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Appendix G. 8. WHO review: Cognitive behavioural therapies for children with chronic pain

Comparison: Cognitive behavioural therapies (including cognitive behavioural therapy, behavioural therapy, acceptance commitment
therapy, relaxation) versus active (non-psychological), standard care or waitlist control

Population: children with any chronic pain

Setting: Any setting

Studies: Randomised controlled trials

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Outcome Forest plot GRADE
Pain intensity, post-treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Barakat 2010 166 16.57 17 17.20 23.21 20 2.3% —0.03 [0.68, 0.61] —1=
Bonnert 2017 453 254 47 553 242 54  3.5% -0.40 [-0.80, -0.01] —
Bussone 1968 654  55.1 20 963 738 10 1.8% -0.49[-1.26, 0.28] —
Chen 2014 25 18 a5 37 21 45  3.3% -0.61[-1.03,-0.19] —
Connelly 2006 260 124 17 288 101 20 2.3% -0.17 [-0.81, 0.48] —
Connelly 2019 3.1 2.5 144 29 25 145 44X 0.08 [-0.15,0.31] T
Grob 2013 0.16 032 15 193 164 14  1.7% -1.48 [-2.32, —0.65] —
Hechler 2014 5.7 2.4 51 58 25 52 3.5% -0.08[-0.47 0.31] —
Hicks 2006 34 2.4 25 47 2.2 22 2.5% -0.55[-1.14,0.03] —
Humphreys 2000 0.78 1.4 46 4.2005 277 15  2.1% -1.90 [-2.58, -1.22] —_
Kashikar-Zuck 2005 44 191 14 592 204 13  18% -0.75[-1.53, 0.04] —
Kashlkar-Zuck 2012 5.3 2.3 57 & 19 55 3.6% -0.33[0.70,0.04] —
Kroener—Herwig 2002 0.86 118 29 076 096 46 3.1%  0.10 [0.37, 0.58] -
Lalounl 2019 433 255 45 557 252 44  3.3% -0.48 [-0.91, -0.06] —]
Law 2015 413 242 40 383 226 37 3.2%  0.13 [0.32,0.57] -
Lester 2020 3.58 232 24 294 228 21 2.5%  0.27 [0.32, 0.56] -
- . Levy 2010 164 202 B4 1.25 1.75 B4 4.0%  0.21[-0.10, 0.51] =
Pain intensity, Levy 2017 409 221 159 457 228 Bl 4.2% -0.21[-0.48,0.05] —
Nieto 2019 1272 10.32 25 1155 B.B4 36 2.9%  0.12[-0.39, 0.63] -
post-treatment Osterhaus 1997 23 1 25 26 07 14 22% -0.32[-0.98,0.33] —t o200
Higher scores Palermo 2009 3.54 2.42 23 4.76 1.84 30 2.7% -0.57 [-1.12, -0.01] —
B - Palermo 2016 {remote} 587 205 134 559 215 135 44X  0.13 [0.11,0.37] 1 LOW
indicate higher Palermo 2020 58 19 73 &1 21 70 3.9% -0.15[-0.48,0.18] -t
. . Passchier 1990 2.3 0.8 6 22 07 54 3.7% 0.13 [-0.23,0.49] -
pain intensity Rapoff 2014 506 15 18 625 192 17 2.1% -0.68[-1.36,0.01] —
Richter 1986 252 116 15 239 133 12 1.9%  0.10 [-0.66, 0.86] ——
Robins 2005 16.2 7.8 3 197 9.7 25 2.B8% -0.40[-0.92,0.11] —
Sanders 1994 3.27 B33 22 667 7.04 22 25% -0.43[-1.03,0.17] —1
Schatz 2015 164 143 23 177 1489 23 2.6% -0.00 [-0.67, 0.49] —
Stinson 2010 217 134 22 347 212 24 25% -0.71[-1.31,-0.12] —
Trautmann 2010 53 215 32 54 2 13 23% -0.05 [-0.69, 0.60] —
van der Veek 2013 231 15.92 52 2651 14.38 52 3.5% -0.22 [-0.61, 0.18] -t
Van Tilburg 2009 9 8.3 15 169 115 14 1.9% —0.77 [-1.53,-0.01] —_—
Wahlund 2015 4.4 1.6 31 3.7 2 33 30X 0.38[-0.11, 0.88] i
wicksell 2009 3.6 23 16 5 29 18 21% -0.52[-1.23,0.18] —
Total (95% CI) 1506 1368 100.0% -0.25[-0.38, -0.12] [
Heterogenehy: Tau? = 0.09; ChP = 90.99, df = 34 (P < 0.00001); F = 3% & &% 3 )

