ]
Heterogeneity: Nutappllcable 'IZI.1 EI!E EI!S 1. ﬁ é 1D'
Testfor overall effect Z= 043 (F=067) Favours [SSRI] Favours [TCA]
Non-response - Post-treatment - number at intermediate follow-up (20-24
weeks - end of continuation phase) - ITT analysis (treatment)
SSRI TCA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl NM-H, Random, 95% CI
WISHERZ200A 1 14 1] 14 100.0% 281([012, 6383 4
Total {95% CI) 15 14 100.0% 2.81[0.12,63.83] ————————m
Total events 1 1]
Heterogeneity: Mot applicable F t t J I {
T _ 01 0.2 0.5 2 g 10
Testfor overall effect: 2= 0.65 (F = 0.52) Favours [experimental] Favours [control]
Non-response - Post-treatment - number at intermediate follow-up (20-24
weeks - end of continuation phase) - Available case analysis (treatment)
S5RI TCA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
WISHNERZ200G 4 15 3 14 100.0% 1.24 [0.34, 4.60]
Total (95% Cl) 15 14  100.0% 1.24 [0.34, 4.60]
Total events 4 3
Heterogeneity: Nntappllcable -m sz EI!E 1- i é 1D'
Test for overall effect =033 (F =074 Favours [SSRI] Favours [TCA]
1.9.5 Depression: SSRIs versus Placebo
Mean depression scores Post-treatment - number at endpoint or first
measurement - Available case analysis (treatment)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.2.1 Paroxetine vs placebo
YONKERSZ008 86 75 17 133 F7 14 1000% -0.601.33,012] 1—
Subtotal (95% CI) 17 14 100.0% -0.60 [-1.33,0.12]
Heterogeneity: Mot applicable
Testfor overall effect £=1.63 (P=010)
Total (95% CI) 17 14 100.0% -0.60[1.33,012] -
Heterogeneity: Mot applicable 5_4 52 3 é 45
Testfor averall Eﬁe':_t Z=1.63(F=01 D,) Favours [experimental] Favours [control]
Testfor subdroup differences: Mot applicable
251
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1.9.6 Depression: SSRIs versus TCA

Mean depression scores Post-treatment - number at endpoint or first
measurement - Available case analysis (treatment)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
WISNERZ006 ThH &8 36 7.3 084 47 100.0% 0.03 [F0.40,0.47]
Total (95% CI) 36 47 100.0% 0.03 [-0.40, 0.47]
Heterogeneity: Mot applicable I_4 I2 ] é 4:
Testfor overall effect: £=0.15 (F = 0.88) Favours [experimental] Favours [cantrol]

Mean depression scores - Post-treatment - number at intermediate follow-
up - Available case analysis (treatment)

SSRI TCA Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 35D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
WISHERZ006 4 B2 14 43 44 14 100.0% 0.20[-0.53, 0.83]
Total (95% CI) 15 14 100.0% 0.20 [-0.53, 0.93]
Heterogeneity: Mot applicable 5_4 52 ! ,‘52 45
Test for overall effect £=0.23 {F = .60} Favours [SSRI] Favours [TCA]

1.9.7 Depression: SSRIs in combination with psychological
interventions compared with placebo in combination with
psychological interventions

Mean depression scores - Post-treatment - score at endpoint or first
measurement - Available case analysis (treatment)

S5RIPscy Placebo/Pscy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
APFLEBY1 94T 53 624 29 2.9 B.49 32 100.0% -0.56 [-1.07,-0.04]
Total (95% CI) 29 32 100.0% -0.56 [-1.07, -0.04] -
Heterogeneity: Mat applicable 5_4 I2 5 é 45
Testfor overall effect 2= 213 (P = 0.03) Favours [SSRIIPscy] Favours [Placebo/Pscy]

Mean depression scores Post-treatment - score at endpoint or first
measurement - ITT analysis (treatment)

S5RIPscy Placebo/Pscy 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
AFPPLEBY1 997 7.3 G.B6 43 98 576 44  BBE% -0.41 [-0.84, 0.01] E =
BLOCHZ2012 868 8BTS 20 125 BES 20 31.4% -0.43 [-1.06,0.19] — =
Total (95% CI) 63 64 100.0% -0.42 [-0.77, -0.07] <
Heterogeneity; Tau®= 0.00; Chi*=0.00, di= 1 (P = 0.96); F= 0% 5_4 52 3 é 45
Testfor overall effect 2= 334 (F = 0.02) Favours [SSRIPscyl Favours [Placebo/Pscy]
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1.9.8 Depression: Antidepressants versus general supportive care

Depression symptomology Post-treatment-above depression threshold at
endpoint or first measurement - Available case analysis (treatment)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
SHARPZ2010 58 106 90 112 100.0% 0.68 [0.56, 0.83]
Total (95% CI) 106 112 100.0% 0.68 [0.56, 0.83] &
Total ewents a8 e1n]
Heterogeneity: Mot applicable .m sz DTS ﬁ é 1|:|'

Test for overall effect: 7= 3.85 (P = 00001}

Favours [experimental] Favours [control]

Depression symptomology Post-treatment-above depression threshold at
endpoint or first measurement - ITT analysis (treatment)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
SHARFZ2010 a1 129 103 125 100.0% 0.76 [0.65, 0.89]
Total (95% CI) 129 125 100.0% 0.76 [0.65, 0.89] &
Total ewents =h 103
Heteraogeneity: Mat applicahle Pa— o= 3 0

Testfor overall effect £= 3.42 (P = 0.0006)

Favours [experimental] Favours [control]

Mean depression scores - Post-treatment-above depression threshold at
endpoint or first measurement - Available case analysis (treatment)

Experimental

Control 5td. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SHARFZ2010 139 &4 106 164 48 112 100.0% -0.48 [0.75,-0.21]

Total (95% CI) 106 112 100.0% -0.48 [-0.75, -0.21] L 2

Heterogeneity, Mot applicahle -_4 _-2 b i 4.

Test for overall effect. £=3.42 (F=0.0004)

Favours [experimental] Favours [control]

1.9.9 Depression: Omega-3 versus Placebo

Mean depression scores Post-treatment - score at endpoint or first

measurement - ITT analysis (treatment)

Omega-3 Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
REES2008 a5 55 13 9 52 13 2049% -0.09 [-0.86, 0.68] —
suUzo08 8.5 5.5 17 143 B3 16 21.9% -0.96 [1.68,-0.23] —
FREEMANZ008 10.96 5.492 28 B08 486 23 ZB62% 0.51 [-0.05, 1.07] .
MOZURKEWICH2013  B.15584 3726313 7T 58 6.1 41 31.0% 0.05[-0.32,043]
Total (95% CI) 135 93 100.0% -0.08 [-0.61, 0.46] I
Heterogeneity; Tau?= 0.20; Chi*=10.05, df= 3 (P = 0.02); F= 70% 5_4 52 3 é 45

Testfor overall effect Z=029(P=077)

Antenatal and postnatal mental health (update)
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1.9.10Depression: Hormones (transdermal oestrogen) versus placebo

Depression symptomology - Post-treatment - score at endpoint or first
measurement - ITT analysis (treatment)

Hormones Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GREGOIRE19496 14 36 23 8 100.0% 0.47[0.30,074]
Total (95% CI) 36 28 100.0% 0.47 [0.30, 0.74] -l
Total events 14 23
Heterageneity: Mot applicahle ; f l J l !

e _ 01 0z 04 2 5 10
Testfor overall effect 2= 3.30 (F = 0.0010) Favours [experimental] Favours [control]

Depression symptomology - Post-treatment - score at endpoint or first
measurement - Available case analysis (treatment)

Hormones Placebo 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
GREGOIRE19496 9r5 529 28 155 4454 17 100.0% -1 A2 177, -0.47]
Total (95% CI) 28 17 100.0% 112 [1.77, -0.47] i
Heterogeneity: Mot applicable 5_4 52 D é 45
Testfor overall effect Z=3.34 (F = 0.0007) Favours [experimental] Favours [control]

1.9.11 General mental health: SSRIs versus TCA

Mean global assessment of functioning - Post-treatment - score at endpoint

or first measurement - Available case analysis (treatment)

Experimental Control 5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
WISHERZOOE 748 126 36 T4 12 47 100.0% 0.06 [-0.38, 0.49]

Total (95% CI) 36 47  100.0% 0.06 [-0.38, 0.49]

Heterogeneity: Mot applicable 5_4 52 3 é 45
Testfor owerall effect 2= 0.26 (F = 0.80) Favours [experimental] Favours [control]
Social problems Post-treatment - number at endpoint or first measurement -
Available case analysis (treatment)

SSRI TCA Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
WISHERZO0G 16 36 23 47 100.0% 0.91 [0.57,1.49]

Total (95% CI) 36 47 100.0% 0.91 [0.57, 1.45]

Total events 16 23

i ey RN BB RO BT

estfor overall effect: 2= 0.40 (P = 0.63) Favours [experimental] Favours [control]
254
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Mean global assessment of functioning - Post-treatment - score at
Intermediate follow-up - Available case analysis (treatment)

Experimental Control

Std. Mean Difference
IV, Random, 95% CI

5td. Mean Difference

Weight IV, Random, 95% CI

Study or Subgroup  Mean 5D Total Mean SD Total

WISHERZO0G a1y T4 14 814 445 14 100.0% 0.03 [-0.69, 0.76]

Total (95% CI) 15 14 100.0% 0.03 [-0.69, 0.76]

Heterogeneity: Mot applicable I_4 I2 ] é 4:
Testfor overall effect: £= 0.08 (F = 0.83) Favours [experimental] Favours [cantrol]
Social problems Post-treatment - number at Intermediate follow-up -
Available case analysis (treatment)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WISHNERZO06 4 14 4 14 100.0% 093 [0.29, 3.03)

Total (95% Cl) 15 14  100.0% 0.93 [0.29, 3.03]

Total events 4 4

Heterogeneity: Mot applicahle .0.1 052 DTS 1. i é 1|j.

Test for overall effect: Z= 011 (P = 0.91)

Favours [experimental] Fawvours [control]

Global severity and improvement - Post-treatment - number at endpoint or

first measurement - Available case analysis (treatment)

SSRI TCA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
WISHERZO006 1 36 2 47 100.0% 0.65[0.06, 6.92] *
Total (95% CI) 36 47 100.0% 0.65 [0.06, 5.92] = —
Total events 1 2
Heterageneity: Mot applicahle ; f f J l !
R _ 01 0.2 05 2 510
Testfor overall effect Z=0.35 (F = 0.72) Favours [experimental] Favours [control]
1.9.12General mental health: SSRIs combined with psychosocial
interventions versus placebo combined with psychosocial
interventions
Global severity - Post-treatment - mean scores at endpoint or first
measurement - ITT analysis (treatment)
SSRI+ psyc Placebo + psyc 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BLOCHZ012 065 1.43 20 22 0645 20 100.0% -1.37 [-2.06, -0.67]
Total (5% CI) 20 20 100.0% -1.37 [-2.06, -0.67] "'
Heterogeneity: Mot applicable 5_4 52 5 é 4|

Testfar overall effect £= 3.85 (F = 0.0001) Favours [experimental] Favours [control]
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Global Improvement - Post-treatment - mean scores at endpoint or first
measurement - ITT analysis (treatment)

SSRI+ psyc Placebo + psyc 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
ELOCH2012 1.82 1.4 20 2.3 1.82 20 100.0% -0.28 F0.91, 0.33]
Total {95% CI) 20 20 100.0% -0.29 [-0.91, 0.33]
Heterogeneity: Mot applicable I_4 I2 5 é 4!
Testfor overall effect 2= 0.81 (P = 0.38) Favours [experimental] Favours [contral]

Distress - Post-treatment - mean scores at endpoint or first measurement -
Available case analysis (treatment)

SSRI+ psyc Placebo + psyc 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BLOCHZ012 2E3 1186 200 30 2649 20 100.0% -015 F0.F7, 0.47]
Total {95% CI) 20 20 100.0% 0.15[-0.77,0.47]
Heterogeneity: Mot applicable 5_4 52 5 é 4|
Testfar overall effect £= 0.48 (P = 0.63) Favours [experimental] Favours [control]

Distress - Post-treatment - mean scores at endpoint or first measurement -
ITT analysis (treatment)

SSRI+ psyc Placebo + psyc Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
BLOCHZ012 3.2 114 20 268 32 20 100.0% 0.21 [0.41,083]
Total (95% Cl) 20 20 100.0% 0.21 [-0.41, 0.83]
Heterogeneity: Mot applicable I_4 I?_ 1 é 4!
Testfor overall effect £ =067 (P =040} Favours [Placebo] Favours [SSRI]

1.9.13General mental health: SSRIs compared with placebo

Global severity and improvement - Post-treatment - mean scores at
endpoint or first measurement - available case analysis (treatment)

SSRI Placebo Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
15.1.3 Paroxetine vs placebo
YOMKERS2008 18 14 17 31 14 14 100.0% -0.90 [-1.648, -0.16] 1
Subtotal {95% CI) 17 14 100.0% -0.90 [-1.65, -0.16]

Heterogeneity: Mot applicable
Test for overall effect: Z=2.37 (P =0.02)

Total (95% CI) 17 14 100.0% -0.90 [1.65, -0.16] -‘
Heterogeneity: Mot applicable I_4 I2 ! :IE 4!
Testfor overall effect. £=2.37 (P =0.02) Favours [SSRI] Favours [Placebo]

Testfoar subgroup differences: Mot applicable
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1.9.14Service utilisation: SSRIs combined with psychosocial
interventions compared with Placebo combined with psychosocial

interventions

Loranzepam use - Post-treatment - number at endpoint or first measurement

- ITT analysis (treatment)

SSRI + psyc Placebo + psyc Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BLOCHZ2012 10 20 13 20 100.0% 077 [0.458, 1.32] —
Total (95% CI) 20 20 100.0% 0.77 [0.45,1.32] ~al-
Total events 10 13
Heterogeneity: Mot applicable -0.1 sz DTS ﬁ é 1IZI'

Testfor overall effect. £=0.95{F=0.34)

Favours [S3RI] Favours [placeba]

1.9.15Service Utilisation: SSRIs compared with Placebo

Benzodiazepine use - Post-treatment - number at endpoint or first

measurement - ITT analysis (treatment)

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

Sertraline Placebo
Study or Subgroup Events Total Evenis Total

Risk Ratio
N-H, Random, 95% CI

17.1.1 Sertraline versus placebo

HANTSO0Z014 3 17 a 19 100.0% 0.42[013,1.33]
Subtotal (95% CI) 17 19 100.0% 0.42 [0.13,1.33]
Total events 3 8

Heterogeneity: Mot applicable

Testfor overall effect: Z=1.48(F=014)

Total (95% CI) 17 19 100.0% 0.42 [0.13,1.33]
Total events 3 a

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.48(F=014)
Testfar subgroup differences: Mot applicable

1.9.16Leaving the Study early: SSRIs combined
interventions compared with Placebo com
interventions

el

—me——

01 02 05
Favours [experimental] Favours [control]

with psychological
bined with psychological

Leaving the study early due to adverse events - Post-treatment number at

endpoint or first measurement - Available case an

alysis (treatment)
Risk Ratio

S5RI+couns  Placebo + couns Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CIl M-H, Random, 95% ClI
APFLEBY1947 1 43 3 43 100.0% 0.33[0.04, 3.08] —
Total (95% CI) 43 43 100.0% 0.33 [0.04, 3.08] ——ea i ——
Total events 1 3
Heterogeneity: Mot applicahle o o T 00

Test for overall effect Z=0.97 (F=0.33)

Antenatal and postnatal mental health (update)

Favours [experimental] Favours [control]

257



Clinical evidence - forest plots

Leaving the study early due for any reason - Post-treatment number at
endpoint or first measurement - Available case analysis (treatment)

S5Rl+ couns  Placebo + couns Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
BLOCHZD012 4 20 3 22 18.2% 1.47[0.37,577] '
APPLEBY19497 14 43 12 43 81.8% 117061, 2.22]
Total {95% CI) 63 65 100.0% 1.22 [0.68, 2.18]
Total events 18 15
_Il—_iet?;ugenem,rl:lT?ru tzzl.:l_tlg gﬁhlpz_DD.E|591, di=1{F=077) F=0% 'D.1 sz Dfﬁ 1| ﬁ é 1D'
estfor overall effect. 2= 0.66 (F = 0.51) Favours S3Rl+couns Favours placebo+couns

1.9.17Leaving the Study early: SSRIs compared with Placebo

Leaving the study early due for any reason - Post-treatment number at
endpoint or first measurement - Available case analysis (treatment)

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
20.2.1 Sertraline versus placebo
HAMTSOO2014 3 17 3 19 11.9% 1.12[0.26, 4.81]
Subtotal {95% CI) 17 19 11.9% 1.12 [0.26, 4.81] ——e i ———
Total events 3 3

Heterogeneity: Mot applicable
Testfar overall effect: Z=015{F = 0.88)

20.2.2 Paroxetine versus placebo

YOMKERS 2003 18 35 21 35 881% (.86 [0.56,1.31] t
Subtotal {95% CI) 35 35 881%  0.86[0.56,1.31]
Tatal events 15 21

Heterogeneity: Mot applicable
Testfar overall effect Z=072{(FP=047)

Total {95% CI) 52 54 100.0% 0.89 [0.59, 1.34] -l

Total events 21 24

Heterageneity: Chif=0.12, df=1 (P=0.73); F= 0% ID 1 DIE DIS % é 'lD:
Testfor overall effect 2= 0.56 (P =0.57) Favours [experimental] Favours [control]

Testfar subgroup diferences: Chi*=012, df=1 (P=073), F=0%

1.9.18Leaving the Study early: SSRIs compared with TCAs

Leaving the study early due for any reason - Post-treatment number at
endpoint or first measurement - Available case analysis (treatment)

SSRI TCA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M_H, Random, 95% CI
WISNER 2006 73 55 13 54 100.0% 1.74[0.99, 3.06]
Total (35% CI) 55 54 100.0% 1.74 [0.99, 3.06] B
Taotal events 23 13
TeciTor overal et 2o 181 (= 0.06 0102 o5 i 2 510
estfor overall effect: Z=1.91 (P = 0.06) Favours SSRI Favours TCA
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1.9.19Leaving the Study early: Hormones versus placebo

Leaving the study early due for any reason - Post-treatment number at
endpoint or first measurement - Available case analysis (treatment)

Oestradiol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
GREGOIRET9496 a 15 11 28 100.0% 0Aa7 [0.26,1.22 —
Total (95% C1) 36 28 100.0% 0.57 [0.26, 1.22] —=angii.—-
Total events a 11
Heterogeneity: Mot applicable N 02 o'z 3 —

Testfor overall effect Z=1.46(FP=014)

1.9.20Leaving the Study early: Omega-3 versus Placebo

Leaving the study early due for any reason - Post-treatment number at
endpoint or first measurement - Available case analysis (treatment)

Favours Oestradiol Favours control

Omeqga-3 Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
REES2008 1 13 4 13 7 E% 0.25[0.03, 195 *
FREEMAMZO0E 3 H a 8 17.9% 0.54 [0.14, 2.08] =
sUzo0a a] 14 T 18 36.0% 0.71[0.28, 1.24] — &
MOZURKEWICHZ2012 ] T T 41 38.45% 068 [0.27, 1.70] — &
Total (95% CI) 139 100 100.0% 0.62 [0.35, 1.09] -
Tatal events 18 23
Heterogeneity: Tau®= 0.00; Chi*= 094, df= 3 {F =082, F=0% 1032 o' 1 L

Test for overall effect: £=1.67 {(F=0.09) Favours Omega-2 Favours control

1.9.21 Adverse events: SSRI combined with psychosocial interventions
compared with Placebo compared with psychosocial interventions

Major adverse events (hypomanic switch) - Post-treatment number at
endpoint or first measurement - ITT analysis (treatment)

SSRI + psyc Placebo + psyc Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
BLOCHZ2012 2 20 0 22 100.0% 5,48 1[0.28,107 6]
Total (95% Cl) 20 22 100.0%  5.48[0.28,107.62] —E
Total events 2 0
Fr. B L | | 1 | |
Heterogeneity: Mot applicahle 'D_1 sz 0!5 ﬁ é 1IZI'

Testfor overall effect £=1.12 (F=0.26)

Antenatal and postnatal mental health (update)
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Side events (hypomanic switch) - Post-treatment mean score at endpoint or
first measurement - ITT analysis (treatment)

S8Rl + psyc Placebo + psyc 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
BLOCHZ012 14 11.76 20 1481 14 20 100.0% -0.08 [-0.70, 0.54]
Total {95% CI) 20 20 100.0% -0.08 [-0.70, 0.54]

-4 -2 0 1
Favours [experimental] Favours [control]

Heterogeneity: Mot applicahle
Test far overall effect: Z=0.26 (P =0.78)

1.9.22 Adverse events: omega-3 versus placebo

Possible hypomanic side effects - Post-treatment mean score at endpoint or
first measurement - Available case analysis (treatment)

Omega-3 Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
REES2008 1 13 ] 13 100.0% 3.00[013, 67.51] 4
Total (95% CI) 13 13 100.0% 3.00 [0.13, 67.51] —
Total events 1 1]
Heterogeneity: Mot applicable -D_1 DTE Dfs é é 1E|'

Testfor overall effect: 2= 0.64 (F = 0.4%) Favours [experimental] Favours [control]

Suicide - Post-treatment mean score at endpoint or first measurement -
Available case analysis (treatment)

Omega-3 Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
REES2008 i 13 1 13 100.0% 0.33[0.01, 750 +
Total {95% CI) 13 13 100.0% 0.33 [0.01, 7.50] "—
Total events 0 1

Heterogeneity: Mot applicable
Test for overall effect: £= 0.69 (F = 0.49)

01 0z 05
Favours [experimental]

2 5 10

Favours [control]

Any mild/transient side effects - Post-treatment mean score at endpoint or
first measurement - Available case analysis (treatment)

Omega-3 Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
REEZ2008 i 13 1 13 35% 0.33[0.01, 7500 4
FREEMARZO08 fi k) T 28 36.3% 077 [0.30, 2.03] —
suzoog 10 17 5 16 EB0.2% 1.67[0.74, 3.31] —1
Total (95% CI) 61 57 100.0% 1.15 [0.64, 2.06] -
Total events 16 14
Heterogeneity: Tau®= 0.00; Chi®= 2.00, df= 2 {P =037} F=0% 1032 05 3 P

Test for overall effect 2= 047 (P = 0.64)

Antenatal and postnatal mental health (update)

Favours Omega-3 Favours control
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1.9.23 Adverse events: SSRIs versus placebo

Decreased appetite - Post-treatment - number at endpoint or first

measurement - Available case analysis

Experimental Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YOMKERS2008 3 34 s 35 100.0% 160027, 8.43]
Total (95% CI) 35 35 100.0% 1.50 [0.27, 8.43] —e——
Total events 3 2
Heterogeneity: Mot applicahle .0.1 052 DTS i é 1|j.