Test for overall effect: Z = 3.69 (P = 0.0002) Favours intervention Favours control
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Pain intensity,
follow-up
Higher scores
indicate higher
pain intensity

Pain intensity, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDE
Barakat 2010 16.71  23.03 17 7.84 1231 20 3.9% 0.48[-0.18,1.14] — 272207
Bussone 1988 20 18.1 20 BB.B 1103 10 3.0 -1.04 [-1.85,-0.23] —_— 2727280
Connelly 2019 3.1 2.5 144 2.7 24 145 7.9%  0.16 [-0.07,0.39] o @ee0
Grob 2013 0.08 0.31 15 155 149 14  2.9% -1.35[-2.17,-0.53] —_— 72727200
Hicks 2006 29 2.1 25 4.9 1.3 22 4.1% -1.11[-1.73, -0.49] — DOOOC
Kashlkar-Zuck 2012 4.9 2.2 57 53 21 55 &4% -0.18 [-0.56,0.19] -t @666
Kroener-Herwig 2002 0.48 0.65 20 046 061 27 49X  0.03 [-0.49, 0.56] -T- P000¢
Law 2015 4.19 2.45 28 3.7 254 22 46X 0.19[-0.37,0.75] - 0660
Lester 2020 2.67 1.9 21 307 264 1B 41X -0.17 [-0.80, 0.46] —r * o0
Levy 2010 0.93 1.42 78 0.7 153 76 7.0% 0.16 [-0.16,0.47] +~ + 1
Levy 2017 3.48 2.33 151 3.79 248 78 7.4% -0.13 [-0.40, 0.14] - @2@727
Palermo 2016 {remote} 5.85 1.97 134 555 202 135 7.8%  0.15[-0.09, 0.39] - 6666
Palermo 2020 5.3 1.9 73 &2 18 70 &.BX -0.48[-0.82,-0.15] - 70660
Rapoff 2014 4.46 1.88 11 368 204 11 28X 0.38 [-0.46, 1.23] -T— 272780~
Richter 1986 2.02 1.48 30 202 139 12 38X  0.00 [-0.67,0.67] b 722220
Sanders 1994 0.64 1.38 22 211 356 22 43% -0.53[-1.14,0.07] — 22207
Trautmann 2010 4.9 1.4 12 55 18 168 3.3% -0.34 [-1.10,0.41] — 278680~
Van der Veek 2013 19.03 17.0393 52 17.72 1519 52 &.3% 0.08 [-0.30,0.47] - @2220
Wahlund 2015 2.8 1.9 31 28 1& 33 52X% 0.00 [-0.49,0.49] - eez2122
Wicksell 2009 31 2.7 16 4.5 2.4 16 3.5% -0.53[-1.24,0.17] —T (I I B
Total (95% CI) 966 854 100.0% -0.15 [-0.32, 0.02] #
Heterogenelty: Tau® = 0.08; ChE = 51.37, df = 19 (P < 0.0001); F = §3% _4 _12 g 2 4

Test for overall effect: Z = 1.74 (P = (.08}

Risk of bias legend

Favours experimental Favours control

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

OO
LOW
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30% reduction,
post-treatment

30% pain reduction, post-treatment

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDE
Van der Veek 2013 17 52 15 52 100.0% 1.13 [0.64, 2.02] @2220
Total (95% CI) 52 52 100.0% 1.13 [0.64, 2.02]
Total events 17 15