Test for overall effect: Z= 046 (P = 0.65)

Favours [experimental] Fawvours [control]

Diarrhoea - Post-treatment - number at endpoint or first measurement -

Available case analysis

S5RI Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
HAMTSO002014 1 17 1 19 19.0% 1120081652 + e 4
YOMNKERS 2008 4 a5 4 s 81.0% 1.00[0.27, 3.649]
Total (95% CI) A2 A4 100.0% 1.02 [0.32, 3.30]
Total events A A

01 02 05

Heterogeneity: Tau®= 0.00; Chif=0.01, df=1 (P = 0.94); F= 0% i 4 L
Testfor averall effect: 2= 0.04 (P = 0.97) Favours [experimental] Favours [control]
Dizziness - Post-treatment - number at endpoint or first measurement -
Available case analysis
Experimental Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WN-H, Random, 95% CI M-H, Random, 95% CI
YOMKERS2008 6 345 3 35 100.0% 200054, 7.37]
Total (95% Cl) 35 35 100.0% 2.00 [0.54, 7.37] —e i ——
Total events B 3
Heterogenaity: Mot applicable F t t s t i
o B 01 032 0.5 z 5 10
Testfor overall efiect Z=1.04 (P = 0.30) Favours [experimental] Favours [control]
Headache - Post-treatment - number at endpoint or first measurement -
Available case analysis
Experimental Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
HAMTEO002014 1 17 0 19 40% 3.33[014, 7678 ’
YONKERS2008 3 35 13 35 95.1% 0,69 [0.34, 1.41] —B——
Total (95% CI) 52 54 100.0% 0.75 [0.37, 1.49] —enliiin-—
Total events 10 13
?et?;ngenewl:lT?ru :gflg;écah|P=_Dle:1, df=1(F=033F=0% -m sz EITS ﬁ é 1D'
estfor overall effect 2= 0.83 (F = 0.41) Favours [experimental] Favours [control]
261
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Nausea - Post-treatment - number at endpoint or first measurement -

Available case analysis

Experimental Placebo

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
HAMTSOO02014 1 17 1] 19 108% 3.33[0.14, 76.79] ' y
Y¥OMKERSZ2008 5 a5 ] 35 B92% 0.83[0.28, 2.48)

Total (95% CI) 52 54 100.0% 0.97 [0.35, 2.71]

Total events B B

Heterogeneity: Tau®= 0.00; Chi*=0.68,df=1 {F=041) F=0%
Test for overall effect: Z= 0.06 (F = 0.95)

01 02z 08 1 32 510
Favours [experimental] Favours [control]

Somnolence - Post-treatment - number at endpoint or first measurement -

Available case analysis

Experimental Placebo

Study or Subgroup

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

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

YORKERS2008 g 34 a 35 100.0%
Total (95% CI) 35 35 100.0%
Total events ] a

Heterogeneity: Mot applicahle
Test for overall effect: Z= 0.00 (P = 1.00)

1.00[0.22,3.19]

1.00 [0.32, 3.15]

01 02 05 1 2 5 10
Favours [experimental] Favours [control]

Dry mouth - Post-treatment - number at endpoint or first measurement -

Available case analysis

Experimental Placebo

Study or Subgroup

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

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

YONKERS2008 4 34 1]

Total (95% CI) 35

Total events 4 0
Heterogeneity: Mot applicahle

Testfor overall effect: Z=1.49 (P =0.14)

35 100.0%

35 100.0%

9.00[0.50, 161.13]

9.00 [0.50, 161.13] e ]

01 02 05 2 5 10
Favours [experimental] Favours [control]

1.9.24Compliance: SSRIs versus Placebo

Non - compliance - Post-treatment - number at endpoint or first
measurement - Available case analysis

Paroxetine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
YOMNKERSZ2008 11 35 13 35 100.0% 0.85([0.44,1.62]
Total (95% Cl) 35 35 100.0% 0.85[0.44,1.62]
Total events 11 13

Heterogeneity: Mot applicahle 'IZI.1 sz I:If5 1. i t m.

Testfor overall effect Z=0.480 (P =062)

Antenatal and postnatal mental health (update)
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1.10 HARMS FOR ASSOCIATED WITH SPECIFIC DRUGS

1.10.1 Antidepressants: Teratogenic harms

SSRIs - Teratogenic harms - Congenital malformations-cohort design

SSRI Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHAMBERS13849A f 164 B 226 1.5% 1.39[0.44, 4.40]
CAWIS2007 108 ans  BT23 49031 10.0% 098 [0.79,1.20] -
CIAYCITRINZOOS an B01 34 1359 1% 2.05([1.24, 3.38] —
EIMARSCORZO04 14 A27 )| 928 4 3% 1.08 [0.61, 1.94] i —
KALLEMZOOT 269 6555 41233 8Y38VE  11.3% 0.86 [0.78, 0.98] B
KORMUMZ010 105 2062 7449 13712 101% 1.49[1.22,1.81] -
KLULIM1998 g 222 q 235 21% 1.06[0.41, 272 I —
LEVINSOMCASTIEL2006 3 211] 1 B0 0.4% 211 [0.31, 30.73] +
MALMZ2011 303 B9YE 22305 GZBEOTY  11.4% 1.23[1.10,1.39] -
MASCHIZ008 1 102 B 612 0.5% 1.00([0.12, 8.35)]
CBERLANDERZ2O08 T 2B25 3369 107320 9 4% 081 [0.72,1.14] =T
PEDERSEMZO04 94 13¥0 22891 493113 9.9% 1.81[1.23,1.87] =
SIMOMNZ002 an 185 25 185 4 3% 1.24[0.70, 2.20] I e
SVOJELEZOWAZO0G 108 132 118 132 32% 053 [0.26,1.08] T
WENZ006 a5 a7z 209 3878 1% 1.05([0.78,1.43] T
WOGELIIS2006 a1 1081 a112 150780 3.5% 1.45[1.10,1.493] I
Total (95% Cl) 24409 2524054 100.0% 1.16 [1.00, 1.35] >
Total events 1266 109521
Heterageneity: Tau®=0.05; Chi®= 5522 df=14{F = 0.00001); F=73% 'D.1 sz DTS i é 1IZI'

Testfor overall effect Z=2.01 (P =0.04)

53353RI Unexposed

SSRIs - Teratogenic harms - Congenital malformations-case control design

Study or Subgroup

(Odds Ratio
M-H, Random, 95% Cl

Odds Ratio
M-H, Random, 95% Cl

ALYWYANZ007

Total (95% Cl)
Total events

S5SRI Unexposed
Events Total Events Total Weight
230 316 9320 13299 100.0%
316 13299 100.0%

230

Heterogeneity: Mot applicable

§3z20

1.14[0.89,1.47]

1.14 [0.89, 1.47]

0102

05 1 2 5

Testfor overall effect Z=1.04 (P =0.30) SSRI Unexposed 10

TCAs - Teratogenic harms - Congenital malformations-cohort design
TCA Unexposed Odds Ratio Odds Ratio

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

DAYIS2007 200 187 6811 49669  GO.1% 0.86 [0.54, 1.37]

SiMor2002 24 208 a0 209 39.9% 0.77[0.44,1.38]

Total (95% CI) 376 49878 100.0% 0.82 [0.57,1.18]

Total events 44 6541

Heterogeneity: Tau = 0.00; Chi*=0.07, df=1 (F=0.79); 7= 0% 103 R : LA,

Test for overall effect: £=1.06 (P = 0.28}) TCA Unexposed
Antenatal and postnatal mental health (update) 263
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Paroxetine - Teratogenic harms - Congenital malformations-cohort design

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DavIS2007 26 182 BBOS 49654 13.2% 1.05[0.69, 1.549] -
DIAYCITRINZDOS 18 348 34 1359 7.8% 213[1.19, 3.81]
EIMNARSOMN2009 A 148 K} 28 3.2% 1.01 [0.39, 2.64] I E—
KALLERZOO7 46 9588 41233 BF3IETE  20.4% 1.02[0.76, 1.37] —
KORMUMZO10 11 297 7449 213712 7.3% 1.07 [0.58, 1.95] [ —
MALMZ2011 a7 968 22305  BZEEOT  20.7% 1.39[1.03, 1.86] -
COBERLANDERZ0O08 24 993 3369 107320 15.5% 093 [0.64,1.35] I
PEDERSEMN2009 21 298 22891 493113 12.0% 1.85[1.00, 2.42] =
Total (95% Cl) 4194 2368569 100.0% 1.20 [1.00, 1.43] P
Total events 203 104117
Heterogeneity: Tau=0.02; Chi*=9.65, df=7 (P=0.21), F=27% 102 0 3 LR

Testfor overall effect; £= 2.01 (P = 0.04)

Citalopram - Teratogenic harms -

Favours exposed Favours unexposed

Congenital malformations-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ElMARSOMZ009 a 184 )| 928 5.6% 1.32 [0.59, 2.91]
KALLEMZOOT 119 2701 41233 873876 26.1% 0.93[0.77,1.12]
KORMUMZ010 36 658 7448 M3IT1Z 175% 1.601[1.14, 2.24] -
MALMZ2011 117 2799 22305 628607 26.1% 1.191[0.98,1.43]
CBERLANDERZODR 4 101 3369 107320 IT% 1.27 [0.47, 3.46] I
PEDERSEMZO0Y 24 460 22891 493113 14.2% 1.13[0.75,1.71] T
SIVOJELEZOYAZODS 108 132 118 132 6.7% 0.3 [0.26, 1.08] —
Total (95% CI) 7035 2317688 100.0% 1.11[0.91,1.37] *
Total events 416 97396
Heterogeneity: Tau®=0.03; Chi®=12.94, df= 6 (P = 0.04); F=54% T o 10 100

Testfor overall effect Z=1.03 (P=0.30)

Favours exposed Favours unexposed

Fluoxetine - Teratogenic harms - Congenital malformations-cohort design

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHAMEERS1996 G 164 G 226 2.5% 1.39[0.44, 4.40] T
DIAYCITRINZDOS 12 2483 34 1359 B.7% 1.94 [0.99, 3.80] =
EIMNARSOMN2009 3 A1 K} 28 2.3% 1.501[0.44, 5.04] 1T
KALLERZOO7 36 926 41233 BF3IETE  19.8% 0.82[0.59, 1.14] -
KORMUMZO10 22 472 7449 213712 14.0% 1.35[0.88, 2.08] -
MALMZ2011 83 1818 22305 BZ860Y 306% 1.301[1.04,1.62]
COBERLANDERZ0O08 21 638 3369 107320 13.6% 1.08[0.68, 1.62]
PEDERSEMN2009 15 348 22891 493113 10.5% 0.93[0.55,1.55]
Total (95% Cl) 4680 2319141 100.0% 1.15 [0.96, 1.39]
Total events 1498 97318
Heterogeneity: Tau®= 0.02; Chi®=9.30, df= 7 (P = 0.23); F= 25% iﬂ e |2|=1 ; 110 1E|E|E|=

Testfor overall effect, Z=1.51 (P=0.13})

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Sertraline - Teratogenic harms - Congenital malformations-cohort design

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
EIMARSOMN2009 1 A1 K} 928 1.9% 0.43[0.08, 3.59] *+
KALLEMZOOT A7 1906 41233 873876 259% 0.74 [0.58, 0.94] —-—
KORMUMZO10 14 362 TF449 0 AT 1T.3% 1.58[0.99, 2.51] =
MALMZ2011 36 869 22305  BIEEOFT  22.2% 117 [0.84, 1.64] =
COBERLANDERZ0O08 14 608 3369 107320 17.4% 1.00[0.63,1.47] .
PEDERSEM2009 15 258 22891 493113 14.4% 1.261[0.75, 2.13] I e
Total (95% Cl) 4055 2317556 100.0% 1.06 [0.80, 1.40] g
Total events 157 97278
Heterogeneity: Tau®= 0.07; Chi*=1210, df=5 (P =0.03), F= 59% 103 0 3 LR

Testfor overall effect, Z= 038 (P=0.70)

Favours exposed Favours unexposed

Fluvoxamine - Teratogenic harms - Congenital malformations-cohort design

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
EIMARSOMN2009 2 a2 K} 928 14.5% 116 [0.27, 4.97]
KALLERMZOO7 2 38 41233 BFIETE  15.2% 112 [0.27, 4.66]
MALM2011 7 240 22305 B2BEOT  54.5% 082038 1.73] ——
QBERLAMDERZ2008 2 118 3369 107320 145.8% 0483013, 2.13] =
Total (95% Cl) 449 1610731 100.0% 0.84 [0.48, 1.47] i
Total events 13 FEI38
Heterogeneity: Tau®= 0.00; Chi*=0.749, df= 3 (F=0.858) F=0% 103 0 3 LR

Testfor overall effect; £= 0.61 (P = 0.54)

Favours exposed Favours unexposed

Escitalopram - Teratogenic harms - Congenital malformations-cohort

design
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
EIMNARSOMNZ2009 I 21 K} 928 Mot estimable
KALLEMZO0T 3 72 41233 873876 21.8% 0.88[0.28, 2.79)] — ™
KORMUMZ010 a 88 FT4489 213712 34A5% 277 [1.34, 573] — &
AL 2011 17 441 22308 GB28E07 437% 1.09[0.67,1.77] 1
Total (95% CI) 601 1716195 100.0% 1.43 [0.72, 2.87]
Total events 28 FUEER
Heterogeneity: Tau*= 022, Chi*= 516, df=2 (P = 0.08); F=61% 1 03 05 3 P

Testfor overall effect: Z=1.02 (P =0.31)

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Venlafaxine - Teratogenic harms - Congenital malformations-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
EIMARSORM2009 2 1484 M 928 241% 0.38[0.09,1.61] * L
QOBERLAMDERZ2002 B 250 3369 107320 759% 0.FE[0.34,1.71] ——
Total (95% CI) 404 108248 100.0% 0.64 [0.32, 1.30] el
Total events a 3400
Heterogeneity: Tau®=0.00; Chi#=0.68, df=1 (F=0.41); F= 0% 'D.1 sz D!S é é 1D'

Testfor overall effect Z=1.23(P=0.22

Favours exposed Favours unexposed

Any antidepressant - Teratogenic harms - Major congenital malformations-

case-cohort design

Antidepressants Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RAMOS2008 45 1101 94 1228 100.0% 1.14[0.85,1.53]
Total (95% CI) 1101 1228 100.0% 1.14 [0.85, 1.53]

Total events 95 94
Heterogeneity: Mot applicahle
Test for overall effect: £=0.86 (P = 0.34)

08 1 2 510
35Kl Unexposed

0102

SSRIs - Teratogenic harms - Major congenital malformations-cohort design

SSRI Unexposed Odds Ratio Ddds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHAMEERS1996 5] 164 ] 226 1.9% 1.39[0.44, 4.40] —
DIAYCITRINZO0S a0 601 34 1354 2.0% 2.05[1.24, 3.38]
EIMNARSCOMZ004 14 a27 M Q28 f.3% 1.08 [0.61,1.94] . aa—
FLILIMA 998 g 222 ] 235 27% 1.06 [0.41, 2.72] I —
AL 2011 303 64976 22305 B2860V  28.1% 1.23[1.10,1.349] =
MASCHIZO08 1 102 fi F12 0.6% 1.00([012,8.349]
QOBERLAMDERZO0S 7o 2625 3369 107320 196% 0.91[0.72,1.14] —-—
FPEDERSEMZO09 85 1370 145518 483113 17 2% 1.249[0.98, 1.649] Bl
SiMOM2002 12 185 ] 185 3.0% 1.36 [0.56, 3.30] -]
SVOJELEZOWVAZDNS 108 132 118 132 4.89% 0.53[0.26,1.08] E—
WEMZONG 20 Q72 Th 3a8ra 8.1% 1.05[0.64,1.73] B
Total (95% CI) 13876 1236595 100.0% 1.15[0.98, 1.35] »>
Total events G238 41481
Heterogeneity; Tau®=0.02; Chi*= 1592, df= 10 (P = 0.10%; F= 37 % l l f J l !
Test far overall effect Z=1.67 (P=010) 0.10.2 DSSSRI Uneipnseds 1o

Antenatal and postnatal mental health (update)
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Paroxetine - Teratogenic harms - Major congenital malformations-cohort

design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DIAYCITRINZDOS 18 348 34 1359 15.8% 213[1.19, 3.81] [ —
EIMNARSOMN2009 A 148 K} 28 T.4% 1.01 [0.39, 2.64] I E—
MALMZ2011 a7 968 22305  BZEE0OFT 31.9% 1.39[1.03, 1.86] ——
COBERLANDERZ008 29 993 3369 107320 26.45% 093 [0.64,1.35] .
PEDERSEMNZ2009 15 299 15518 493113 183.4% 1.683[0.97, 2.73] T
Total (95% Cl) 2756 1231327 100.0% 1.34 [1.01, 1.78] L 2
Total events 114 41257
Heterogeneity: Tau=0.04; Chi*=7.08, df=4 (P=013), F= 44% 103 0 3 LR

Testfor overall effect; £= 2.04 (P = 0.04)