Heterogenelty: Not applicable

Test for overall effect: Z = .42 (P = 0.67) 001 01 1 10 100

Favours control Favours experimental

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

®O00O
VERY LOW

30% reduction,
follow-up

30% pain reduction, follow-up

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDE
Van der Veek 2013 31 52 29 52 100.0% 1.07 [0.77, 1.49] @72220
Total (95% CI) 52 52 100.0% 1.07 [0.77, 1.49]
Total events 31 29

Heterogenelty: Not applicable

Test for overall effect: Z = 0.40 (P = (.69} 001 0.1 1 i

Favours control Favours experimental

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

®O00O
VERY LOW
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50% reduction,
post-treatment

50% pain reduction, post-treatment

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Barry 1997 2 12 2 17 1.9% 1.42 [0.23, B.70] — 27072072
Connelly 2006 7 14 4 20 4.9% 2.50 [0.90, 6.94] T eeeo’
Griffiths 1996 12 15 3 12  50% 3.20 [1.16, B.B0] — 722207
Hicks 2006 15 21 3 18 4.7% 3.81 [1.33, 10.94] — 1 1 11
Kroener-Herwig 2002 16 29 B 19 9.3% 1.31 [0.70, 2.44] b POOOC
Labbe 1984 13 14 1 14 1.8%  13.00 [1.96, B6.42] 2272@72
Labbe 1995 19 20 -] 10 11.1% 1.58 [0.95, 2.65] = 1 1 11
Larsson 1987 & 12 2 24 2.8% 6.00 [1.42, 25.39] 2@®2722
Larsson 1987a 13 30 1 11 1.7% 4.77 [0.70, 32.29] - 7227200
Larsson 1990 -] 31 0 17 0.BX 7.31[0.44, 122.42] — 1 1 11
Larsson 1996 ] 13 1 13 1.7% 9.00 [1.32, 61.24] 22207
Law 2015 12 a4 7 39 &7% 1.52 [0.68, 3.47] - @860
McGrath 1992 26 47 & 25 7.6% 2.30 [1.10, 4.85] —— 7227200
Osterhaus 1997 12 25 0 14 0.9% 14.42[0.92, 226.60] 1 22720@
Palermo 2009 10 23 3 21 41% 3.04 [0.97, 9.58] | E— éeee-?
Palermo 2016 {remote} 2 48 2 47 1% 0.98 [0.14, 6.67] —_— + 4
Powers 2013 42 64 26 71 14.4% 1.79 [1.28, 2.55] - (I 11 &
Rapoff 2014 7 18 6§ 17 &.3% 1.10 [0.46, 2.62] —_ 77807
Sartory 1998 20 30 5 13 7.7% 1.73 [0.83, 3.61] T 7222272
Scharff 2002 7 13 1 23 1.6% 12.38[1.71, 69.86] @27200
Trautmann 2010 16 35 2 16 3.2%  3.66[0.95, 14.05] — 70080
Total (95% CI) 558 459 100.0% 2.23 [1.71, 2.90] ¢
Total events 272 1]

Heterogenehy: Tau = 0.09; ChiE = 2B.39, df = 20 (P = 0.10); ¥ = 30%

Test for overall effect: Z = 5.97 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)

0005

o1 1 1)

200

Favours control Favours experimental

o0
LOW
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50% reduction,

follow-up

50% pain reduction, follow-up

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Hicks 2006 13 18 2 14 11.0% 5.06 [1.36, 18.82] D000¢
Labbe 1995 19 20 1 10 &6.8% 9.50 [1.48, §1.15] 1111
Larsson 1987 B 12 4 24 15.2% 4.00 [1.50, 10.686] —_— 2@72122
Larsson 1987a 7 30 0 11 3.5% 5.81 [0.36, 93.98] —_—t 72727200
Larsson 1996 ] 13 4 13  16.5% 2.25 [0.92, 5.49] T 2272@72
Law 2015 19 44 10 39 20.9% 1.68 [0.89, 3.17] R (111 5
Palermo 2016 {remote) 3 49 1 44 5.2% 2.69 [0.29, 24.96] s B éeeece
Rapoff 2014 7 11 7 11 20.9% 1.00 [0.53, 1.88] —— 7728072
Total (95% CI) 197 166 100.0% 2.46 [1.41,4.29] <
Total events 8BS 29
Heterogenehty: Tau = 0.28; ChE = 14.28, df = 7 (P = 0.05); F = 51% 'b o1 °=1 ] 1¢o 100:

Test for overall effect: Z = 3.16 (P = 0.002)

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours control Favours experimental

®O00O
VERY LOW

Health-related
quality of life,
post-treatment
Lower scores
indicate better
quality of life

Health-related quality of life, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI A B E
Bonnert 2017 -76.92 1447 47 -74.89 1462 54 9.3% -0.14 [-0.53,0.25] — [TTTIT]
Connelly 2019 -75.7  16.2 144 -77.8 16.2 145 12.6%  0.13 [0.10, 0.36] T éee ([ J
GroB 2013 -80.15 6.28 15 -71.27 17.06 14 3.9% -1.45 [-2.28, -0.62] —_— 77? @
Hicks 2006 -76.3 15.3 25 -77.7 14 22 6.4% 0.09 [-0.48, 0.67] i ?77? ?
Lalounl 2019 -3.67 1.07 45 -3.49 106 44 B.B% -0.17 [0.58,0.25] - éee o
Levy 2016 -137.5 17.3 71 -1329 199 69 10.5% -0.25[-0.58, 0.09] - @ ?
Levy 2017 -70.7 17.3 207 -70.3 189 108 12.5% -0.02 [-0.25,0.21] - @ ?
Nieto 2019 -§1.892 13.28 25 -77.95 14.91 36 7.2% -0.27 [-0.79, 0.24] —T @2 [ ]
Rapoff 2014 -83.7 1207 18 -B0.69 14.36 17 5.3% -0.22 [-0.89, 0.44] —T 772 ?
Stapersma 2018 -148.1 1&.57 35 -144.9 17.23 33 7.8% -0.19 [-0.66, 0.29] - éee @
Stinson 2010 -1.95 1.4 22 =227 121 24 6.3% 0.24 [-0.34, 0.82] -, éee e
Trautmann 20190 -3.7 0.5 37 -39 0.3 17 6.3% 0.44 [-0.14, 1.02] — 7@ 7
Van Tllburg 2009 -90.31 B.63 12 -74.31 13.81 11 3.3% -1.35 [-2.28, -0.43] —_— ?77? ?

Total (95% CI)

Heterogenelty: Tau® = 0.06; ChE = 27.81, df = 12 (P = 0.006); P = 57% t
Test for overall effect: Z = 1.43 (P = (.15}

703 594 100.0%

-0.14 [-0.33, 0.05] 01
0 2

Favours experimental Favours control

3

e OO
LOW
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Health-related quality of life, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI ABCDE
Connelly 2019 -78.3 16.2 144 -78 14.3 145 234X -0.02[-0.25,0.21] -+ eeeo
GroB 2013 -01.52 6.04 15 -6B8.71 19.94 14 7.0% -1.53 [-2.37, -0.69] 7227200
Health-related Hicks 2006 -76.2  15.2 25 -795 13 22 11.7%  0.23 [-0.35, 0.50] - 222272
. . Levy 2016 -136.2 17 67 -1369 199 &6 19.1X  0.04 [-0.30,0.38] - @780~
quality of life, Levy 2017 7755 1635 149 -783 186 78 217%  0.04 [0.23,0.32] + 20177
_ Rapoff 2014 -B4.88  1B.22 18 -B5.67 14.32 11  B.3%  0.05 [-0.70, 0.80] -1 72007
follow-up Travtmann 2010 -395 045 31 -38 03 10 B8% -0.35 -1.07,0.37] — 1060? o000
LOWGI' scores Total (95% CI) 449 346 100.0% -0.09 [-0.35, 0.16] ﬁ LOW
indicate better Heterogenehty: Taw? = 0.06; Chi = 14.17, df = 6 (P = 0.03); F = 58% S T S
Test for owerall effect: Z = 0.73 (P = 0.47) Favours experimental Favours control

quality of life
Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Functional
disability, post-
treatment
Higher scores
indicate higher
disability

Functional disability, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Chen 2014 16 B 45 20 10 45 5.0% -0.44 [-0.86, -0.02] 7
Connelly 2006 12.2 .92 17 10.74 11.61 20 3.0% 0.13 [-0.52, 0.78] —_
Connelly 2019 2.2 2.4 144 1.7 2.2 145 7.3% 0.22 [-0.01, 0.45] —
Grob 2013 5.33 6.64 15 2452 14.06 14 2.0% -1.72 [-2.59, -0.85] I
Hechler 2014 27.9 9.7 47 342 B.B 52 5.1% -0.68 [-1.08, -0.27] —_
Hickman 2015 38.25 32.21 16 30.88 30.02 16 2.8% 0.23 [-0.46, 0.93] 1T
Kashlkar-Zuck 2005 15.07 9.08 14 16.64 8.3 13 24X -0.17 [-0.93, 0.58] T
Kashlkar-Zuck 2012 16.7 B.7 57 19.8 5.4 55 5.5% -0.34[-0.71, 0.03] —
Law 2015 4.83 4.78 20 4B6 44 37 38X -0.01[-0.55,0.54] -
Levy 2010 0.56 0.54 B4 0.55 0.48 B4 6.3% 0.02 [-0.28,0.32] -
Levy 2016 5.6 5.7 8O 7.3 B.3 78 6.2% -0.24 [-0.55,0.07] -
Levy 2017 5.51 B.14 159 7.65 1044 B4 &8X -0.24 [-0.50,0.03] -]
Nieto 2019 5.96 6.25 25 B.22 B.61 36 4.0% -0.29 [-0.80, 0.22] —T
Palermo 2009 36 2.86 23 662 476 21 3.3% -0.76 [-1.38, -0.15] —_—
Pakermo 2016 {remote} 5.68 4.38 134 5.65 469 135 7.2% 0.01 [-0.23, 0.25] T
Palermo 2020 349 25.4 73 378 2586 70 6.0% -0.11 [-0.44,0.22] =
Powers 2013 15.5 17.4 64 206 422 71 5.8% -0.43 [-0.77, -0.08] -
Rapoff 2014 7.82 10.59 18 12.29 12.94 17 2.9% -0.37 [-1.04, 0.30] T
Robins 2005 18.1 49 4) 198 5.9 26 4.2% -0.28[-0.78,0.22] —
Van der Veek 2013 7.17 B.76 52 7.79 B.7B 52 5.3% -0.07 [-0.45,0.31] —r
Van Tllburg 2009 17.1 5.1 15 254 106 14  2.3% -0.98 [-1.78, —0.20] —_—
Wicksell 2009 12.3 13.9 16§ 146 113 16 2.8% -0.18 [-0.87,0.52] T
Total (95% CI) 1158 1101 100.0% -0.24 [-0.38, -0.10] ¢
Heterogenehy: Tauw? = 0.05; ChE = 4B.77, df = 21 (P = 0.0005); P = 57% % - 4 ; i

Test for overall effect: Z = 3.39 (P = 0.0007)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

o0
LOW
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Functional
disability,
follow-up
Higher scores
indicate higher
disability