Favours exposed Favours unexposed

Citalopram - Teratogenic harms - Major congenital malformations-cohort

design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ElMARSOMZ009 a 184 )| 928 T.6% 1.32 [0.59, 2.91] ]
MALMZ0T1 117 2799 22305 628607 60.2% 1.19[0.98,1.43] il
CBERLANDERZO0A 4 101 3369 107320 4.9% 1.27 [0.47, 3.46] —
PEDERSEMZ004 17 460 15518 4931123 18.0% 1.181[0.73,1.92] -
SVOJELEZOWAZODS 108 132 118 132 9.3% 0.53[0.26,1.08] e
Total (95% CI) 3676 1230100 100.0% 1.11 [0.89, 1.40] -»
Total events 254 413141
Heterogeneity: TauwF=0.01; ChiF= 477, df= 4 (F =031}, F=16% 'IZI.1 sz IZITE ﬁ é 1IZI'

Testfor overall effect: £=0.92 (P = 0.36)

Favours exposed Favours unexposed

Fluoxetine - Teratogenic harms - Major congenital malformations-cohort

design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CHAMBERS1996 h 164 h 226 2.3% 1.39[0.44, 4.40]
DIAYCITRINZOO0S 12 2483 4 1359 6.9% 1.94 [0.99, 3.80]
EIMARSOMNZ009 3 g1 )| 928 2.1% 1.501[0.44, 5.04]
MALM2011 83 1818 22305 BZB8607 E638% 1.301[1.04,1.62] -
QBERLAMDERZ2008 21 B38 3369 107320 16.3% 1.05[0.68, 1.62] —
FEDERSEMNZ004 11 348 15518 493113 8.6% 1.00[0.55,1.83] [ —
Total (95% Cl) 3282 1231553 100.0% 1.27 [1.06, 1.51] &»
Total events 136 41263

Heterogeneity: Tau®= 0.00; Chi*= 299, df =5 (F =070} F=0%
Test for overall effect 2= 2.64 (P=0.008)

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Sertraline - Teratogenic harms - Major congenital malformations-cohort

design
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
EIMARSOMNZ009 1 fi1 )| 928 1.5% 0.43[0.06, 3.59] +
MALMZ2011 36 868 22305  B2BEOT  52.9% 117 [0.84, 1.64] Tl
QBERLAMDERZ2008 19 BO8 3369 107320 281% 1.00[0.63,1.87] —
FEDERSEMNZ004 12 258 158518 493113 17.6% 1.60[0.84, 2.67] T
Total (95% Cl) 1797 1229968 100.0% 1.15[0.91, 1.47] -
Total events lati] 41223
Heterogeneity: Tau®= 0.00; Chi*=1.92, df= 3 (F =059} F=0% 'E|.1 sz DTS ﬁ :'S 1IZI'

Test for averall effect Z=1.16 (P =0.25)

Favours exposed Favours unexposed

Fluvoxamine - Teratogenic harms - Major congenital malformations-cohort

design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
EINARSORMZO08 2 52 M 928 171% 116 [0.27, 4.97] =
MALMZ2011 T 240 22305 B2860T7 B4.3% 0.82[0.38,1.73] —i—
OBERLAMDERZOOR 2 119 3368 107320 186% 0483013, 213]
Total {95% CI) 411 736855 100.0% 0.80 [0.44, 1.46] e
Total events 11 25705
Heterogeneity: Tau®=0.00; ChiF= 060, df=2 (P=0.74); F= 0% 'D_1 sz EI!S ﬁ é m-

Testfor overall effect Z=073 (F=0.47)

Favours exposed Fawvours unexposed

Escitalopram - Teratogenic harms - Major congenital malformations-cohort

design
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
EINARSOMZ009 1] 21 N 928 Mat estimable
MALMZ011 17 441 22305 B28607 100.0% 1.08 [0.67,1.77]
Total (95% CI) 441 628607 100.0% 1.09 [0.67,1.77]
Total events 17 22305

Heterogeneity: Mot applicable

Testfor overall effect Z=035(P=073

01 02

os 1 2 5 10

Favours exposed Favours unexposed

Venlafaxine - Teratogenic harms - Major congenital malformations-cohort

design
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ElMARSOMZ2009 2 1464 K} 928 241% 0.38[0.09,1.61] * =
OBERLAMDERZO02 B 280 3369 107320 759% 0.FE[0.34,1.71] ——
Total {95% CI) 404 108248 100.0% 0.64 [0.32, 1.30] ~t-
Total events a 3400
Heterogeneity: Tau®=0.00; Chi*= 068, df=1 (P=0.41), F=0% 91 03 0% 1 L

Testfor overall effect, £=1.23(F =022

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Clinical evidence - forest plots

SSRIs - Teratogenic harms - Cardiac malformations-cohort design

SSRI Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 85% Cl
DAVISZ007 17 a0s 1171 49031 12.3% 0.88[0.54, 1.43] —
DA CITRIMZOO0E 14 601 a 13588 B.5% 403 [1.68, 9.65]
KALLEMZO007 T8 BASS 11367  BF3ETE 17 4% 0.91[0.73,1.14] .
KORMUMZ010 26 2062 1403 213712 143% 1.93[1.31, 2.86] —
LEVIMNSOMNCASTIELZOOG 2 B0 0 B0 0.8% 817 [0.24,110.01] 2
TdALM2011 116  B376 8137 628607 186% 1.29[1.07,1.55] -
OBERLANDERZOOS 17 2625 a12 107320 123% 1.36[0.84, 2.21] I
FEDERSENZ004 16 1370 3988 493113 121% 1.45[0.88, 2.37] T
SIMORMZ002 4 185 ] 185 0.8% 9.20[0.49,172.07] +
WICHMARN 2008 3 aos 2058 24406 44% 044[0.14,1.38] e
Total (95% CI) 22047 2391669 100.0% 1.32[1.01,1.73] “-
Total events 283 26791
Heterogeneity, Tau®= 0.09; ChiF= 27.54, df = 9 (P = 0.001); F= 67% I I I I I !
o ~ 0102 05 2 g 10
Testfor overall effect Z=2.01 (P =0.04) SSRI Unexposed
TCAs - Teratogenic harms - Cardiac malformations-cohort design
TCA Unexposed Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DAVIS2007 2 167 1186 49669 74.9% 0.560[0.12, 2.00] L]
SIMoN2002 1 209 2 209 251% 0.50 [0.04, 553 * =
Total (95% CI) 376 49878 100.0% 0.50 [0.15, 1.66] e
Total events 3 1188
?et?;ngenewyl:l T?ru t:-gfl?;1c4hlp:—n|jnzné df=1{F=1.00) F=0% 01032 05 3 0
est for overall effect Z=1.14 (P = 0.26) TCA Unexposed
Paroxetine - Teratogenic harms - Cardiac malformations-cohort design
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DAVISZ007 4 182 1184 49654 T.3% 0.92[0.54, 2.48]
DIAVCITRIMNZO0S T 348 a 1358 G6.9% 347 [1.25, 9.63]
KALLEMZOOY 20 959 11367  BF387E  36.4% 1.62[1.04, 2.52] ——
KORMNUMZ010 1 287 1403 213712 1.9% 0.51 [0.07, 3.64] *
MALMZ011 16 968 8137 BZB8EOF  29.3% 1.28[0.78, 2.10] T
OBERLAMNDERZ008 7 993 a12 107320 12.8% 1.48([0.70,3.13] T
FPEDERSEMNZ009 3 2499 3988 493113 a8.5% 1.24 [0.40, 3.88] I R
Total (95% CI) 4046 2367641 100.0% 1.46 [1.12, 1.90] <
Total events a8 26599
Heterogeneity: Tau®= 0.00; Chi*=5.27, df=6(F=051) F=0% 102 0 3 LR

Test for overall effect, £= 2,76 (P = 0.008)

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Clinical evidence - forest plots

Paroxetine - Teratogenic harms - Cardiac malformations-case-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BAKKERZO10A 10 16 BE1 1266 100.0% 1.53[0.585, 4.22] —
Total (95% CI) 16 1266 100.0% 1.53 [0.55, 4.22] e ——
Total events 10 BE1
Heterogeneity: Mot applicahle 'IZI_1 DTQ DTS i é 1I:|'

Testfor overall effect £=0.81 (FP=0.42)

Citalopram - Teratogenic harms

Favours exposed Favours unexposed

- Cardiac malformations-cohort design

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
KALLERMZO07 27 Y01 11367 8r3876  26.5% Q77 [0.52,1132] —
KORMUMZO10 h Bag 1403 213712 16.9% 1.39[0.62, 3.12] I e —
MALMZ2011 45 2799 8137 BZ8B0Y  28.3% 1.251[0.93,1.67] T
QBERLAMDERZ2008 3 1m 812 107320 11.4% B39 [2.02, 20.21] —+
FEDERSEMNZ004 f 460 3988 493113 16.9% 162072, 3.63] I e —
Total (95% Cl) 6719 2316628 100.0% 1.41 [0.86, 2.29] e
Total events ar 25407
Heterogeneity: Tau®= 0.20; Chi*=14.43, df= 4 (F = 0.00EY, IF=72% 'E|.1 sz DTS ﬁ :'S 1IZI'

Testfor averall effect Z=137 (P=017)

Favours exposed Favours unexposed

Fluoxetine - Teratogenic harms - Cardiac malformations-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
DIAYCITRINZDOS 7 2483 a 1359 10.6% 481 [1.73,13.37] L E—
KALLEMZ007 12 926 113687 873876 221% 1.00[0.56, 1.76]
KORMUM2010 G 472 1403 213712 14.8% 1.95[0.87, 4.37] T
MALM2011 a7 1818 8137 BZBE0OY  328% 1.881[1.14, 2.20] ——
QBERLAMDERZ2008 A 638 812 107320 131% 1.65[0.68, 3.949] I
FEDERSEMNZ004 2 348 3988 493113 A.5% 0.71[0.18, 2.85]
Total (95% Cl) 4455 2317987 100.0% 1.58 [1.08, 2.32] .
Total events att] 25415
Heterogeneity: Tau®= 0.09; Chi*= 8.65, df=5{P =012 F= 42% =EI.1 0?2 D?S 5 :55 1IZI=

Test for averall effect Z=2.34 (P=0.02)

Favours exposed Favours unexposed

Sertraline - Teratogenic harms - Cardiac malformations-cohort design

Experimental Control Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
KALLERMZO07 17 15906 11367 8r3876 243% B8 [0.42 1.10] — &
KORMUMZO10 7 362 1403 213712 204% 3.07 [1.45, 6.40] —_—
MALMZ2011 9 868 8137 B2BEOT  21.8% 0.801[0.41,1.54] i
QBERLAMDERZ2008 3 B08 812 107320 151% 1.03[0.33, 3.23] e
FEDERSEMNZ004 A 288 3988 493113 18.5% 2.41 [1.00, 5.85] I —
Total (95% Cl) 3904 2316628 100.0% 1.29 [0.67, 2.49] B
Total events 41 25407
Heterogeneity: Tau®= 0.40; Chi*=15.84, df= 4 (F = 0,003}, F=75% 'E|.1 sz DTS ﬁ :'S 1IZI'

Test for averall effect Z=0.76 (P =0.45)

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Clinical evidence - forest plots

Fluvoxamine - Teratogenic harms - Cardiac malformations-cohort design

Experimental Control

Odds Ratio

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
hALRMZ2011 2 240 8137 BZ860T7 100.0% 0.64 [0.16, 2.58]

OBERLAMDERZ200S I 118 812 107320 Mot estimable

Total (95% CI) 240 628607 100.0% 0.64 [0.16, 2.58] ——e i —

Total events 2 2137

Heterogeneity: Mot applicable "1 02 0 z : 10

Testfar overall effect: =063 (P=043)

Favours exposed Favours unexposed

Escitalopram - Teratogenic harms - Cardiac malformations-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Evenis Tofal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
KORMUMZ010 3 88 1403 213712 441% .34 [1.69 16.91] —a—+
MALMZ011 a 441 8137 B28607 A559% 1.41[0.70, 2.84] ——
Total (95% CI) 529 842319 100.0% 2.54 [0.67, 9.59] —e——
Total events A 9540
Heterogeneity: Tau*=0.70; Chi*= 394, df=1 (P =0.05); F=75% 'D.1 sz Dfﬁ ﬁ é 1|j-

Testfor overall effect: Z=1.37 (P =017)

Favours exposed Favours unexposed

Venlafaxine - Teratogenic harms - Cardiac malformations-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
OBERLAMDERZ200S 1 250 812 107320 100.0% 084012, 5498]
Total {95% Cl) 250 107320 100.0% 0.84 [0.12, 5.98]

Total events 1 812
Heterogeneity: Mot applicable

Testfar overall effect: =018 (P = 0.86)

01 02

05 1 2 & 10
Favours exposed Favours unexposed

SSRIs - Teratogenic harms - ASD and/or VSD-cohort design

Heterogeneity, Tau®=0.04; Chi*=543, df =2 (P =007}, F=63%

SSRI Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight MN-H, Random, 95% Cl M-H, Random, 95% Cl
kALLEMZ007 54  B555 71489 BF3EVE  3V.8% 1.01 [0.77,1.32]
MALMZ011 103 BY976 6744 B28B607  44.4% 1.38[1.14, 1.68] &
PEDERSEMN2004 12 1370 2315 4493113 17.8% 1.87 [1.06, 3.31] e
Total (95% CI) 14901 1995596 100.0% 1.29 [0.97,1.73]
Total events 1649 16218

05 1 2 510

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

Antenatal and postnatal mental health (update)

0102

SSRI Unexposed
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Clinical evidence - forest plots

Paroxetine - Teratogenic harms - ASD and/or VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% Cl
kALLEMZOOT 13 959 F188  G¥387E  4B1% 1.66 [0.96, 2.88] — i
MALMZ2011 13 968 G744 G2BEOT  4B1% 1.26[0.73, 2.17] —i—
FEDERSEMZ009 1 289 2314 483113 AT% 0.71[010,5.07] 4
Total {95% Cl) 2226 1995596 100.0% 1.41 [0.96, 2.06] -
Total events 27 16218

2

Heterogeneity: Tau®=0.00; Chi*=1.00,df=2 {F=

Testfor overall effect =176 (F=0.08)

0.61); F=0%

Citalopram - Teratogenic harms - ASD

01 02

05 £ 10
Favours exposed Favours unexposed

and/or VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% Cl
KALLEMZ007 19 2701 7159 873876 36.5% 0.86[0.595, 1.35] —
WAL 2011 42 2799 G744 RB2BEOT  451% 1.401[1.03,1.81] ——
FEDERSEMNZ009 A 460 2314 483113 18.4% 2.33[0.96, 5.63] | —
Total (95% CI) 5960 1995596 100.0% 1.29 [0.81, 2.04] L
Total events 66 16218
Heterogeneity: Tau*=010; Chi*=523, df =2 (F=0.07); F=62% 103 0 3 : 10

Testfor overall effect £=1.08 (F=0.28

Favours exposed Favours unexposed

Fluoxetine - Teratogenic harms - ASD and/or VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KALLEMZ007 G 926  F159  BY38TE  2TT% 0.79[0.35, 1.76] — &
WAL 2011 33 1818 6744 RB28607 FBO04% 1.70[1.21, 2.41] —
FEDERSEMNZ009 i 348 2314 483113 11.89% 1.23[0.31, 482
Total (95% CI) 3002 1995596 100.0% 1.32 [0.79, 2.23] e
Total events 41 16218
Heterogeneity: Tau*= 009 Chi*= 314, df =2 {(F=0.21); F= 36% 103 0 3 : 10

Testfor overall effect £=1.06 (F =029

Favours exposed Favours unexposed

Sertraline - Teratogenic harms - ASD and/or VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
KALLEMZ007 15 1906 71589 873876 40.3% 0.96 [0.598, 1.60] —a—
hALMZ2011 7 869 G744 R2BEOY  33.2% 0.7a[0.36, 1.58] — T
FEDERSEMNZ009 1 268 2314 483113 26.45% 3.33[1.24,8.94] I —
Total (95% CI) 3034 1995596 100.0% 1.23 [0.58, 2.60] oo
Total events 26 16218
Heterogeneity: Tau®= 0,29, Chi*= 631, df= 2 (P = 0.04); F= 63% 1 03 05 3 PR

Testfor overall effect: £2=0.54 (P =0.59)

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Clinical evidence - forest plots

Fluvoxamine - Teratogenic harms - ASD and/or VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MALMZ011 1 240 BY44 B2860Y 100.0% 0.39[0.048, 279 4
Total {95% Cl) 240 628607 100.0% 0.39 [0.05, 2.75] ——
Total events 1 6744

Heterogeneity: Mot applicable
Testfor overall effect. £= 095 (P=0.34

01 02

05 2 5 10
Favours exposed Favours unexposed

Escitalopram - Teratogenic harms - ASD and/or VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MALMZ011 a 441 6744 B28607 100.0% 1.70[0.85, 3.43] I
Total {95% CI) 441 628607 100.0% 1.70 [0.85, 3.43] e
Total events a 6744
Heterogeneity: Mot applicable -m sz DTS i é 1D'

Testfor overall effect Z=1.49{P=0.14

SSRIs - Teratogenic harms - ASD-cohort design

Favours exposed Favours unexposed

SSRI Unexposed Odds Ratio Odds Ratio
Study or Subaroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MALMZ071 18 BYYE 1279 628607 AS67% 1.27 [0.80, 2.02] ——
OBERLAMWDERZOOB B 2625 T 107320 43.3% 328 [1.42,7.83] —a—
Total (95% CI) 9601 735927 100.0% 1.91 [0.75, 4.86] -~
Total events 24 1354
Heterogeneity: Tau®=0.34; Chi®= 3.89, df=1 (P=0.09); F=74% F ; ; i 3 /
Testfor overall effect Z=1.36 (F=0.17) 0.102 DSSSRI Unefcpnseds 1o
Paroxetine - Teratogenic harms - ASD-cohort design
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Evenis Total Eventis Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
MALMZ011 3 ELat] 1279 B28607 100.0% 1.521[0.49, 4.74]
Total (95% CI) a8 628607 100.0% 1.52 [0.49, 4.74] ——e——
Total events 3 12749
Heterageneity: Mot applicable ID ] DI2 DIS é % 1D=

Testfor overall effect =073 (FP=047)

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Clinical evidence - forest plots

Citalopram - Teratogenic harms - ASD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MALMZ011 B 2799 1278 B2860F 100.0% 1.06[0.47, 2.34]
Total {95% CI) 2799 628607 100.0% 1.05 [0.47, 2.35]
Total events G 1278

Heterogeneity: Mot applicable
Testfor overall effect Z=013 (P =090

0102 05 10 2 5 10
Favours exposed Favours unexposed

Fluoxetine - Teratogenic harms - ASD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MALMZ011 71818 1279 628607 100.0% 1.90[0.90, 3.949] ]
Total {95% CI) 18138 628607 100.0% 1.90 [0.90, 3.99] o
Total events T 1278
Heterogeneity: Mot applicable -m sz DTS i é 1D'

Test for overall effect: £=1.68 (P=0.09

Favours exposed Favours unexposed

Sertraline - Teratogenic harms - ASD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Evenis Total Eventis Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
MALMZ011 i 869 12¥9 B2BR0OY 100.0% 1.13[0.28, 4.44]
Total (95% Cl) 869 628607 100.0% 1.13 [0.28, 4.54]
Total events 2 12749

Heterogeneity: Mot applicable
Test for overall effect Z= 017 (P =0.86)

Fluvoxamine - Teratogenic harms

[ 1 ]
010z 05 10 2 6 10
Favours exposed Favours unexposed

- ASD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MALMZ011 I 240 1279 B2860Y 100.0% 1.02[0.06, 16.39) * ’
Total (95% Cl) 240 628607 100.0% 1.02 [0.06, 16.35]
Total events 1] 12749

Heterogeneity: Mot applicable
Test for overall effect: Z=0.01 (P =099

[ 1 | 1
0102 05 10 2 5 10
Favours exposed Favours unexposed

Escitalopram - Teratogenic harms - ASD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MALMZ011 I 441 1278 B28607 100.0% 0.56[0.03, 5.90 4
Total {95% CI) 411 628607 100.0% 0.56 [0.03, 8.90] —
Total events I 1278