Functional disability, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Connelly 2019 2 2.2 144 1.9 2.2 145 11.4%  0.05 [0.19, 0.28] T CT TR )
Grob 2013 4.22 5.26 15 24.76 14 14 2.6% -1.91[-2.82, -1.01] _—
Kashlkar-Zuck 2012 13.4 B.9 57 17 105 55 B.2X% -0.37 [-0.74, 0.01] —
Law 2015 5.19 5.02 28 5.27 461 22 5.3% -0.02[-0.57,0.54] -1
Levy 2010 0.36 0.39 78 0.48 0.58 76 8.4 -0.25[-0.57,0.07] -
Levy 2016 5.1 6.4 &7 5.9 6.8 66 B.OX -0.12 [-0.46, 0.22] - @20~
Levy 2017 4.5 6.6 151 7.6 10.85 B2 10.4X -0.37 [-0.64, -0.10] - @272
Palermo 2016 (remote} 546 432 134 &.16 5.05 135 11.2% -0.15[-0.39, 0.09] - (111 1]
Palermo 2020 341 21.8 73 351 27.7 70 8.2% -0.04 [-0.37,0.29] - 7@ ®
Powers 2013 76 169 57 19 30 67 B.6% -0.46 [0.81, -0.10] - @666
Rapoff 2014 0.91 1.45 11 35 486 11  2.8% -0.69[-1.58, 0.17] — 772802
Van der Veek 2013 5.8 B.2 52 4.87 6.6 52 B.0X% 0.12 [-0.28, 0.51] - @22720
wicksell 2009 B.B 12.9 16 14.7 121 16 3.9% -0.46[-1.18, 0.24] — 00022
Total (95% CI) 883 811 100.0% -0.24 [-0.40, -0.07] ¢
Heterogenehy: Tau® = 0.05; ChE = 2B8.78, df = 12 (P = 0.004); ¥ = 58% " ) ( ; .

Test for overall effect: Z = 2.87 (P = 0.004)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Y11 @)
MODERATE

176



177

Role functioning (school absence), post-treatment

ROle Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
. ) Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
functioning Bonnert 2017 104 11 47 131 L1 54 13.6% -0.24 [-0.64,0.15] = Frr e
hool Hechler 2014 1.6 33 47 5 61 47 13.3% -0.69[-1.10,-0.27] - @e2720
(schoo Humphreys 2000 0.06 0.17 46 0.8 126 15 10.6% -1.16 [-1.78, 0.54] — 22207
absence) Lalounl 2019 0.21 0.94 45 0.41 093 44 13.3% -0.21 [-0.63, 0.20] - @e2720
’ Levy 2017 6.3 1195 205 7.8 15 109 15.5% -0.11[-0.35,0.12] - @2@722
post-treatment Van Tilburg 2009 1 13 14 179 1.25 14 9.0% -0.60 [-1.36, 0.16] — PO00Q OO0
. Wahlund 2003 1.24 3.36 34 008 0.4 39 12.6% 0.50 [0.03, 0.98] —— 22720@
Higher scores wahlund 2015 12 21 31 03 08 33 122%  0.57[0.07,1.07] —— 007177 VERY LOW
indicate more Total (95% CI) 469 355 100.0% -0.22 [-0.55, 0.12]
absence from Heterogenelty: Tau® = 0.17; ChF = 33.43, df = 7 (P < 0.0001); F = 70X _:4 _:2 ) '2 i
SChOO/ Test for overall effect: Z = 1.26 (P = 0.21} Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Role functioning (school absence), follow-up
Role . . . : . .
. . Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
funCtlonlng Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDE
(SChOOl Barakat 2010 13.83 14.33 17 11.94 9.25 20 19.7%  0.16 [-0.49, 0.80] 222072
Levy 2016 4.2 11.1 63 5.9 156 &8 27.4% -0.12[-0.47,0.22] @280~
absence) Levy 2017 1.3 5.05 156 26 76 79 290X -0.22[-0.49, 0.08] @202
’ Wahlund 2003 0.38 0.53 34 004 0.2 39 23.9% 0.86 [0.38, 1.34] —-— 272700
post-treatment OO0
. Total (95% CI) 270 206 100.0% 0.14 [-0.32, 0.60]
Higher scores Heterogenehy: Tau? = 0.17; ChF = 15.46, df = 3 (P = 0.001); P = B1% . R VERY LOW

indicate more
absence from
school

Test for overall effect: Z = 0.60 (P = 0.55) Favours experimental Favours control
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Y110
MODERATE