Heterogeneity: Mot applicable
Testfor overall effect £= 042 (P =068

Antenatal and postnatal mental health (update)

0102 05 2 5 10
Favours exposed Favours unexposed
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Clinical evidence - forest plots

SSRIs - Teratogenic harms - VSD-cohort design

S5RI Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KALLEMZ007 A 2625 218 107320 B.6% 1.12[0.50, 2.52]
LEWIMNSOMNCASTIEL2006 2 B0 0 B0 0.5% A17[0.24,110.01] *
MALMZ011 85 BYTYE 4465 B28607  93.0% 1.41[1.13,1.74] l
WICHMAR 2009 I 1] 24 24406 Mot estimahle
Total {95% CI) 9661 735987 100.0% 1.39[1.13,1.72] &
Total events 93 634
Heteragenaity: Tau® = 0.00; Chi®= 099 df=2 (F= 061} F=0% F f t f s i
o _ 0102 0.4 2 5 10
Test for overall effect, 2= 313 (P =0.002) SSRI Unexposed
Paroxetine - Teratogenic harms - VSD-cohort design
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MALMZ011 10 968 5465 B2860Y 100.0% 1.19[0.64, 2.23]
Total (95% Cl) oG8 628607 100.0% 1.19 [0.64, 2.22]
Total events 10 H465

Heterogeneity: Mot applicable
Test for overall effect: £=0.585 (P =0.58)

[ 1 | 1 | 1
0102 05 10 2 5 10
Favours exposed Favours unexposed

Citalopram - Teratogenic harms - VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MALMZ011 36 2799 5485 B2860TF 100.0% 1.49[1.07, 2.07]
Total (95% Cl) 2799 628607 100.0% 1.49 [1.07, 2.07] L
Total events 36 H465
2

Heterogeneity: Mot applicable
Testfor overall effect £= 235 (FP=002)

[ 1 | 1
0102 05 5 10
Favours exposed Favours unexposed

Fluoxetine - Teratogenic harms - VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MALMZ011 26 1818 54685 628607 100.0% 1.65([1.12, 2.44]
Total (95% CI) 1818 628607 100.0% 1.65[1.12, 2.44] .
Total events 26 5465
Heterogeneity: Mot applicable -m sz DTS i é 1D'

Testfor overall effect. 2= 2.54 (P=0.01)

Antenatal and postnatal mental health (update)

Favours exposed Favours unexposed
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Clinical evidence - forest plots

Sertraline - Teratogenic harms - VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MALMZ011 A 869 5465 628607 100.0% 0.66 [0.27, 1.559] —
Total {95% CI) 869 628607 100.0% 0.66 [0.27, 1.59] e
Total events A 5465
Heterogeneity: Mot applicable -m sz DTS i é 1D'

Testfor overall effect. £= 093 (P=0.39

Favours exposed Favours unexposed

Fluvoxamine - Teratogenic harms - VSD-cohort design

Experimental Control

Odds Ratio

Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MALMZ011 1 240 5465 628607 100.0% 0.45[0.07, 3.400 #

Total {95% CI) 240 628607 100.0% 0.48 [0.07, 3.40] = —
Total events 1 5465

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

01 02 05 2 5 10

Favours exposed Favours unexposed

Escitalopram - Teratogenic harms - VSD-cohort design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Evenis Total Eventis Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
MALMZ011 a 441 A465 B28607 100.0% 2111[1.048,4.24]
Total (95% Cl) 441 628607 100.0% 211 [1.05, 4.24] -
Total events a 5465
Heterogeneity: Mot applicable I 0’5 ) L

Test for overall effect 2= 209 (FP=004)

Favours exposed Favours unexposed

1.10.2 Antidepressants: Neonatal and obstetric complications

SSRIs - Neonatal and obstetric complications - Miscarriage-cohort design

S5RI Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
KLILIMAT 998 an 28y iy 287 43T7% 1.48[0.83, 2.65]
SIWOJELEZOVAZDDS 14 132 13 132 271% 1.09[0.449, 2.41]
WENZO00R 11 472 17 3878 29.2% 2E0[1.21, 5.487) —
Total (85% Cl) 1391 4297 100.0% 1.60 [1.01, 2.53] -
Total events a4 a1
Heterogeneity: Tau =.EI.IZI4; Chi*= 288 df=2(P=028); F=22% 102 R ] A
Testfor overall effect: 2= 2.02 (P = 0.04) SSRI Unexposed
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Clinical evidence - forest plots

SSRIs - Neonatal and obstetric complications - Pre-term delivery-cohort

design
SSRI Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CALDEROMMARGALITZ004 13 138 170 2493 14.4% 1.42[0.79, 2.57] T
CASPERZ2003 1 )l 1 13 1.3% 0.40[0.02,6.93] +
KORMLUIM2Z010 217 2993 10114 213712 25.4% 1.87 [1.37,1.81] -
MASCHIZO08 13 200 35 200 127% 033017, 0.64] —_—
SIMONZ002 18 185 i 185 8.4% 3.41[1.33, 8.76)
SMOJELEZOVAZ004 11 132 g 132 6.9% 2,31 [0.78, 6.84] T
SURIZOO7 7 49 0 22 Mot estimable
WENZ006 188 4972 465 3878 246% 1.76[1.46, 2.13] -
WISHNER 2009 11 71 i 36 A.4% 1.14 [0.36, 3.56] —
Total (95% CI) 4722 220649 100.0% 1.38 [0.99, 1.92] -
Total events 473 10801
Heterogeneity: Tau®=0.11; Chi*= 2687, df= ¥ (P = 0.0004); F= 74% F f f t t {
Testfo?overgll effect 7= 1I.QD F= D.DE)I { ’ 0102 0.5 2 5 10
S5R| Unexposed

Any antidepressant - Neonatal and obstetric complications - PNAS-cohort

design
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BOUCHERZO08 A7 73 28 T3 225% A.73[2.76,11.86] —
COSTEIZO02 12 a5 3 27 134% 2.23[0.57,8.70]
FERREIRAZDOT a9 7B ar a0 233% 4,97 [2.51, 9.89)] — &
LAIMEZ003 17 20 9 20 11.8% 6.93[1.53, 31.38] —_—
LEVINSOMCASTIEL2006 18 2] Il 60 4 6%  A2.67[3.09 898.14] E—
MASCHIZ008 14 200 a0 1200 245% 1.73[0.894, 315) T
Total (95% CI) 4384 1470 100.0% 413 [2.14, 7.98] —~i—
Total events 177 127
Heterageneity: Tau®= 0,36, Chi*=13.06, df= 9 (P =002}, F=62% 'E|.1 sz DTS i é 1D'

Test for overall effect: £= 422 (F = 0.0001)

Favours experimental

Fawvours control

SSRIs - PPHT - Neonatal and obstetric complications - Cohort design

SSRI Unexposed (Odds Ratio Odds Ratio

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

KIELERZ2012 33 11014 184959 14588140 100.0% 2.81[1.78, 3.54]

Total (95% CI) 11014 1588140 100.0% 2.51 [1.78, 3.54] -

Total events 33 1899

Heterogeneity; Mot applicable I f l I l |

Test for overall effect: £=5.23 (P = 0.00001) 0102 DSSSRI Uneipnsedﬁ 1o
Antenatal and postnatal mental health (update) 277



Clinical evidence - forest plots

Any antidepressant - Respiratory distress - Neonatal and obstetric
complications - Cohort design

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
BOUCHERZ2O08 Kl 73 15 T3 5.9% 1.63[1.02 261] —
COSTEIZOODZ g a4 0 27 Mot estimahle
DAVISZ007 112 874 5300 Ya219 293% 1.82[1.53 217] =
FERREIRAZOOT il 76 14 40 4.4% 2.62[1.51, 4.56] I
GALBALLYZ003 ] 23 3 27 0.8% 1.96 [0.52, 7.32] ]
KALLEMZ004 [ 987 165249 582TA6 183% 21901171, 279 -
LEVINSOMNCASTIELZ006 12 g0 0 [<1] 0.2%  26.00[1.591, 412.90] —_—t
OBERLAMDERZODDE 202 1451 7191 82192 411% 1.78[1.57, 2.03] L
Total (95% CI) 35h4 750457 100.0% 1.89 [1.68, 2.13] (]
Total events 4154 23825

Heterogeneity: Tau®= 0.00; Chif=7.31,df =6 {P=029); F=13%

0.02 01

10

50

Testfor overall effect £=10486 (P = 0.000013 Favours experimental Favours control
Any antidepressant - Tremors - Neonatal and obstetric complications -
Cohort design

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Evenis Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI

BOUCHERZO08 22 73 2 73 O162% 14.31 [3.45, 68.09] —*

FERREIRAZDOT k| 76 10 90 405% 551 [2.47,12.28] ——

GALBALLYZ2009 13 23 0 27 48% TF0.71[3.85,128918] —t

LEVINSCORNCASTIEL2006 3r &0 11 G0 385% TAT[311,16.53) —a

Total {95% Cl) 232 250 100.0% 8.14 [4.23, 15.65] —

Total events 103 23

Heterogeneity: Tau®=0.11; Chi®= 383, df=3{F=0.27); F= 24% =D ] IZI=2 D=5 é é 1D=

Testfor overall effect 2= 6.28 (F < 0.00001) Fa'u"uurs.experirﬁental Favours control
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Clinical evidence - forest plots

1.10.3 Antipsychotics: Teratogenic harms

Any antipsychotic - Teratogenic harms-Congenital malformations - Cohort

design

Exposed Unexposed Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

1.4.1 Any anytipsychotic vs unexposed

BODEMNZ012A 4 113 6817 331263 A.3% 1.83[0.67, 4.96]
HABERMARNM2013 TO  E98 65 1020 427% 1.64[1.15, 2.33]
REIS2008 35 &ATE 43612  973TETY  453% 1.38[0.98, 1.94]
SADOWSKIZ013 713 3 116 2.8% 249063, 9.87]
Subtotal (95% CI) 1500 1306166 96.1% 1.54 [1.22, 1.95]
Total events 116 A0187

Heterogeneity, Tau®=0.00; Chif=1.09 di= 3 (P =078, F=0%
Test for averall effect, Z=3.60 (P =0.0003)

1.4.4 Exposed vs unexposed (bipolar comparison)

BODEMNZ012A 4 113 11 a54 3.9% 1.81[0.87,5.79]
Subtotal (95% CI) 113 554 3.0% 1.81 [0.57, 5.79]
Total events 4 11

Heterageneity: Bat applicahle

Test for averall effect Z=1.00 (P =032

Total (95% CI) 1613 1306720 100.0% 1.55[1.23, 1.95]
Total events 120 a020a

Heterageneity: Tau®=0.00; Chf=117, df= 4 (P=088) F=0%
Test for averall effect £2=3.72 (P=0.0002)
Test for subaroup differences: Chi= 007, df=1 (P =0759), F=0%

Odds Ratio
M-H, Random, 95% CI
_._
——
&
—-*-—
<
01 02 0s 2 510

Favours [exposed] Favours [unexposed]

Any antipsychotic - Teratogenic harms-Major congenital malformations -

Cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.2.1 All antipsychotics vs unexposed
MCKENMNAZOOS 1 1581 2 151 1.7% D&0[0.04,554] %
DlAV-CITRIM 2005 B 174 22 a81  11.2% 0.88[0.358 2.21] S
HABERMAMNMZ2013 I B43 28 1014 30.3% 2000117, 3.43] —
REISz008 0 &¥6 30679 97Y3IVET SET% 1.69 [1.17, 2.44] ——
Subtotal (95% CI) 1549 975513 100.0% 1.62[1.18, 2.22] .
Total events 68 anyza
Heterogeneity: Tau®=0.01; Chi*=3.27, df=3(P=0.35), F= 8%
Test for overall effect, Z=3.00 (P =0.003)

01 02 05 2 5 10

Testfor subagroup differences: Mot applicahle

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

1.10.4 Antipsychotics: Neonatal and Obstetric Complications

Any antipsychotic - Neonatal and obstetric complications-Gestational
diabetes - Cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 Any antipsychotic vs unexposed
BODEMNZ012E 22 A07  A970 357696 48.0% 267 [1.74,410] —ii—
REIS2008 14  &F0 9129 958729 37.8% 2.62[1.54, 4.45] —
Subtotal (95% CI) 1077 1316425 85.8% 2.65[1.90, 3.70] -
Total events 36 15043

Heterogeneity; Tau®= 0.00; Chi#=0.00, df=1 (P=0.95); F=0%
Test for averall effect Z= 574 (P = 0.00001)

2.1.4 Antipsychotics vs unexposed (bipolar)

BODEMNZ012A B 320 10 a54  142% 1.04 [0.37, 2.89] i —
Subtotal (95% CI) 320 554  14.2% 1.04 [0.37, 2.89] —-*-—
Total events B 10

Heterogeneity: Bot applicable
Test for averall effect, £2=0.07 (P =0.84)

Total (95% CI) 1397 1316979 100.0% 2.32[1.53,3.52] B
Total events 42 151049

Heterageneity: Tau®=0.05; Chif=3.01, df= 2 {P=022 F=33%
Test for averall effect, £=3.95 (P = 0.0001)

Test for subaroup differences: Chi®= 292, df=1 (P = 0.058), F=65.7%

01 02 05 2 5 10
Favours [exposed] Favours [unexposed]

Any antipsychotic - Neonatal and obstetric complications-Small for
gestational age - Cohort design

Exposed Unexposed Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
2.11.1 Any antipsychotics vs unexposed
MEWHAMZ008 4 47 0 a8 1.1%  B.52[0.88 4856 »
MCEEMMAZONS 18 1591 K| 141 4.9%  411[1.599 10.64] _—
SADOWYSEIZ013 13 113 10 116 f.0% 1.37[0.58, 3.29] N B —
REIS2008 28 561 20355 938218 13.8% .78 [2.14, 6.6E] —_—
LIMZD10 a4 242 853 3480 36.0% 1.84[1.21, 2.64] —i—
Subtotal {95% CI) 1114 942103 61.8% 2.30 [1.76, 3.01] <
Total events 114 20921

Heterogeneity; Chit=8.21, df=4 (P=0.08); F=51%
Testfor overall effect £=6.09 (F = 0.00001)}

2.11.4 Any antipsychotics vs unexposed (psychiatric comparison)

BODEMZ012A g 349 18 551 T.0% 0.73[0.33,1.62 e
LIMZD10 a4 242 92 454 311% 1.27 [0.87,1.86] T
Subtotal {95% CI) 561 10056 38.2% 1.15[0.82,1.62] -
Total events BT 111

Heterogeneity; Chif=1.52 df=1 (P=0.22); F=34%
Testfor overall effect Z=080(F =042

Total (95% CI) 1675 943108 100.0% 1.77 [1.43, 2.18] <
Total events 186 21032

Heterogeneity: Chi®=19.92, df=6 {F = 0.003); F= 649%

Testfor overall effect £=5.28 (P = 0.00001}

Test for subgroup differences: Chi*= 979, df=1 (FP=0.002), F= 89.8%

01 02 05 2 10
Favours [exposed] Favours [unexposed]
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Clinical evidence - forest plots

Any antipsychotic - Neonatal and obstetric complications-Large for
gestational age - Cohort design

Exposed Unexposed Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
2.14.1 Any antipsychotics vs unexposed
LIMZD10 g 242 303 3480 23.2% 0.491[0.21,0.749] —
MEWHAMZ008 a 48 1 a8 27%  430[1.08,17.16] +
REIS2008 8 AE1 ATTAB 938318 433% 0.82[0.58, 1148 —i-
SADOWYSEI2013 13 113 4 116 8.3% 3.2111.20,8.61] e —
Subtotal {95% CI) 965 941952 T4.4% 0.82 [0.63, 1.06] <
Total events a7 AB06E

Heterogeneity, Chif=17.34, df= 3 (F = 0.0006); #=83%
Testfor overall effect Z=1.580FP =013

2.14.5 Any antipsychotic vs unexposed (Psychiatric comparison: SZ/BP)

BODEMZ2012A 1m 314 18 A51 8.4% 0.96 [0.44, 2.049) S E—
LIMZO10 18 242 44 454 17.1% 076 [0.44,1.31] —
Subtotal {95% CI) 561 10056  25.6% 0.82 [0.52, 1.28] -
Total events 28 B2

Heterogeneity: Chi*=0.23,df=1 (P=063);, F=0%
Testfor overall effect Z=087 (P =0.38)

Total (95% CI) 1526 942957 100.0% 0.82 [0.65, 1.03] 4
Total events a5 58128

Heterogeneity: Chi*=17.97, df =5 (P = 0.004); F=72%

Testfor overall effect £2=1.74 (F=0.08)

Test far subgroup differences: Chi*= 0.00, df=1 (P =1.00), F= 0%

01 02 05 2 10
Favours [exposed] Favours [unexposed]

Any antipsychotic - Neonatal and obstetric complications-LBW (<2500g) -
Cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Evenis Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.20.1 Any antipsychotics vs unexposed
LIM2010 22 242 207 3840 35.2% 1.76[1.11, 2.78] —
REISZ2008 42 AF2 30556 939350 E4.8% 2401[1.78, 3.24] -
Subtotal (95% CI) 804 943190 100.0% 2.15[1.60, 2.89] <
Total events 64 30763

Heterogeneity: Tau*=0.01; Chi*=1.23,df =1 {(P=0.27), F=19%
Test for overall effect; Z=5.09 (F = 0.00001)

01 02 05 2 5 10
Favours [exposed] Favours [unexposed]

Test for subaroup differences: Kot applicable
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Clinical evidence - forest plots

Any antipsychotic - Neonatal and obstetric complications-birth-weight -

Cohort design

Exposed Unexposed Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.22.1 Any antipsychotics vs unexposed
AUERBACH1992 3,065 447 14 3134 344 26 AT% -018[-0.83, 0.48] —
MEWHAMZ003 3473 440 14 3,382 384 | OETH 0.22 [0.38,0.81] I —
SADCVYERIZ013 3,408.07 58367 113 336569 51109 116 357% 0.07 [F0.19,0.33]
MCKERNMAZODS 3,34 gga 151 3411 534 181 4ATA% -0.11 [-0.34, 0.11] ‘{
Subtotal {95% CI) 293 331 95.2% -0.02 [0.18,0.13]
Heterageneity: Tau® = 0.00; Chi*=1.95, df= 3 {P=0.58); F=0%
Testfor overall effect £=0.30(F = 0.76)
2.22.4 Antipsychotics vs unexposed (psychiatric diagnosis)
AUERBACH1992 3,065 447 14 3,287 A20 18 48% -0.38[-1.09,0.37 S
Subtotal (95% CI) 14 18 4.8% -0.38 [1.09,0.32] —enlii-—
Heterogeneity: Mot applicable
Testfor overall effect Z=1.06 (P=0.29)
Total (95% Cl) 307 349 100.0% -0.04 [-0.20,0.11] ?

1 ]

Heterogeneity: Tau*=0.00; Chi*= 288, df=4 (P=0488) F=0%
Testfor averall effect £= 093 (F = 0.600
Testfor subgroup differences: Chi*= 0.94, df=1 {F =033, F=0%

1} 1 2

Favours [exposed] Favours [unexposed]

Any antipsychotic - Neonatal and obstetric complications-birth-weight -

Case-control design

Exposed Unexposed
Study or Subgroup  Events Total Events Total

Weight M-H, Random, 95% Cl

Odds Ratio

Odds Ratio
M-H, Random, 95% CI

2.41.1 Any antipsychotics vs unexposed

PERG2013 10 Th 2 TE 100.0%
Subtotal (95% Cl) Th 76 100.0%
Total events 10 2

Heterogeneity: Mot applicahle
Testfor overall effect £Z=217 (F=0.03)

Testfor subgroup differences: Mot applicable

Antenatal and postnatal mental health (update)

661119, 26.52)
5.61 [1.19, 26.52]

p—

01 02 0s
Favours [exposed]

2 £ 10
Favours [unexposed]
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Clinical evidence - forest plots

Any antipsychotic - Neonatal and obstetric complications-preterm delivery
- Cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.4.1 All antipsychotics vs unexposed
SADOWSEIZO0N 3 12 113 5 116 4.8% 2.64 [0.90, 7.74] T
MCKENMNAZOOS 10 151 T 151 5.45% 1.46 [0.54, 3.94] N B —
DlAV-CITRIM 2005 22 158 ar 534 11.4% 217 [1.24,3.81] L —
LIN2010 41 242 2585 3480 163% 258 [1.80, 3.649] —
HABERMAMMZ013 77 845 as 1122 17.4% 1.18[0.86,1.62] -
REIS2008 56 563 47944 942780 1BE% 206186, 272 —
Subtotal (95% CI) 2072 948183 T4.1% 1.90 [1.40, 2.57] e
Total events 218 48336

Heterogeneity: Tau®= 0.08; Chi*=12.658, df=5 (P =0.03) F=B80%
Testfor overall effect. Z=4.11 (P = 0.0001)

2.4.4 All antipsychotics vs unexposed (psychiatric diagnosis)

BODEMZ01 24 26 320 42 a54 12.5% 1.08 [0.65,1.749] I
LIM2010 41 242 ar 454 13.3% 2.30([1.43,370] —
Subtotal (95% CI) 562 1008 25.9% 1.58 [0.75, 3.33] —~li———
Total events 67 74

Heterogeneity: Tau®=0.22;, Chi*=4.94, df =1 (P=0.03), F=78%
Testfor overall effect £=1.21 (F=022)

Total (95% Cl) 2634 949191 100.0% 1.81 [1.39, 2.36] L
Total events 285 48415

Heterogeneity: Tau®=0.08; Chi*=17.70, df =7 (F=0.01) F=60%
Test for overall effect: £=4.39 (F = 0.0001)

Testfor subgroup differences: Chif=019, df=1 (F=066), F=0%

01 02 05 2 & 10
Favours [exposed] Favours [unexposed]

Any antipsychotic - Neonatal and obstetric complications-Miscarriage
Cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.33.1 Any antipsychotics vs unexposed
DIAV-CITRIMZ00S 19 214 34 631 31.8% 1.69[0.92, 2.949] T
HABERMARK 2013 f7 845 108 1122 41.3% 0.81[0.458,111] —i-
MCKEMMAZOOS 22191 13 191 26.9% 1.81[0.88,3.74] T
Subtotal (95% CI) 1211 1904 100.0% 1.26 [0.71, 2.24] .
Total events 108 1486

Heterogeneity: Tau*=018, Chi*=7 .06, df=2 (F=003), F=72%
Testforoverall effect Z=0.73 (P =0.43)

01 02 05 2 5 10
Favours [exposed] Favours [unexposed]

Testfor subgroup differences: Mot applicahle
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Clinical evidence - forest plots

Any antipsychotic - Neonatal and obstetric complications-still birth -
Cohort design

Exposed Unexposed Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
2.34.1 Any antipsychotic vs unexposed
BODEMZOM2E 2 B07 1289  35TE9E  251% 1.10[0.26, 4.70]
DlAYV-CITRINZ00% 0 214 1 F31 26%  0.26[0.00 2360 + >
HABERMAMMNZ013 2 845 3 1122 16.9% 089015, 5.21]
MCKEMNAZODS 4 151 4 181 27.0% 1.00[0.25, 4.06]
REISZO08 4 ATE 3486  9T3VET  28.4% 417 [1.06, 16.38)] = *
Subtotal (95% CI) 2294 1333367 100.0% 1.45 [0.70, 3.01]
Total events 13 4783

Heterogeneity: Chi*= 3.6, df=4 (P=047),F=0%
Test for overall effect £=1.01 {F = 0.31}

01 02 05 2 5 10
Favours [exposed] Favours [unexposed]

Testfoar subgroup differences: Mot applicable

Any antipsychotic - Neonatal and obstetric complications-Caesarean
delivery - Cohort design

Exposed Unexposed Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
2.3.1 Any antipsychotics vs unexposed
DIAV-CITRIMZ005 | 148 65 400 121% 1.83[1.13, 2.497]
REIS2008 136 470 142652 9658729 4524% 2.00[1.89, 2462 -
SADOWISKI 2013 |/ M3 27 116 2.3% 1.47 [0.82, 2.64] B
Subtotal (95% CI) 832 959245 T2.8% 1.91 [1.57, 2.32] &
Total events 208 142744

Heterogeneity, Chi®=0.95, df=2 (P=062); F=0%
Testfor overall effect; £=6.46 (P = 0.00001)

2.3.4 Antipsychotics vs unexposed (bipolar)

BODEMZ012A a2 320 1320 84 27 1% 1.12[0.82,1.54] -

Subtotal (95% Cl) 320 554 27.2% 1.12[0.82, 1.55] L 3

Total events a2 130

Heterogeneity: Mot applicable

Testfor overall effect Z=0.72 (F=0.47)

Total (95% Cl) 1152 959799 100.0% 1.656 [1.40, 1.95] &

Total events 2490 142874

Heterogeneity: Chi = 8.53,df =3 (P=0.04), F=65% 'El_1 sz I:ITS i é 1E|'
Testfor overall effect: £= 5849 (P = 0.00001) Favours [exposed] Favours [unexposed]

Testfor subdroup differences: Chi®= 788, df=1 (P = 0.006Y, F= 86.8%

Any antipsychotic - Neonatal and obstetric complications-Gestational age
at delivery - Cohort design

Exposed Unexposed Mean Difference Mean Difference
Study or Subgroup Mean SD Total Meanm SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
MCKEMMNAZOOS 39 1 141 k] 1 1581 79.0% 000023023
SADOWSK]I2013 3903 186 113 3947 149 16 21.0% -0.44[-0.88 -0.00]
Total (95% CI) 264 267 100.0% -0.09 [-0.29, 0.11]
Heterogeneity: Chif= 3.07, df=1 (P=008); = (7% 14 I2 7 é j‘
Testfor overall effect Z=080 (P =037} Favours [exposed] Favours [unexposed]
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Clinical evidence - forest plots

1.10.5 Antipsychotics: Neurodevelopmental outcomes

Any antipsychotic - Neurodevelopmental outcome - Mean score on the
Infant Neurological Battery (at 6 months) - cohort design

Exposed Unexposed 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
JOHMEORZ01 2 G386 834894 22 7012 949613 85 100.0% -0.BTF1.15 -0.19]
Total (95% CI) 22 85 100.0% 0.67 [-1.15, -0.19] -
Heterogeneity; Mat applicable 5_2 51 ;) 15 25

Test for overall effect 2= 275 (P = 0.008)

Favours [unexposed] Favours [exposed]

Any antipsychotic - Neurodevelopmental outcomes-Delayed development -
Bayley scales of infant development <85 - Cohort design

Exposed Unexposed Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.6.1 Cognitive functioning
PEMG2013 10093 817 TE 10311 7.84 TE 100.0% -0.26 [-0.58, 0.08] 1
Subtotal (95% CI) 76 76 100.0% -0.26 [-0.58, 0.06]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.62 (P=0.11)
3.6.2 Language
PEMGZ013 49726 B.74Y TE 5818 718 TE 100.0% -013[-0.45 0.19] t
Subtotal (95% Cl) 76 76 100.0% 013 [-0.45,0.19]
Heterogeneity: Mot applicable
Testfor overall effect: Z=081 (P=042)
3.6.3 Motor functioning
PEMGZ2013 101.68 853 T6 10368 7189 TE 100.0% -0.26 [-0.58, 0.08] 1
Subtotal (95% Cl) 76 76 100.0% -0.26 [-0.58, 0.06]
Heterogeneity: Mot applicable
Testfor owerall effect Z=162 (P=011}
3.6.4 Sociallemotional functioning
PEMGZ013 102.584 972 TE 1045 863 TE 100.0% -0.21 [-0.83, 0.11] 1—
Subtotal (95% CI) 76 76 100.0% -0.21 [-0.53, 0.11]
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.30(F =019
3.6.5 Adaptive behaviour
PEMG2013 99,8 5.56 TE 101.24 583 TE 100.0% -0.20 [-0.81, 012] 1—
Subtotal (95% CI) 76 76 100.0% 0.20 [-0.51,0.12]

Heterogeneity: Mot applicable
Testfor overall effect; Z2=1.20 (P = 0.23)

Testfor subgroup differences: Chif= 046, df=4 (P= 0498, F=0%
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Clinical evidence - forest plots

Any antipsychotic - Neurodevelopmental outcomes-Score on Bayley scales
of infant development - Cohort design

Exposed Unexposed

Study or Subgroup

Odds Ratio

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

Odds Ratio
M-H, Random, 95% CI

3.8.1 Cognitive

PEMG2013 a Th 4 TEO1T2%
Subtotal (95% CI) 76 76 17.2%
Total events g i

Heterogeneity: Mot applicahle
Test for overall effect Z= 086 (F=0.38)

3.8.2 Language

PEMG2013 10 T 9 TH  25.3%
Subtotal (95% CI) 76 76 25.3%
Total events 10 9

Heterogeneity: Mot applicahle
Testfor owerall effect Z=0.25 (F=0.81)

3.8.3 Motor

PEMG2013 a TE i 76 17.2%
Subtotal (95% CI) 76 76 17.2%
Total events g i
Heterogeneity: Mot applicable

Testfar overall effect 7= 0.86 (P = 0.39)

3.8.4 Social and emotional

PEMG2013 12 TG B 76 21.8%
Subtotal (95% CI) 76 76 21.8%
Total events 12 B
Heterogeneity: Mat applicable

Testfor overall effect Z=148 (FP=014)

3.8.5 Adaptive behaviour

PEMG2013 10 TE 4 TE 18.45%
Subtotal (95% CI) 76 76 18.5%
Tatal events 10 a
Heterogeneity: Mot applicahle

Test for overall effect Z=1.34 (F=018)

Total (95% CI) 380 380 100.0%
Total events 48 30

Heterogeneity: Tau®= 0.00; Chi*=1.09, df= 4 (P = 0.90); = 0%
Testfor overall effect Z=210 (F=0.04)
Testfor subgroup differences: Chif=1.09, df=4 (P =090, F=0%

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

1.10.6 Anticonvulsants: Teratogenic harms

Carbamazepine - Teratogenic harms - Major congenital malformations-
cohort design

Favours Exposed Favours Non-exposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.3.1 Disordered comparison
ARTAMAZOOS 32 919 26 939 18.0% 1.27 [0.75,2.14] I
BODEMZ2012 0 7 11 554 1.3% 315017, 58.52] *
BURJAZO0G 2 19 i 32 1.2% 9.29 [0.42, 204.37] +
CAMGER1999 7 113 i [ 1.3% 3.59[0.20, 64.56] +
CHARLTOMZO11 13 in 22 902 13.5% 1.74[0.87,3.51] T
DIAY-CITRINZ001 B 108 G 210 B.8% 2.00[0.63, 6.36] I I —
HOLMES2001 3 58 a 98 1.2% 12.42[063 24483 *
KAAJAZO03 10 363 2 239 4.3% 3.36[0.73,15.46] I S —
KANEK(O19589 ] 158 3 98 5.4% 1.91[0.50,7.24] e
KIMIZOOT 1 38 i 3 11% 276011, 70.04] *
MORROW2006 20 300 g 227 10.9% 0.62[0.27,1.43] 1
WVAJDAZOO0T 7 234 3 33 51% 0.82[0.21, 3.26] e E—
Subtotal {(95% CI) 3228 3441 69.9% 1.43 [1.04, 1.96] <
Total events 110 a1
Heterogeneity: Tau®=0.00; Chi®=11.03, df=11 (P=0.44), F= 0%
Testfor overall effect Z= 218 (F=0.03)
2.3.2 Non-disordered comparison (general population)
BORTHEMNZ2011 2 28 2 205 2.6% 7.81[1.05,487.81] ————*
HERMAMDEZ-DIAZZ012 3 1033 ] 447 9.1% 2.70[1.04,7.00] ———
ORMNCY1 996 5 47 3 47 44% 1.75[0.39,7.77] e
SAMREM1999 ] 158 29 2000 121% 4.111.91,8.83] -
STEEGERS-THEUNISSEN1954 1 39 2 106 1.8% 1.37[012,15.53]
Subtotal {95% CI) 1305 2800 30.1% 3.24[1.92, 5.46] -
Total events 48 41
Heterogeneity: Tau®= 0.00; Chi®=2.50, df=4 (P =0.64);, F=0%
Testfor overall effect Z= 4,42 (P = 0.0001)
Total (95% CI) 4533 6241 100.0% 1.89 [1.34, 2.65] -
Total events 148 122
Heterogeneity: Tau®= 0.09; Chi®= 2027, di= 16 (P=0.21), F=21% 'D.DS sz é ZD'

Testfor overall effect; Z= 3.67 (P = 0.0002)

: - Favours [carbamazeping] Favours [unexposed]
Testfor subgroup differences: Chi*=6.93, df=1 (P = 0.008), F=85.6%

Lamotrigine - Teratogenic harms - Major congenital malformations-cohort
design

Favours [lamotrigine]  Favours [unexposed] (Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
2.4.1 Disordered comparison
WVAIDAZO0T 2 146 3 83 5.0% 0.37[0.06,2.26] 4
MORROYWW2006 21 647 a 227 17.3% 0.92[0.40,2.10] . E—
CHARLTOM2011 3 ek 22 02 9.7% 1.26 [0.37, 4.30] I I
BODEMZ012 4 116 11 564 10.5% 1.76 [0.55, 5.64] e
BORTHEMZ2011 3 30 2 05 4.8% 11.28[1.80, 70.56] —_—+
Subtatal (95% Cl) 1037 1971 47.3% 1.41 [0.62, 3.21] i
Tatal events 33 46

Heterogeneity: Tau®= 043 Chi*=8.14 df=4 (P =009 F=51%
Test for overall effect 2= 082 (P =0.41)

2.4.2 Non-disordered comparison

MOLGAARD-NIELSEMN2011 38 1019 19911 836263 38.5% 1.88[1.15,2.20] —&—
HERMANDEZ-DIAZZ012 31 1862 ] 447 14.3% 1.77 [0.68, 4.58] e
Subtatal (95% CI) 2581 836705 52.7T% 1.61[1.18, 2.18] -

Tatal events 69 19916

Heterogeneity: Tau®=0.00; Chi*=0.04, df=1 {F =083 F=0%
Test for overall effect 2= 3.03 (P = 0.002)

Total (95% Cl) 3618 838676 100.0% 1.48 [0.97, 2.27] -
Total events 102 18962
Heterogeneity: Tau*=0.10; Chi*=8.68 di=6{F =019 F=31%
Test for averall effect Z=1.82 {(F =0.07)

Test for subaroup differences: Chi*= 009, df=1 (P =077, F=0%

01 02 0s 2 5§ 10
Favours [lamotrigine] Fawvours [unexposed]
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Valproate - Teratogenic harms - Major congenital malformations-cohort

design

Favours exposed  Favours non-exposed (Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.7.1 Disordered comparison
BODEM2012 1 a2 11 554 2.0% 1.69[0.20,12.73] »
CANGER19499 B 44 i] 25 1.0% 8.61 [0.46, 159.59] >
CHARLTOMZ2011 11 225 22 902 16.0% 2.06[0.98, 4.31] e —
KAAJAZOOZ 4 61 2 238 3.0% 8.32[1.48, 46.52] EE——
KANEKO1999 9 81 3 98 48% 3.86[1.03,158.15] —
KIMI2007 3 40 i] 34 1.0% 5.44 [0.32,1298.23] 2
MORROW2006 44 718 a 227 148% 1.80[0.83, 3.87] T
WAIDAZOOT 22 166 3 83 a7% 407 [1.18,14.03] _—
Subtotal (95% CI) 1364 2162  48.4% 2.60 [1.70, 3.97] e
Total events 100 44
Heterageneity: Tau®= 0.00; Chi*= 516, df=7 (P = 0643, F= 0%
Testfor overall effect Z=4.40(F = 0.0001)
2.7.2 Hon-disordered comparison
BORTHEM2011 1 19 2 208 1.5% 5.64[0.49, 65.24] >
BROSH2011 ] kil 5685 100318 95% 3.20[1.23,8.39] e —
DIAV-CITRINZO08 g 120 i 1236 13.6% 2.78[1.25,6.149] s —
HERMANDEZ-DIAZZ012 30 323 ] 442 95% 8.95([3.43, 23.33] —
JENTIMKZO010 122 167 37032 76459 Mot estimahle
SAMRER1999 9 148 29 2000 14.9% 4.111[1.91, 883 —
STEEGERS-THEUMNISSEMN1994 3 19 2 106 25% 9.75[1.51, 62.95) —
Subtotal (95% CI) 670 104304 51.6% 4.30 [2.85, 6.49] B
Total events 56 ara4
Heterogeneity: Tau®=0.00; Chi*=4 .89 df=5(FP=043); F=0%
Testfor overall effect £2=6.94 (P = 0.00001)
Total {95% CI) 2034 106466 100.0% 3.37 [2.50, 4.53] -
Total events 156 4803
Heterogeneity, Tau®= 0.00; Chif=12.84, df= 13 (P = 0.48); F= 0% ID ] 052 055 é é 1E|=

Testfor overall effect 2= 8.04 (P =< 0.00001)

Testfor subgroup diferences: Chi*= 279, df=1 (P=010), F=64.1%

Favours [valproate] Favours [unexposed]

Valproate - Teratogenic harms - Major congenital malformations - case

control design

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
JEMTIMKZ010 122 167 37032 T7A459 100.0% 2.891[2.05, 4.08]
Total (95% CI) 167 76459 100.0% 2.89[2.05, 4.06] <4
Total events 122 aroaz
Heterogeneity: Mot applicahle 05 0 : -0

Testfar overall effect: £= 6.07 {F = 0.00001}

Antenatal and postnatal mental health (update)
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Clinical evidence - forest plots

Carbamazepine - Teratogenic harms - Congenital malformations-cohort
design

Exposed Unexposed Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
3.3.1 Disordered population
BODEMNZ012 1] 7 11 554 2.2% 036 [0.00, 7677 + *
CAMGER1994 12 113 i 2 1% ATT[082, 17 48] = *
Subtotal (95% CI) 120 579 29.3% 316 [0.72,13.78] —fee R —
Total events 12 11

Heterogeneity, Chi*=0.69, df=1{F=041) F=0%
Testfor overall effect Z=153(FP=013

3.3.3 Non-disordered population

HOLMES2001 g5 58 43 508 707%  1.91[0.74,4.94] —_——

Subtotal (95% CI) Lt 508 TO0.T% 1.91 [0.74, 4.94] —sngli———

Total events a 43

Heterogeneity: Mot applicable

Testfor overall effect: Z=134 (P=0.18)

Total {95% CI) 178 1087 100.0% 2.22 [1.00, 4.92] et

Total events 20 a4

?etnta;ngenemrl:l C;I T;?E; g;=PEEPD=Dg.E1);I =0% "1 02 05 3 A
estior overall effect: 2= 1.96 (F = 0.0% Favours [exposed] Favours [unexposed]

Testfor subgroun differences: Chi*= 032 df=1 ({P=057), F=0%

Valproate - Teratogenic harms - Congenital malformations-cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.4.1 Disordered comparison
ARTAMAZODS 28 263 26 4939 90.3% 418([2.41,7.27] —.-
BODEMZ012 1 32 11 a54 B.4% 1.589[0.20,12.73] -1
CAMGER1T939 a8 44 a 25 33%  11.88[0.66, 215.13] +
CHRISTEMSEMNZ013 51 AD8 25568 655107 Mot estimable
Subtotal (95% CI) 339 1518 100.0% 4.07 [2.41, 6.88] 3
Total ewents kn ar

Heterageneity: Tau®=0.00; Chi*=1.39, df= 2 (P =091} F= 0%
Test for overall effect: £=5.24 (P = 0.00001)

3.4.2 Non-disordered comparison

RODRIGUEZ-PIMILLAZOOD a7 G7 22237 44174 Mot estimable
Subtotal (95% CI) 0 0 Not estimable
Total events ] a

Heterageneity: Mot applicable
Test for overall effect: Mot applicahle

Total (95% CI) 339 1518 100.0% 4,07 [2.41, 6.88] L 3

Total ewents ar ar

Heterogeneity: Tau®= 0.00; Chi*=1.35, df= 2 (P = 0.51) F= 0% IIZI.D1 0?1 1=IZI 1IZIDI
Testfor overall effect: £= 924 (P = 0.000013 Favours [exposed] Favours [unexposed]

Testfor subaroup diferences: Mot apnlicable
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Anticonvulsants - Teratogenic harms - neural tube defects-cohort design

Carbamazepine Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
5.1.1 Carbamazepine vs unexposed
HERMANDEZ-DIAZ 2012 3 1033 248 206224 100.0% 242077, 7.56] —t
Subtotal (95% CI) 1033 206224 100.0% 242 [0.77,7.56] -
Total events 3 248
Heterogeneity: Mot applicable
Testfor overall effect £=1.52 (P=0.13
5.1.2 Lamontrigine vs unexposed
DOLk2008 2 40 3582  B50EE Mot estimahle
HERMAMNDEZ-DIAZZ012 2 1562 248 206224 100.0% 1.06[0.26, 4.29] l
Subtotal (95% CI) 1562 206224 100.0% 1.06 [0.26, 4.29]
Total events 2 248
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.09 (P =0.93)
5.1.3 Valproate vs unexposed
HERMAMNDEZ-DIAZZ012 4 323 248 206224 100.0% 10.41 [3.85, 28.14] j
Subtotal (95% CI) 323 206224 100.0% 10.41 [3.85, 28.14]
Total events 4 248

Heterogeneity: Mot applicable
Testfor overall effect £=4 62 (P = 0.00001)

Testfor subaroup differences: Chif=7.76, df=2 (P=0.02), F=742%

2 5 10
Favours [unexposed

0102 05
Favours [AED]

Carbamazepine - Teratogenic harms - cleft lip/palate - cohort design

Lamotrigine Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HERMAMDEZ-DIAZZ012 5 1033 227 206224 100.0% 4.41[1.82,10.73]
WERLER2011 4 14 2417 a528 Mot estimable
Total (95% CI) 1033 206224 100.0% 4.41[1.82,10.73] —eaal——
Total events a 227
Heterogeneity: Mot applicable 'D.1 sz DTS ﬁ :'5 1D.