Emotional functioning: Depression, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Connelly 2019 464 112 144 452 121 145 17.0%  0.10 [-0.13,0.33] ™ @eez0
Griffiths 1996 245  0.64 31 26 09 12 2.0% -0.20 [0.87, 0.48] — 222@72
Hechler 2014 50.3 12 47 50.7 B85 46 5.5% -0.04 [-0.44,0.37] —+ @e7220
Hickman 2015 51.69  6.65 16 49.69 646 17 1.9%  0.30 [-0.39, 0.98] o A ITIIY
Kashlkar-Zuck 2005 4957 17.6 14 4846 1289 13  1.6%  0.07 [0.69,0.82] — eéeez?
. Kashlkar-Zuck 2012 9.9 6.2 57 11.8 5.8 55 &.5% -0.31[-0.69, 0.08] — éeee-
Emotional Laloun! 2019 199 288 45 289 285 44 52% -0.31[0.73,0.11] — 07220
functionina: Law 2015 463  10.03 27 4748 95 23 2.9% -0.12[-0.68, 0.44] — (111
g Lester 2020 14.38 6.22 24 1447 453 21 26% -0.02[-0.60,0.57] —_ :....
i Levy 2010 9.96 &.16 B4 B.35 5.73 B4 9.8%  0.27 [0.03, 0.57] P 72
Depressmn, Levy 2016 7.6 7.1 B0 B8 76 78 9.3% -0.16[-0.47,0.15] -t @280~
post-treatment Nieto 2019 182 622 20 199 453 21 24% -0.31[-0.92,0.31] —r 020720
Hiah Palermo 2009 58.96 13.1 23 61.59 1867 21  2.6% -0.16 [-0.75, 0.43] — eeee
igner scores Palermo 2016 {remote} 9.71 5.0 134 932 537 135 15.9%  0.07 [-0.16, 0.31] + :0 :
inAi i Stapersma 2018 72 &51 35 7.7 689 33 4.0% -0.07 [-0.55,0.40] —
indicate higher | Ett 500 955 81 37 77 52 18 2B%  0.23[-0.34,0.79] - 7660
depress,ve Van der Veek 2013 2.17 1.96 52 233 197 52 &1X -0.08[-0.47,0.30] -T @222
wicksell 2009 18.4 10 16 25 105 16 1.8% -0.63[-1.34,0.08] — eee-r
symptomology
Total (95% CI) 886 834 100.0% -0.02 [-0.12, 0.07] [
Heterogenethty: Tau® = 0.00; ChE = 16.24, df = 17 (P = 0.51); F = 0X _:4 _'} ¢ 2' tli

Test for overall effect: Z = 0.48 (P = 0.63} Favours experimental Favours control
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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SODD
HIGH

Emotional functioning: Depression, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Connelly 2019 45.5 11 144 45 11.4 145 23.9% 0.04 [-0.19, 0.28] - eeeo
. Kashikar-Zuck 2012 B.7 6.1 57 93 59 55 9.3% -0.10[-0.47,0.27] -T éeee
Emotional Law 2015 44.75  9.52 28 43.74 645 23 4.2%  0.12[-0.43,0.67] —— [T T T B
functionina: Lester 2020 1593  6.49 21 1453 45 18 3.2%  0.24 [0.39,0.87] - — ©2600
g: Levy 2010 789 699 78 7.19 527 76 12.7%  0.11[-0.20,0.43] T @eez?
Depression Levy 2016 44 5.8 67 46 59 &6 110% -0.03[-0.37,031] T €200
’ Palermo 2016 {remote} 9.55  5.13 134 9.49 558 135 22.3%  0.01[-0.23,0.25] * (111 1]
follow-up Trautmann 2010 725 615 36 66 37 O 24% 0.11[0.62 0.84] — ; eeo ;
. Van der veek 2013 1.85 1.93 52 1.79 2.14 52 B.6X% 0.03 [-0.36, 0.41] - POO
Higher scores Wicksell 2009 181 9.8 16 255 168 16 2.5% -0.52[-1.23, 0.18] — @ee??
indicate hlgher Total (95% CI) 633 595 100.0%  0.02 [-0.09, 0.13] [
depressive Heterogenehy: Tau* = 0.00; ChE = 3.80, df = O (P = 0.92); F = 0X S E— ¢ 3 3
Test for overall effect: Z = 0.33 (P = 0.74) Favours experimental Favours control