Testfor overall effect: £= 3.28 (F = 0.001)

Favours [lamotrigine] Favours [unexposed]

Lamotrigine - Teratogenic harms - cleft lip/palate - cohort design

Lamotrigine Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CoLkz2008 2 40 A467 a5068 Mat estimable
HERMANDEZ-DIAZZ012 12 2246 237 B4 ABA% 487[2.72 87 ——
MOLGAARD-MIELSERM2011 1 1019 1422 83I6TFE 41.9% 0.58 [0.08, 410 * B
WERLERZ2011 3 a 247 8528 Mat estimable
Total (95% CI) 3265 1043000 100.0% 1.99 [0.20,19.79] e —
Total events 13 1649
Heterogeneity, Tau®=2.27, Chi*=517,df=1 {(P=002) F=81% 'IJ.1 sz 055 i é 1D'

Test for averall effect Z=0.59 (F = 0.56)

Antenatal and postnatal mental health (update)
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Valproate - Teratogenic harms - cleft lip/palate - cohort design

Valproate Unexposed (Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
HERMAMDEZ-DIAZZ012 4 323 227 206224 100.0% 1138 [4.21,30.77]
WERLERZ011 11 17 2417 8528 Mot estimable
Total {95% CI) 323 206224 100.0% 11.38 [4.21, 30.77] — |
Total events 4 227

ity i I } } f f |
Heterogeneity: Mot applicakle 1 02 0's 1 o

Test for overall effect: Z=4.79 (P = 0.00001)

Favours [valproate] Fawvours [unexposed]

1.10.7 Anticonvulsants: Neonatal and Obstetric harms

Carbamazepine - Neonatal and obstetric complications - admission to

neonatal care - cohort design

CArbamazepine Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ARTAMAZO13 111 1038 152 1708 100.0% 1.23[0.55, 1.549] 1
Total {95% CI) 1038 1708 100.0% 1.23[0.95, 1.59] g
Total events 111 1582
Heterogeneity, Mot applicable 'El.1 D!Q 0!5 é é, 1E|'

Test for overall effect Z=1.55(F=0.12)

Favours [carbamazepine] Favours [unexposed]

Lamotrigine - Neonatal and obstetric complications - admission to neonatal

care - cohort design

Lamotrigine Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl IM-H, Random, 95% CI
ARTAMAZO13 52 284 152 1708 100.0% 225159, 317]
Total (95% CI) 289 1708 100.0% 2.25[1.59, 3.17] L
Total events 52 152
Heterogeneity: Mot applicahle .0_1 sz D!ﬁ ﬁ é 1D.

Test for overall effect: £= 4 62 (P = 0.00001)

Favours [experimental] Favours [control]

Valproate - Neonatal and obstetric complications - admission to neonatal

care - cohort design

Valproate Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
ARTAMAZDT 3 147 W1 142 1708 100.0% 241 [1.89, 3.08]
Total (95% Cl) r1 1708 100.0% 2.41 [1.89, 3.08] &
Total events 147 142
Heterogeneity: Mot applicable .0_1 ng DTS é é 1D.

Testfor averall effect: £= 7.04 (P = 0.00001)
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Clinical evidence - forest plots

Carbamazepine - Neonatal and obstetric complications - stillbirth/perinatal

death - cohort design

Carbamazepine Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ARTAMAZOT3 10 1024 10 1800 B1.7% 1.67 [0.69, 4.02] —
Dlay-CITRINZO01 1 108 8 210 383% 0.24[0.03,1.91] 4 L]
Total (95% CI) 1192 2010 100.0% 0.79[0.12, 5.31] e ——
Total events 11 18
Heterogeneity: Tau®=1.33; Chi®=2.98 df=1 (P=0.08), F=67% ID ] DIZ DIS % % 1IZ|I
Testfor overall effect 2= 0.24 (P = 0.81) Favours [experimental] Favours [control]
Lamotrigine - Neonatal and obstetric complications - stillbirth/perinatal
death - cohort design
Lamotrigine Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
ARTAMAZDT3 0 173 10 1800 100.0% 0.49[0.03, 8.42] *
Total {95% CI) 173 1800 100.0% 0.49 [0.03, 8.42] = —
Total events il 10
Fr. B [ 1 | 1 | |
e Iy PR XN ETER N T
estfor overall effect 2= 0.48 (F = 0.62) Favours [lamotrigine] Favours [unexposed]

Valproate - Neonatal and obstetric complications - stillbirth/perinatal

death - cohort design

Valproate Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Evenis Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
ARTAMAZDT T OB 10 1800 846% 1.79[0.68, 473 ]
DIAV-CITRIMZO0S 1 144 3 135 154% 2.86 [0.30, 27 .64] +
Total (95% Cl) 860 315 100.0% 1.93 [0.79, 4.70] —renti——
Total events 8 13
Heterageneity Tau?= 0.00; Chif=0.14, df=1 (P=0.713; F= 0% ID ] |:|=2 EIIS é é 1E|I
Testfor overall effect 2=1.44 (F=0.15) Favours [experimental] Favours [control]
Carbamazepine - Neonatal and obstetric complications - preterm birth -
cohort design
Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ARTAMAZDT 3 58 1084 85 1800 B32% 1.14 [0.81,1.61]
DIAV-CITRINZ001 9 108 B 210 36.8% 3.09[1.07,8.93] —
Total (95% Cl) 1192 2010 100.0% 1.65 [0.64, 4.22]
Total events 67 a1
Heterogeneity, Tau®= 034, Chi®=3.07, df=1 (P=0.08), F=67% IEI p DIQ EIIS ] % % 1E|I
Testfor overall effect: 2= 1.04 (F = 0.30) Favours [experimental] Favours [control]
292
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Lamotrigine - Neonatal and obstetric complications - preterm birth - cohort

design
Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ARTAMAZDT 3 a 173 85 1800 100.0% 0.98 [0.47, 2.04]
Total (95% CI) 173 1800 100.0% 0.98 [0.47, 2.05]
Total events g =)

Heterogeneity. Mot applicahle
Test for overall effect: £=0.06 (F = 0.948)

o1 0z 08 1 3 R

Favours [experimental] Favours [contral]

Valproate - Neonatal and obstetric complications - preterm birth - cohort

DI

Antenatal and postnatal mental health (update)

design
Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
ARTAMAZDTZ 40 FO6 85 1800 T74.8% 1.21[0.82,1.78] ——
DIAV-CITRIMZO00S 11 118 B9 1179 282% 1.64 [0.84, 3.149] o A
Total (95% Cl) 825 2079 100.0% 1.31 [0.94, 1.83] b
Total events a1 154
?etf;ﬂgenewl:lT?ru :gP?;§7h|p=—0ﬁ51gi df=1(F=044) F=0% -0.1 sz Dfﬁ ﬁ é 1DI
estior overall effect 2=1.57 (F = 0.12) Favours [experimental] Favours [control]
Carbamazepine - Neonatal and obstetric complications - birth weight -
cohort design
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
DlA-CITRINZ001 3127 687 108 3316 486 210 T721% -0.33 [F0.57,-0.10]
HvAS 2000 3,303 A&07 A7 3437 BOE 106 27 9% -0.23 060, 0.114]
Total {95% Cl) 145 36 100.0% -0.30 [-0.50, -0.11] L ]
Heterageneity: Tau® = 0.00; Chi®= 021, df =1 (P = 0.65); F= 0% 5_4 52 7 % 45
Testfar overall effect £= 3.00{F=0.003) Favours [LBW] Favours [HBW]
Valproate - Neonatal and obstetric complications - birth weight - cohort
design
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
HvAS 2000 3,223 12 B18 3437 B0S 106 496% -093 114, -0.71] B
DlAy-CITRIMNZO0S 3,223 402 126 3,387 460 1315 A04% -0.28 [-0.48,-0.11] |
Total {95% Cl) 744 1421 100.0% -0.61 [-1.23, 0.01] e
Heterogeneity: Tau®=014; Chi*=19.86, df="1 (P = 0.00001); #= 95% 1_4 12 b % 41
Test for overall effect: £=1.92 (F=0.059) Favours [LBW] Favours [HBW]
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1.10.8 Anticonvulsants: Neurodevelopmental outcomes

Carbamazepine - Neurodevelopmental outcomes - Full scale IQ - cohort

Total (95% CI)

design

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
21.1.1 Disordered comparison
ADABZ004MITEMZO0S 91 17.96 a2 90 17.97 80 I71% 0.06 [-0.29, 0.40] -
ERIKSS0ON2005 98.9 12659 13 99.6 7.685 13 204% -0.06 [-0.83, 0.70] T
GAILY2004 887 16.69 86 956 17.78 45 26.9% 0.24 [-0.12, 0.60] T
ORMOY1996 100.3 15 41 1124 4 47 256% -1.13F1.58 -0.68] ——
Subtotal (95% CI) 192 185 100.0% -0.22 [-0.85, 0.40] -
Heterogeneity, Tau®= 034, Chi*= 23,76, df= 3 (P = 0.0001); F=87%
Testfor overall effect: Z=0.70 (P = 0.49)

192 185 100.0% -0.22 [-0.85, 0.40] q—
a

Heterogeneity Tau®= 0.35; Chi*= 2376, df= 3 (P = 0.0001); F= 87%
Testfor overall effect Z=0.70 (P =045
Testfor subgroup differences: Mot apnlicable

4 2
Favours [carbamazepine] Favours [unexposed]

Lamotrigine - Neurodevelopmental outcomes - Full scale IQ - cohort design

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
21.2.2 Non-disordered comparison
RIHThARZ013 105586 12449 41 108.71 10.2 52 100.0% -0.28 069, 0.13]
Subtotal {95% CI) 4 52 100.0% -0.28 [-0.69, 0.13]
Heterogeneity; Mot applicable
Test for overall effect Z=1.32 (P =019
Total (95% CI) 4 52 100.0% -0.28 [-0.69, 0.13]
Heterogeneity: Mot applicahle 5_4 52 3 é 45
Testfor overall eﬁec.t: Z=1.32(P=01 g,) Favours [experimental] Favours [control]
Testfor subaroup differences: Mot applicable

Valproate - Neurodevelopmental outcomes - Full scale IQ - cohort design
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
21.3.1 Disordered comparison
ADABZ004MITENZOOS ar 1742 49 90 17.97 20 44.2% -0.17 [-0.84, 0.21]
ERIKSSCM2005 848 2507 13 996 ¥.EYA 13 9.7% -0.79 [-1.88, 0.01] I
GAILY2004 9.7 1288 13 956 17.78 45 16.3% -0.35 [-0.97, 0.29] I
RIHTMARNZO013 103.83 10 29 10871 102 a2 297% -0.47 093, -0.01] ——
Subtotal (95% CI) 96 190 100.0% -0.35 [-0.60, -0.10] L 2
Heterageneity: Tau®= 0.00; Chi®= 229, df=3 (P=0.51), F= 0%
Test for overall effect £=2.71 (P = 0.007)
Total (95% CI) 96 190 100.0% -0.35 [-0.60, -0.10] L 3
Heterogeneity: Tau®= 0.00; Chi*= 2.29,df=3 (P= 0513 F= 0% 5_4 52 3 é 45
Testfor overall effec_t: Z=271(P= D'DD_?) Favours [unexposed] Favours [valproate]
Testfor subaroup diferences: Mot applicahle
294
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Carbamazepine - Neurodevelopmental outcomes - Verbal I1Q - cohort design

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
ADABZO04MITENZO05 94 16.16 52 92 1573 80 46.E6% 013 [-0.22, 0.47]
ERIKSSOMN2005 96.5 15803 13 932 11.58 13 OE% -0.12 [-0.89, 0.65]
GAILY2004 962 17.62 86 943 17.44 45 43T7% 011 [-0.25, 0.47]
Total (95% CI) 151 138 100.0% 0.09 [-0.14, 0.33]
Heterogeneity: Tau?=0.00; Chi*= 0.33, df= 2 (P = 0.85); 7= 0% 5_4 _!2 ] é 45
Testfor overall effect: Z= 0.77 (F = 10.44) Favours [experimental] Fawours [control]
Lamotrigine - Neurodevelopmental outcomes - Verbal 1Q - cohort design
Lamotrigine Unexposed Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
RIHTMAMZ013 10278 1416 41 105827 11.76 52 100.0% -0.19 [F0.60, 0.22]
Total (95% CI) M 52 100.0% -0.19 [-0.60, 0.22]
Heterogeneity: Mot applicahle 5_4 52 3 é 45
Testfor overall effect Z=0.92 (P =0.36) Favours [experimental] Fawours [control]
Valproate - Neurodevelopmental outcomes - Verbal I1Q - cohort design
Valproate Unexposed Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
ADABZO004MNITEMZO0S B84 19.01 41 92 1573 80 43.6% -0.47 [-0.85,-0.09] -
ERIKSSOMN2005 851 24.574 13 98.2 11.58 13 101% -0.66 [-1.45,0.13] T
GAILYZ004 835 137 13 943 17.44 45 16.0% -0.64 [-1.27,-0.01] —
RIHTMAMNZ013 101.38  11.73 29 10527 11.76 52 30.3% -0.33[-0.79,0.13] —
Total (95% CI) 96 190 100.0% 047 [-0.72,0.22] L 2
Heterogeneity: Tau® = 0.00; Chi*= 0.87, di= 3 (P=0.83); F= 0% 5_4 52 ] é 41
Testfor overall effect 2= 3.65 (P = 0.0002) Favours [unexposed] Favours [valproate]
Carbamazepine - Neurodevelopmental outcomes - Performance IQ - cohort
design
Carbamazepine Unexposed Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
ADABZO04NITEMNZODS 89 1616 a2 91 17497 80 4545% -012 046, 0.23]
ERIKSS0OMN2Z005 1025 14645 13 1021 1316 13 11.45% 0.03[-0.74, 0.80]
GAILY2004 1031 1391 86 886 1944 45 43.0% 0.28[-0.08, 0.64]
Total (95% Cl) 151 138 100.0% 0.07 [-0.20, 0.34]
Heterogeneity; Tau®=0.01; Chi*= 2.37, df= 2 (P = 0.31);, F=16% 5_4 iE 1 é 45

Testfor overall effect: 2= 0.52 (P = 0.60)

Favours [unexposed] Favours [carbamazeping]

Lamotrigine - Neurodevelopmental outcomes - Performance IQ - cohort

design
Lamotrigine Unexposed Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
RIHTMANZO1 3 108.27 118 41 11206 11.02 52 100.0% -0.33[0.74,0.08]
Total (95% CI) LS| 52 100.0% -0.33 [-0.74, 0.08]

Heterogeneity, Mot applicable
Testfor overall effect Z=1.587 (P=012

Antenatal and postnatal mental health (update)
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Valproate - Neurodevelopmental outcomes - Performance 1Q - cohort design

Valproate Unexposed Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
ADABZO04MITEMZO00S 44 1584 41 41 17.87 a0 321% 017 [-0.20, 0.59] =
ERIKES0OMZ005 947 26974 13 1021 1316 13 16.9% -0.79[-1.60, 0.01] —]
Gallvz2ood 963 17.3 13 Y36 1944 45 2715% -012 074, 0,80 —
RIHTMARNZ013 106.59  10.32 29 11206 11.02 a2 28.5% -0.50 [-0.96,-0.04] —a—
Total (95% CI) 96 190 100.0% -0.25 [0.67,0.17] q’
Heterogeneity: Tau®=0.11; Chi*=7.51, di= 3 (P = 0.06); F= 60% f f T f 1
Testfar overall effect. Z=1.15 (P = 0.25) 4 " o ! i
: : : Fawours [valproate] Favours [unexposed)

Carbamazepine - Neurodevelopmental outcomes - Autism checklist score -
cohort design

Carbamazepine Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YEIBY2013 3 41 20 221 100.0% 0.79[0.22, 2.80]
Total (95% CI) M 221 100.0% 0.79 [0.22, 2.80] —e i ——
Total events 3 20
Heterogeneity: Mot applicable =IZI ] Dl2 IZI=5 é % 1D=
Testfor overall effect 2= 0.36 (= 0.72) Favours [experimental] Favours [control]

Lamotrigine - Neurodevelopmental outcomes - Autism checklist score -
cohort design

Lamotrigine Unexposed (Odds Ratio (Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
VEIBY2013 10 413 200 221 100.0% 1.83[0.81,413] —
Total (95% Cl) 65 221 100.0% 1.83 [0.81, 4.13] —ronii——
Total events 10 20
Heterogeneity; Mot applicable 501 |:|=2 DIS é é 1|:|=
Testfor overall effect 2=1.45 (F=0.15) Favours [experimental] Favours [control]

Valproate - Neurodevelopmental outcomes - Autism checklist score - cohort
design

Valproate Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
VEIBY2013 2 25 20 221 100.0% 0.87 [0.19, 3.98)
Total (95% CI) 25 221 100.0% 0.87 [0.19, 3.98]
Total events 2 20
Heterageneity: Mot applicable =E| ] D=2 D=5 ] é !:5 1D=
Testfor overall effect 2= 0.17 (F = 0.88) Favours [experimental] Favours [contral]
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Carbamazepine - Neurodevelopmental outcomes - Autism spectrum disorder

- cohort design

Carbamazepine Unexposed Odds Ratio COdds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CHRISTEMSEM2013 4 386 5433 655153 100.0% 1.25[0.47,3.35]
Total (95% CI) 386 655153 100.0% 1.25 [0.47, 3.35] ——eni———
Total events 4 5433
Heterageneity: Mot applicable I f t t f {
e _ 01 032 0.4 2 & 10
Testfor overall efiect Z=0.45 (F = 0.65) Favours [carbamazepine] Favours [unexposed]
Lamotrigine - Neurodevelopmental outcomes - Autism spectrum disorder -
cohort design
Lamotrigine Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CHRISTEMSEM2013 a8 G4Y 5426 654747 100.0% 1.60[0.748, 3.01] ]
Total (95% CI) 647 654747 100.0% 1.50 [0.75, 3.01] =
Total events a 426
Heterogeneity, Mot applicable -0_1 052 055 é :'5 m-

Test far overall effect Z=1.14 (P =026}

Favours [lamotrigine] Favours [unexposed]

Valproate - Neurodevelopmental outcomes - Autism spectrum disorder -

cohort design

Valproate Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
CHRISTEMSERZ013 12 388 5423 B&5107 100.0% 3822146, 6.80]
Total (95% Cl) 388 655107 100.0% 3.82 [2.15, 6.80] -
Total events 12 5423
Heterogeneity: Mot applicable IIZI.1 sz 055 ﬁ é 1DI

Testfor overall effect; £=4.57 (P = 0.00001)

Antenatal and postnatal mental health (update)
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1.10.9Lithium: Teratogenic harms

Lithium - Teratogenic harms - Congenital malformations - cohort design

Exposed (lithium}) Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CIl
27.1.1 Lithium vs unexposed
JACOBSOMTES92 3 138 3 148 116% 1.07 [0.21, 5.41]
REIS2008 8 79 43612 HYITET HEE% 240116, 4.99] —i—
Subtotal (95% CI) 217 973915 68.2% 2,10 [1.08, 4.08] -
Total events 11 43614

Heterageneity: Tau®= 0.00; Chi*= 081, df =1 (F=037); F= 0%
Testfor overall effect £= 218 (P=0.03)

27.1.2 Lithium vs unexposed (psychiatric diagnosis)

BODENZO12 3 107 11 554 181% 1.42[0.39, 5149 =

KALLEMN1983 5 41 3 80 13.7% 346 [0.81,15.74] +
Subtotal (95% Cl) 148 634 31.8% 2.12 [0.80, 5.61] et
Total events a8 14

Heterogeneity: Tau*=0.00; Chi*=0.84, df=1 (P =0.36);, F= 0%
Testfor overall effect Z=1.51 (P=0.13)

Total (95% CI) 365 974549 100.0% 2.10[1.21, 3.64] il

Total events 14 4362449

Heterogeneity: Tau® = 0.00; Chif= 1.63, df= 3 (P = 0.65) F= 0% ID ] 052 IZIIS é :lj 1IZI=
Testfar overall effect: 7= 2.65 (F = 0.002) Favours [experimental] Favours [control]

Testfor suhgroup differences: Chif=0.00, df=1 (P =095}, F= 0%

Lithium - Teratogenic harms - Congenital malformations - case-control
design

Exposed (lithium) Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
CZEIZEL1 9590 4 11 11692 33233 100.0% 2210067, 7.25]
Total (95% CI) 11 33233 100.0% 2.21 [0.67, 7.25] = ——
Total events A 11692
Heterogeneity: Mot applicable 501 IJ:E D=5 é % 1E|=
Testforoverall effect: £=1.31 (P = 0.14) Favours [experimental] Fawours [control]

Lithium - Teratogenic harms - Heart defects - cohort design

Exposed (lithium) Unexposed Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
KALLEMN1983 3 41 2 80 23.2% 3.08[0.49 159.21] ' = 4
REIS2008 4 79 43612 HYITET THEAE% 1.14[0.42,3.11]
Total (95% CI) 120 973847 100.0% 1.43 [0.59, 3.46]
Total events 7 43614
?et?;ngenenyl:lT?ru :ZD._Dg;éituhlpz_Du.sz, df=1(F=035), F=0% 1 02 0% i 4 L—

estfor overall effect: 2= 0.20 (F = 0.42) Favours [exposed] Favours [unexposed]
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Lithium - Teratogenic harms - Ebstein’s anomaly - cohort design

Exposed (lithium) Unexposed Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight  Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
CORREA-VILLASENOR1985 0 44 2 3a72 3.8% 0.36[0.00, 112430.78] * ¥
JACOBSOM1992 1 148 0 148 91.2% T.39[0.15, 372.38] .”
Total (95% CI) 192 3720 100.0%  5.67 [0.13,239.82] —————
Total events 1 2
Heterogeneity; Chi®=0.20, di= 1 (P = 0.66); F= 0% I f f f I i
e N 01 02 04 2 510
Testfor overall effect: Z=0.91 (P=0.36) Favours [exposed] Favours unexposed]
1.10.10 Benzodiazepines: Teratogenic harms

Benzodiazepines - Teratogenic harms - congenital malformations - cohort
design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 Any benzodiazepine vs unexposed COHORT
WlkMER 2007 105 1879 41226 873879 100.0% 1.13[0.93,1.38]
Subtotal (95% Cl) 1979 873879 100.0% 1.13 [0.93, 1.38]
Taotal events 1048 41226

Heterogeneity: Mot applicable
Testfor overall effect Z=1.23 (P=0.22

Total {95% CI} 1979 873879 100.0% 1.13 [0.93, 1.38] »

Total events 105 41226

Heterogeneity: Mot applicable I } } } } |
- _ 01 02 0.5 2 5 10

Testfor ovarall effect 2=1.23 (F=0.32) Favours [exposed] Favours [unexposed]

Testfor subgroup differences: Mot applicable

Benzodiazepines - Teratogenic harms - congenital malformations - case-
control design

Favours [exposed] Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
2.1.2 Any benzodiazepine vs unexposed CASE-CONTROL
LAEGREIDT 390 casecontral g 10 10 68 100.0%  23.20[4.29 125.55] ——
Subtotal (95% CI) 10 68 100.0% 23.20[4.29,125.55] e
Tatal events a 10

Heterogeneity, Mot applicable
Testfor overall effect Z=3.65 (P =0.0003)

Total {95% CI) 10 68 100.0% 23.20 [4.29,125.55] —
Total events a8 10

H™ H 1 1 1 1 1 ]
?Etf?genenﬂlNfuftatp.g_“—cgbéz F=0.0003 01 03 05 : 5 10
estfor overall effect Z=3.65 (F=0. ) Favours [exposed] Favours [unexposed]

Testfor subgroup diferences: Mot applicable
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Benzodiazepines - Teratogenic harms - major congenital malformations -

cohort design

Exposed Unexposed
Study or Subgroup Events Total Events Total

Peto Odds Ratio

Weight Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fixed, 95% Cl

2.2.1 Any benzodiazepine exposed vs unexposed COHORT

BAMNZO14 52 1944 a18 191593 55.2%
LAEGREID1 982 1 17 1 29 0.5%
OBERLAMDER2008 31 968 3369 107320 34.8%
ORMNCY1998 11 385 10 382 6.1%
PASTUISZAK996 1 106 3 115 1.2%
Subtotal (95% CI) 3390 127039 97.8%
Total events el 38

Heterogeneity: Chi*=1.17, df=4 (P=0.88); *F=0%
Testfor overall effect 2= 0.05 (F = 0.96)

2.2.2 Any benzodiazepine exposed vs unexposed CASE-CONTROL

LAEGREIDT590- casecontral T 10 11 =] 1.9%
Subtotal (95% CI) 10 68 1.9%
Total events 7 11

Heterogeneity: Mot applicable

Testfor averall effect 2= 3.75(F = 0.0002}

2.2.3 Zopiclone vs unexposed

CilAW-CITRIN 599 a )| 1 ar 0.3%
Subtotal (95% CI) K | 37 0.3%
Total events a 1

Heterogeneity: Mot applicable

Test for overall effect Z2=0.92 (P = 0.36)

Total {95% Cl) 343 127144 100.0%
Total events 103 3813

Heterogeneity: Chi®=15.80, df= 6 (F = 0.01); F=62%
Test for overall effect Z2=0.51 {F = 0.61)
Testfor subgroup differences: Chi*=14.63, df= 2 (F=0.0007), F= 86.3%

Benzodiazepines - Teratogenic harms - major congenital malformations -

case-control design

Exposed Unexposed
Study or Subgroup Events Total Events Total

0.99[0.74,1.39]

*

FS

177 [0.10, 32.34]
1.02[0.71,1.47]

1

1.19[0.50,2.83] e
0.39[0.05,2.84] 4
1.01 [0.81, 1.25] S 2
19,85 [4.17, 95.458] —
19.95 [4.17, 95.45] —
0.16[0.00,815 4
0.16 [0.00, 8.15] N —
1.06 [0.85, 1.31] »
01 02 05 2 ET)

Peto Odds Ratio

Weight Peto, Fixed, 95% Cl

Favours [exposed] Favours [unexposed]

Peto Odds Ratio
Peto, Fixed, 95% CI

2.2.2 Any benzodiazepine exposed vs unexposed CASE-CONTROL

LAEGREIDT990- casecantral 7 10 11 B8 100.0%
Subtotal (95% Cl) 10 68 100.0%
Total events T "

Heterogeneity: Mot applicable

Test far overall effect £=3.75 (P =0.0002)

Total (95% CI) 10 68 100.0%
Total events T "

Heterogeneity, Mot applicable
Test far overall effect £=3.75 (P =0.0002)
Testfor subaroup differences: Mot applicable

Antenatal and postnatal mental health (update)

19.95 [4.17, B85.44]
19.95[4.17, 95.45]
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{
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Benzodiazepines - Teratogenic harms - cleft lip/palate - cohort design

Exposed Unexposed Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Evenis Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
2.4.1 Any benzodiazepine vs unexposed
BARZOT4 0 1944 35 18193 353% 0.33[0.11,1.08] L
WikNERZOOT 2 1979 2374 B73E79 BAT% 083 [0.23,1.24] ——
Subtotal (95% CI) 3923 893072 100.0% 0.45[0.23, 0.89] —a—
Total events 2 2410
Heterageneity: Chi*=042, df=1{F =042 F=0%
Testfor overall effect Z=229{F=002)
Total (95% CI) 3923 893072 100.0% 0.45 [0.23, 0.89] et
Total events 2 2410
Heterogeneity: Chi*= 042, df=1{F =052, F=0% "1 02 0's 7 LT

Testfor overall effect Z=229{F =002
Testfor subgroup differences: Mot applicable

Favours [exposed]

Favours [unexposed]

Benzodiazepines - Teratogenic harms - cleft lip/palate - case-control design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup Eventis Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.6.2 Any benzodiazepine vs unexposed CASE-CONTROL
CZEIZEL1987-case cantral 116 215 2129 4275 7931% 1.181[0.90,1.59]
LAEGREID1950- casecantrol 2 10 4 BB 20.8% 4.00[063, 25.43] +
Subtotal (95% CI) 225 4343 100.0% 1.52 [0.58, 4.02] —b—
Total events 118 2133
Heterogeneity: Tau®= 0.25; Chi*=1.64, df=1 (P=020);, F= 39%
Testfor averall effect £=0.25 (P =040
Total (95% CI) 225 4343 100.0% 1.52 [0.58, 4.02] —eagli———
Total events 118 2133
Heterogeneity: Tau®= 0.25; Chi*=1.64, df=1 (P=020);, F= 39% -0_1 sz D!S ﬁ :'5 1D'

Test for overall effect; £=0.85 (P =0.40)
Testfor subaroun differences: Mot applicable

Favours [exposed]

Benzodiazepines - Teratogenic harms - cardiac abnormalities - cohort

design

Exposed Unexposed

Odds Ratio

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

Odds Ratio
M-H, Random, 95% CI

Favours [unexposed]

1.1.1 Any benzodiazepine vs unexposed

BAMNZ014 22 15944 1449 19193 30.2%
LEFFEEZO10 3303 1] 90 12.5%
OBERLANDERZ2O03 5 963 812 107320 20.59%
ORMOY1 998 4 355 1 382 B.3%
WlKMERZO07 20 2830 11247 873879 304%
Subtotal (95% CI) 6400 1001364 100.0%
Total ewents a4 11524

Heterogeneity, Tau®= 0.27, Chi*=11.89, df= 4 (P = 0.02);, F= 66%
Testfor averall effect: Z= 012 (P = 0.91)

Total (95% CI) 6400 1001364 100.0%
Total events a4 11925

Heterogeneity: Tau*=0.27; Chi*=11.89, df= 4 (P = 0.02}; F= BE%
Testfor averall effect £= 012 (P =0.91)

Testfor subaroup diferences: Mot apnlicable
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Clinical evidence - forest plots

Benzodiazepines - Teratogenic harms - septal heart defects - cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QBERLAMDERZ2008 1 968 TH 107320 100.0% 1.481[0.21, 10.65] »
Total (95% Cl) 968 107320 100.0% 1.48 [0.21, 10.65] e —
Total events 1 7a
est ot overal efect 2 838 (= 0.70 01 02 O3 2 510
estfor overall effect 2= 0.38 (F=0.70) Favours [exposed] Favours [Unexposed]

Benzodiazepines - Teratogenic harms - atrioventricular defects - cohort
design

Exposed Unexposed Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QOEERLANDERZO08 3 9E8 219 107320 100.0% 1.52 [0.49, 4. 7H]
Total (95% CI) 968 107320 100.0% 1.52 [0.49, 4.76] -~ E——
Total events 3 2149
Heterogeneity: Mat applicable F f t f t {

R _ 01 02 05 2 510
Testfor overall effect 2= 0.72 (F=0.47) Favours [exposed] Favours [Unexposed]

1.10.11 Benzodiazepines: Neonatal and Obstetric complications

Benzodiazepines - Neonatal and obstetric complications - gestational age at
delivery - cohort design

Exposed Hon exposed Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 Any benzodiazepines vs unexposed
LAEGREID1992 3218 17 392 15 29 5.5% 0.00 [F0.6O0, 0.60] -
ORMOY1998 392 2.3 3585 393 22 424 BAT% -0.04 05, 0.10]
PASTUSZAKTE9E 392 26 106 387 27 106 247% 0.19 [F0.08, 0.48]
Subtotal (95% Cl) 478 559 100.0% 0.02 [-0.13,0.16]

Heterogeneity: Tau®*=0.00; Chi*= 224, di=2 (P=033), F=11%
Testfor overall effect Z=0.21 (P=0.83

il 2 0 2 4
Favours [unexposed] Favours [exposed]

Test for subgroup differences: Mot applicable
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Benzodiazepines - Neonatal and obstetric complications - birth weight -
cohort design

Exposed Unexposed Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI| IV, Random, 95% Cl
4.5.1 Any Benzodiazepines vs unexposed
LAEGREID1992 3,242 364 17 3,483 608 289 BE% -0.44 [1.05, 0.16] ——
ORMNOY19498 31692 B30.2 355 31538 TIT4 424 GO0% 002 [0.12, 0.16]
PASTLUISZAK1 996 33963 T10 106 33046 6033 106 31.4% 014013, 0.41]
Subtotal (95% CI) 478 559 100.0% 0.02 [-0.17,0.21]

Heterogeneity, Tau*=0.01;, Chi*= 299, df=2 (P=022%, F=33%
Testfor overall effect. Z=020{P=0.84

Total (95% CI) 478 559 100.0% 0.02 [-0.17, 0.21]
Heterogeneity: Tau®=0.01; Chi*=2.99, df=2 (FP=0.22), F=33% 5_4 52 b é 4!
Testfor overall effect. 2= 0.20 (7= 0.84) Favours [unexposed] Favours [exposed]

Test for suboroup differences: Mot applicahle

Benzodiazepines - Neonatal and obstetric complications - caesarean
delivery - cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Evenis Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
4.9.1 Any benzodiazepines vs unexposed
PASTUSZAKTYS6 29 101 29 110 8.2% 1.13[0.61, 2.08] —
WikMERZDOT 211 2830 42875 BY3879  91.8% 1.46 [1.36, 1.80] !
Subtotal (95% CI) 2931 873989 100.0% 1.52 [1.27,1.81]
Total events 240 42504

Heterogeneity: Tau®= 0.00; Chif=1.07, di=1 (P =020}, F=T%
Test for overall effect, Z=4.65 (F = 0.00001)

Total (95% CI) 2931 873989 100.0% 1.52 [1.27,1.81] &

Total events 240 42904

Heterogeneity: Tau = 0.00; Chir=1.07,df=1 (P=0230), F=7% 'D,1 sz EIT:S i é 1IZI'
Test for overall effect, Z=4.65 (F = 0.00001) Favours [exposed] Favours [unexposed]

Test for subagroup differences: Kot applicable

Benzodiazepines - Neonatal and obstetric complications - miscarriage -
cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
4.13.1 Benzodiazepines vs unexposed
LAEGREIDT 3492 3 17 3 28 6.3% 1.86[0.33,10.44] »
ORMOY1998 40 460 22 424  B4.8% 1.74[1.02, 298] —i—
PASTUSZAKT 996 19 137 10 137 28.49% 2.04[0.491, 4.58] T &
Subtotal (95% CI) 614 590 100.0% 1.83[1.19, 2.82] -l
Total events 62 35

Heterogeneity: Tau*=0.00; Chif=011,df=2 (P=0.95);, F=0%
Testfor overall effect: Z=2.74 (P = 0.006)

01 02 05 2 5 10
Favours [exposed] Favours [unexposed]

Testfor subgroup differences: Mot applicahle
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Benzodiazepines - Neonatal and obstetric complications - instrumental
delivery - cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
4.17.1 Benzodiazepines vs unexposed
LAEGREIDT 992 10 17 2 28 47.09% 3.75[1.06, 13.26] i +
PASTUSZAKT 996 11 as 21 83 H2.1% 0.32 016, 0.90] ——
Subtotal (95% CI) 72 82 100.0% 1.14 [0.12, 10.69] e —
Total events 21 29

Heterogeneity: Tau®= 231, Chi*=8.60, df=1 (P =0.003); F= 88%
Testfor overall effect Z=0.11 (P =0.91)

[ 1 1 |
01 02 05 2 5 10
Favours [exposed] Favours [unexposed]

Testfor subgroup differences: Mot applicahle

Benzodiazepines - Neonatal and obstetric complications - respiratory
disorder - cohort design

Exposed Unexposed Odds Ratio Odds Ratio

Study or Subgroup  Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LAEGREIDT 992 2 17 1 28 0.6% AT3[0.31, 4463 ' »
WIkNERZO0T 108 1979 38638 873879 994% 1.25[1.03,1.52]
Total (95% CI) 1996 873008 100.0% 1.26 [1.04, 1.52] &
Total events 110 386349
Heterogeneity: Tau®=0.00; Chi*=0.75, df=1 (P = 0.39); F= 0% I ; ; T J f {

o B 01 0z 0s 1 2 5 10
Test for overall effect £=2.31 (P =0.02) Favours [exposed] Favours [unexposed]

1.10.12 Stimulants (methylphenidate): Teratogenic harms

Methylphenidate - Teratogenic harms - Major congenital malformations -
cohort design

Exposed Unexposed Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
FOTTEGARDZ2014 5 124 53 1346 100.0% 1.02 [0.40, 2.549]
Total (95% CI) 125 1346 100.0% 1.02 [0.40, 2.59]
Total events ] 53
Tost o overal effect 7= 0.03 (= 0.47 b1o2 o5 1 i 5 10
estfor overall effect 2= 0.03 (F=037) Favours [exposed] Favours [unexposed]

Methylphenidate - Teratogenic harms - Cardiac malformations - cohort
design

Exposed Unexposed Odds Ratio COdds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
POTTEGARDZ014 31258 17 1346 100.0% 1.92 [0.56, 6.65)
Total (95% CI) 125 1346 100.0% 1.92 [0.56, 6.65] ——e R ———
Total events 3 17
oot e 030 NN B O RT
estior overall effect: 2= 1.03 (P = 0.30) Favours [exposed] Favours [unexposed]
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1.11 PHYSICAL INTERVENTIONS: PREVENTION

1.11.1Depression: Physical activity verses treatment as usual

Depression scores - Post-treatment - mean score at endpoint or first
measurement - Available case analysis (no risk factors)

Physical exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total VWeight IV, Random, 95% Cl IV, Random, 95% CI
ROBLEDO-COLOMIAZDT 2 10 g 3r 16 8 A7 100.0% -0.84 [-1.32,-0.36]
Total {95% CI) 37 37 100.0% -0.84 [-1.32, -0.36] <O
Heterogeneity: Mat applicable 5_4 52 1 é 45
Testfor owerall effect Z=3.45 (F = 0.0008) Favours [experimental] Favours [control]

Depression symptomology - Post-treatment - number at short term follow-
up - Available case analysis (no risk factors)

Physical exercise Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SONGOYGARD2011 4 357 8 340 100.0% 043013, 1.41]
Total (95% CI) 397 340 100.0% 0.43[0.13,1.41] ——
Total events 4 a
Heterogeneity: Mot applicable I f f t t {

o _ 01 0z 0.4 2 5 10
Testfor overall effect 7= 1.40 (P = 0.16) Favours [experimental] Favours [control]

1.11.2Depression: Physical activity combined with psychoeducation
verses psychoeducation alone

Depression symptomology - Post-treatment - number at short term follow-
up - ITT analysis (no risk factors)

Physical exercise + PE PE Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
MORMARZ010 547 a.11 G2 BTS 551 T3 100.0% -0.24 [-0.58, 0.10]
Total (95% CI) 62 73 100.0% -0.24 [-0.58, 0.10]
Heterogeneity; Mot applicable 5_4 52 ] é 45
Testfor averall effect Z=1.38 (F = 0.17) Fawours [experimental] Favours [control]

Depression symptomology - Post-treatment - number at short term follow-
up - ITT analysis (no risk factors)

Physical exercise + PE PE Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MORMANZO0 4713 827 62 B.94 561 73 100.0% -0.33 [-0.67, 0.01]
Total (95% Cl) 62 73 100.0% -0.33 [-0.67, 0.01] &
Heterogeneity; Mot applicable 1_4 12 3 é 41
Testfor overall effect 2= 1.90 (P = 0.06) Fawvours [experimental] Favours [control]
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1.11.3 Acupuncture versus placebo

Anxiety mean scores - Post-treatment - Available case analysis (identified

risk factors)

Experimental Control

Std. Mean Difference

5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

HADDAD-RODRIGUES2013  41.87 885 14 3771 5233 15 100.0% 0.56 [-0.19,1.30] T

Total (95% CI) 14 15 100.0% 0.56 [-0.19, 1.30] il

Heterogeneity: Mot applicahle 5_4 52 D é 45

Testior overall effect 2=1.47 (P =0.14) Favours [experimental] Favours [control]
Anxiety mean cortisol level - Post-treatment - Available case analysis
(identified risk factors)

Experimental Control $td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

HADDAD-RODRIGUES2013  41.87 885 14 3771 533 15 100.0% 0.56 [-0.19, 1.30] T

Total (95% CI) 14 15 100.0% 0.56 [-0.19, 1.30] il

Heterogeneity: Mot applicahle 5_4 52 D é 45

Test for overall effect: Z=147 (F=0.14)

Favours [experimental] Favours [control]

1.12PHYSICAL INTERVENTIONS: TREATMENT

1.12.1Response: Acupuncture versus massage

Non-response to treatment - Post-treatment - number at short term follow-

up - (treatment)

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

Acupuncture
Events Tofal

Massage

Study or Subgroup Events Total

Risk Ratio
M-H, Random, 95% Cl

3.2.1 depression spec

MAMBER 2004 5 16 G 9 156% 047 [0.20,1.11]
MARBERZ010 17 46 12 24 2TT% 0.74[0.43 1.28]
Subtotal (95% CI) 62 33 43.3% 0.65 [0.41,1.03]
Total events 22 148

Heterogeneity: Tau®=0.00; Chi*=0.76, df=1 {(F=0.38), F= 0%
Testfor overall effect: £=1.84 (FP=0.07)

3.2.2 non-depression spec

MAMBER 2004 ] 149 T 10 24.0% 0.68 [0.36,1.26]
MARBERZ010 25 40 12 24 32E% 1.26[0.78,1.949]
Subtotal (95% CI) 59 34 56.7% 0.95[0.52,1.74]
Total events 34 19

Heterogeneity: TauF=0.11; Chi*=2.41,df=1 {P=012;F= 58%
Testfor overall effect Z= 016 (F = 0.88)

Total (95% Cl) 121 67 100.0%
Total events a6 ar

Heterogeneity: Taur=0.07; Chi*=522, df =3 (P=016); F= 43%
Testfor overall effect. Z=110 (P =0.27)

Testfor subgroup differences: Chi*=1.00, df =1 (FP=0.32, F= 0%

0.80[0.54,1.19]
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1.12.2Response: Depression specific acupuncture versus non-specific

acupuncture

Non-response to treatment - Post-treatment - at endpo
measurement - (treatment)

int or first

Acupuncture(dep spec) Acupuncture{non-dep spec) Risk Ratio Risk Ratio

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

MANBERZ004 a 16 10 18 22.0% 0458 [0.26,1.38) - &

MAMEBERZ010 17 46 25 0 TE.0% 0.59[0.38, 0.92) —.—

Total {95% CI) 62 59 100.0% 0.59 [0.40, 0.88] -l

Total events 22 KH]

Heterogeneity: Tau® = 0.00; Chi*= 0.00, df=1 {P= 0.99%; F= 0% ) t t t ! |

L "~ 01 02 0.5 2 5 10

Testfor overall effect 2= 2.60 (F = 0.009) Favours [experimental] Favours [control]
1.12.3Response: Bright light therapy versus placebo
Non-response - Post-treatment - at endpoint or first measurement -
(treatment)

Bright light Dim light {placebo) Risk Ratio Risk Ratio

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

7.2.1 Non-response(SIGH-Atypical depression supplement <50% improvement) - available case analysis

WIRZ-JUSTICEZ011 4 18 7 11 100.0% 0.38[015, 1.03] i

Subtotal (95% Cl) 16 11 100.0% 0.39 [0.15, 1.03]

Total events 4 7

Heterageneity: Mot applicable

Test for overall effect: Z=1.91 (F = 0.06)

Total (95% Cl) 16 11 100.0% 0.39 [0.15, 1.03] ———

Total events 4 7

Heterageneity; Mat applicable ID ] DIE DI:S 152 é 1D=

Testfor averall effect: Z=1.91 (P = 0.06)
Test for subgroup differences: Mot applicahble

Favours Bright light Favours control

Non-remission - Post-treatment - at endpoint or first measurement -

(treatment)

Bright light Dim light {placebo) Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

7.3.1 Non-remission ( SIGH-ADS <50% improvement to final score >8) - available case analysis

WIRZ-JUSTICE2011 1 16 4 11 100.0% 0.84 [0.55,1.29]
Subtotal (95% Cl) 16 11 100.0% 0.84 [0.55,1.29]
Total events 11 g

Heterageneity: Mot applicahle
Testfor overall effect Z=079 (F=0.43)

7.3.3 Non-remission (HADRS <50% improvement to final score >8) - available case analysis

WIRZ-JUSTICE2011 A 16 7 11 100.0% 0.49[0.21,1.19]
Subtotal (95% Cl) 16 11 100.0% 0.49 [0.21,1.15]
Total events A 7

Heterageneity: Mot applicakle
Testfar overall effect Z=1.63 (F=010)

Antenatal and postnatal mental health (update)
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1.12.4Depression: Physical activity versus treatment as usual

Depression symptoms - Mean depression scores Post-

endpoint or first measurement/Intermediate follow-u
Available case analysis

treatment - at
p - (treatment) -

Std. Mean Difference

Physical activity Control Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
DALEYZ008 131 5.2 16 143 5.4 1% 163% -0.22 [F0.93, 0.49] — 1
DALEY2013 1281 4546 43 1467 486 42 44.0% -0.41 [-0.84, 0.02] ——
FIELDZ01 2B 2348 9 372348 11.4 38 3WT% -0.04 [0.43, 0.41] ——
Total (95% CI) 96 95 100.0% -0.23 [-0.52, 0.05] "‘
Heterogeneity: Tau®= 0.00; Chi*=1.39, df= 2 (P = 0.50); F= 0% 5_2 51 ! 15 25
Testfor overall effect Z=1.60(F=011) Favours [experimental] Favours [control]
1.12.5Depression: Physical activity versus mutual support
Depression symptoms - Mean depression scores Post-treatment - at
endpoint or first measurement - (treatment) - Available case analysis
Physical Activity Mutual Support 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
ARMETROMNGZ004 1022 319 g 1 6149 10 100.0% -1.06 [-2.02,-0.07]
Total (95% CI) 9 10 100.0% -1.05 [-2.02, -0.07] "*"
Heterogeneity: Mot applicahble 5_4 52 3 é 45

Test for overall effect 2= 210 (F = 0.04)

Favours [experimental] Favours [control]

Depression symptoms - Mean depression scores Post-treatment - short-term

follow-up - (treatment) - Available case analysis

Physical Activity Mutual Support Std. Mean Difference

5td. Mean Difference

Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
ARMSTROMNG2004 633 367 9 1333 T.EG 10 100.0% -1.09 [-2.07,-0.11]
Total {95% CI) g 10 100.0% -1.09 [-2.07, -0.11] -
Heterogensity: Mat applicable 5_4 52 5 é 45
Testfar averall effect 2= 218 (F=0.03) Favours [experimental] Favours [control]
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1.12.6 Depression: Acupuncture versus massage

Depression symptoms - Mean depression scores Post-treatment - at
endpoint or first measurement - (treatment) - Available case analysis

Favours [experimental] Massage

5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 85% Cl
3.1.1 depression specific acupuncture

MAMBER 2004 188 949 16 203 64 9 483% -016 [-0.98, 0.66]

Subtotal (95% Cl) 16 9  48.2% -0.16 [-0.98, 0.66]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.39 (P =0.70)

3.1.2 non-depression specific acupuncture

MAMBER 2004 248 9.2 19 203 64 10 51.8% 0.51 [-0.26,1.249] -+
Subtotal (95% Cl) 19 10 51.8% 0.51 [-0.26,1.29] -
Heterogeneity: Mot applicahle

Testfor overall effect 2=1.29 (F = 0.20)

Total (95% CI) 35 19 100.0% 0.19 [-0.47, 0.85] -?

Heterogeneity: Tau®= 0.08; Chi*=1.38, df=1 (P=0.24) F=27T%
Test for overall effect 2= 056 (P = 0.58)
Testfor subgroup differences: Chif=1.38,df=1(P=0.24), F=27.3%

-4 -2 0 2 4
Favours [experimental] Favours [control]

Depression symptoms - Mean depression scores Post-treatment - short-term
follow-up - (treatment) - Available case analysis

Massage
Mean SD Total Weight

Acupuncture
Study or Subgroup  Mean SD Total

5td. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% Cl

3.4.1 depression specific acupuncture

MANBER2004 156 101 18 14945 9.2 8 a00%
Subtotal (95% Cl) 15 8 50.0%
Heterogeneity: Mot applicable

Test for overall effect; Z2=0.87 (P =0.39)

3.4.2 non-depression specific acupuncture

MANBER2004 203 123 19 1495 492 Ta00%
Subtotal (95% ClI) 19 7 50.0%
Heterageneity: Mat applicakle

Test far overall effect Z=0.19 (P =088}

Total (95% CI) 34 15 100.0%

Heterogeneity, Tau®=0.00; Chif= 0482, di=1 (P =047) F=0%
Test far averall effect Z=0.91 (P =061}
Testfor subaroup differences: Chi®=0.52, df=1 {F=047), F=0%

Antenatal and postnatal mental health (update)
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Depression diagnosis - Above depression threshold - Post-treatment - short-
term follow-up - (treatment) - Available case analysis

Acupuncture Massage Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.5.1 depression specific acupuncture
MAMBERZO04 1 14 2 T OAD3% 026003 231] * i
Subtotal {95% CI) 14 7 50.3% 0.25[0.03, 2.31] ————
Total events 1 2

Heteroneneity: Kot applicable
Testfor overall effect £=1.22 (P =0.22)

3.5.2 non-depression specific acupuncture

MAMBERZD04 2 18 1 Too487% 0.ra[o.
Subtotal (95% CI) 18 T 49.7% 0

Total events i 1

Heterogeneity: Mot applicable

Testfor overall effect Z=0.22 (P =0.83)

Total (95% CI) 32 14 100.0% 0.44 [0.09, 2.13] ‘-*-—

Total events 3 3

Heterogeneity: Tau®=0.00; Chi*=0.40, df=1 (P=048); F=0% ID 1 052 DIS é é 1D=
Testfor overall effect: =102 (P = 0.31) Favours [experimental] Favours [control]

Testfor subdroup diffierences: Chif= 050, df=1 {P=048), F=0%

1.12.7Depression: Depression-specific acupuncture versus non-
depression specific acupuncture

Depression symptoms - Mean depression scores Post-treatment - at
endpoint or first measurement - (treatment)

Acupuncture{dep spec) Acupuncture{non-dep spec) Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MANEER2004 9.6 7.8 16 126 7.A 19 100.0% -0.38 [-1.06, 0.29]
Total {95% CI) 16 19 100.0% -0.38 [-1.06, 0.29]
Heterogeneity; Mot applicakle 5_4 52 5 é 45
Testforoverall efiect: Z=1.12 (P = 0.26) Favours [experimental] Favours [control]

Depression symptoms - Mean depression scores Post-treatment - at short-
term follow-up - (treatment)

Acupuncture{dep spec) Acupuncture{non-dep spec) Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
MANBER2004 8.6 6.5 14 94 7.4 18 100.0% -0.12[-0.82,0.57]
Total (95% CI) 14 18 100.0% -0.12 [-0.82, 0.57]
Heterogeneity: Mot applicable 5_4 52 ? é 45
Testfor overall effect. 2= 0.35 (= 0.73) Favours [experimental] Favours [control]
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Depression diagnosis - Above depression threshold - Post-treatment-at
endpoint or first measurement - (treatment)

Risk Ratio

Risk Ratio

Acupuncture{dep spec)

Acupuncture{non-dep spec)

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MANBER2004 2 16 8 19 100.0% 0.47[0.11,2.13]

Total (95% CI) 16 19 100.0% 0.47 [0.11, 2.13] ———

Total events 2 ]

Heterogeneity: Mot applicable '0.1 sz 0:5 i é 1EI'

Testfor averall effect 2= 0497 (P=0.33)

Depression diagnosis - Above depressi
term follow-up - (treatment)

Acupuncture(dep spec)  Acupuncture{non-dep spec

Favours [experimental] Favours [control]

on threshold - Post-treatment - short-

) Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MANBER 2004 1 14 2 18 100.0% 0.64 [0.06, 5.39] *

Total (95% CI) 14 18 100.0% 0.64 [0.06, 6.39] T ——
Total events 1 2

Heterogeneity; Mot applicable oE 07 P

Favours [experimental] Favours [control]

Testfor overall effect: £=0.38 (P=0.71)

1.12.8 Depression: Electroacupuncture versus non-invasive sham
acupuncture

Depression symptoms - Mean depression scores Post-treatment - at
endpoint or first measurement - (treatment)

electroacupuncture non-invasive sham acupuncture 5td. Mean Difference 5td. Mean Difference

Study or Subgroup Mean 50 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
CHUNGZ012 109 58 10 12.2 6.3 10 100.0% -0.21 [-1.09, 0.67]

Total {95% CI) 10 10 100.0% -0.21 [-1.09, 0.67]

Heterogeneity: Mot applicable ) L) 5 1 4

Testfor overall effect: £=0.46 (P = 0.65)

1.12.9Depression: Massage combined with support versus support

Depression symptoms - Mean depression scores Post-treatment - at

endpoint or first measurement - (treatment)
Std. Mean Difference

Favours [experimental] Favours [control]

Experimental Control Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI| IV, Random, 95% CI
OMOZAMAZO01 5 416 12 9.7 3.21 13 100.0% -1.23 F2.10,-0.36]
Total (95% CI) 12 13 100.0% -1.23 [-2.10, -0.36] -
Heterogeneity: Mot applicable 5_4 52 1 é 45
Testforoverall effect: 2=2.¥8 (P = 0.005) Favours [experimental] Favours [control]
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1.12.10 Depression: Massage versus support

Depression symptoms - Mean depression scores Post-treatment - at
endpoint or first measurement - (treatment)

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
O'HIGGINS2008 928 347 kil 11 6.43 30 100.0% -0.33 [F0.83,0.18]
Total {95% CI) 31 30 100.0% -0.33[-0.83,0.18]
Heterogeneity: Mot applicable 5_4 52 : é 45
Testforoverall efiect: 2= 1.27 (F = 0.20) Favours [experimental] Favours [control]

Depression symptoms - Mean depression scores Post-treatment - at long-
term follow-up - (treatment)

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI| IV, Random, 95% CI
OHIGGING2008 915 543 26 982 6.29 22 100.0% -011 [[0.68, 0.46) 4
Total (95% CI) 26 22 100.0% -0.11 [-0.68, 0.46]
Heterogeneity: Mot applicable H-D > _051 1 051 3 25
Testforoverall effect: 2= 0.38 (P = 0.70) Favours [experimental] Favours [control]

1.12.11 Depression: Bright light therapy versus placebo

Depression symptoms - Mean depression scores Post-treatment - at
endpoint or first measurement - (treatment)

Bright light Dim light {placebo) Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S50 Total Weight IV, Random, 95% CI IV, Random, 95% Cl
7.1.1 SIGH-AD%-29 (atypical depression supplement) score
WIRZ-JUSTICE2011 123 67 16 1546 T 11 100.0% -0.45 [1.23,0.33] 1—
Subtotal {95% CI) 16 11 100.0% 0.45[-1.23,0.33]

Heterogeneity; Mot applicahle
Testfor overall effect £=1.13 {F =0.26)

7.1.2 HDR5-17 score
WIRZ-JUSTICEZO11 96 6.8 16 106 G 11 100.0% -0.16 [0.93, 0.60] t
Subtotal {95% CI) 16 11 100.0% -0. 3, 0.60]

Heterogeneity: Mot applicahle
Testfor overall effect =042 (F=0E7)

iy

-
= m
—_

(=1 ]
[1=iu]

-4 -2 I 2 4
Favours Bright light Favours control

Antenatal and postnatal mental health (update) 312



Clinical evidence - forest plots

1.12.12

Anxiety: Physical activity versus treatment as usual

Anxiety symptoms - Mean anxiety scores Post-treatment - at endpoint or
first measurement -Available case analysis (treatment)

Experimental Control

5D Total Weight

5td. Mean Difference

Std. Mean Difference
IV, Random, 95% CI

IV, Random, 95% CI

Study or Subgroup  Mean S0 Total Mean
FIELDZ01 3B 46.1 Rt ar 443 114 3|8 100.0% 018 [-0.27, 0.63]
Total (95% Cl) 37 38 100.0% 018 [-0.27,0.63]
Heterogeneity: Mot applicable 5_4 52 : é 45
Testforoverall efiect: 2= 0.78 (F = 0.43) Favours [experimental] Favours [control]
1.12.13 Anxiety: Electroacupuncture versus non-invasive sham
acupuncture
Anxiety symptoms - Mean anxiety scores Post-treatment - at endpoint or
first measurement - (treatment)
electroacupuncture non-invasive sham acupuncture Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
CHUNGZ012 e a7 10 a7 432 10 100.0% -0.02 [-0.90, 0.85]
Total (95% CI) 10 10 100.0% -0.02 [-0.90, 0.85]
Heterogeneity: Mot applicable I_4 12 s é 4:
Testfor overall effect: 2= 0.05 (P = 0.96) Favours [experimental] Favours [control]
1.12.14 General mental health outcomes: Physical activity versus
treatment as usual
Sleep disturbance symptoms - Mean scores - Post-treatment - Available
case analysis (treatment)
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI| IV, Random, 95% CI
FIELDZ013E 535 185 a7 621 184 38 100.0% -0.45 [0.91, 0.01]
Total (95% Cl) 37 38 100.0% -0.45 [-0.91, 0.01] ‘
Heterogeneity: Mot applicakle =-4 I2 1 é 4:
Testforoverall effect: 2= 1.92 (P = 0.05) Favours [experimental] Favours [control]
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