symptomology
Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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SISO
MODERATE
Emotional functioning: Anxiety, post-treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bonnert 2017 25.23 1&.32 47 22.62 16.31 54 61X  0.16 [-0.23, 0.55] T
Bussone 1988 28.1 3.49 20 20.2 5.1 10 2.4% -0.26 [-1.02, 0.50] T
Connelly 2019 46.8 11.3 144 455 11 145 95%  0.12 [-0.11, 0.35] ™
Griffiths 1996 9.6 5.9 30 136 95 12 2.9% -0.55[-1.24,0.13] —
. Hechler 2014 52.5 12.1 50 50 114 486 59%  0.21 [-0.19, 0.61] B
Emotional Hickman 2015 5256  7.36 16 4738 61 17  2.7%  0.75 [0.04, 1.46]
f t . . Kashlkar-Zuck 2012 2.11 0.72 50 239 0.9 50 61X -0.34 [-0.74, 0.05] —
unctioning: Lalounl 2019 859 771 45 1531 7.63 44  5.4% -0.87 [-1.30, -0.43] —
i _ Law 2015 46.33 B.99 30 48.32 10.81 25 4.2%  -0.20 [-0.73,0.33] -
AnXIth’ pOSt Lester 2020 7.08 6.24 24 &1 496 21 36X  0.17 [-0.42,0.78] o
treatment Levy 2010 13.5  4.86 B3 13.04 404 B0 7.7%  0.10 [-0.21,0.41] +
. Levy 2016 B.2 2.8 BO B& 29 7B 7.6% -0.14 [-0.45,0.17] -t
Higher scores Levy 2017 108 084 158 128 1.07 Bl B.6% -0.19 [0.46, 0.08] —
: : : Palermo 2016 {remote} 10.56 5.91 134 10.85 &1 135 9.3% -0.05[-0.29,0.19] -
indicate higher | siersma 2018 71 ala 35 7.3 48 33 4BX -0.05[-0.52,0.43] —+
anXiOUS Trautmann 20190 309 7.95 38 317 8.3 1B 3.9% -0.10 [-0.66, 0.48] —r
Van der Veek 2013 6.83 ] 52 7.76 &.33 52 &.2% -0.15[-0.53,0.24] -
symptomology wicksell 2009 13.4 39 16 128 55 16 28% 0.12[-0.57,0.82] —
Total (95% CI) 1053 917 100.0% -0.07 [-0.20, 0.06] 4
Heterogenelty: Tau® = 0.03; ChE = 31.28, df = 17 (P = 0.02); ¥ = 46X _‘ -Ii ¢ i 4
Test for overall effect: Z = 1.11 (P = 0.27) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Emotional DODD
functioning: Emotional functioning: Anxiety, follow-up HIGH
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Anxiety, follow-
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
u
p Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
H/gher scores Bussone 1988 27.8 2.3 20 291 14 10 1.8% -0.62[-1.39,0.18] - 72200
. . . Connelly 2019 45.3 12 144 46 11.4 145 20.5% -0.06[-0.29,0.17] - éeeezo
indicate higher Kashikar-Zuck 2012 189 082 50 222 081 50 7.0% -0.38[-0.77,0.02] — 6666
anxious Law 2015 4582 10.96 28 4536 9.9 22 35X  0.04 [-0.52,0.60] -1 (111 X
Lester 2020 4.71 5.09 21 407 299 1B 2.7%  0.15[-0.4B, 0.78] - :;:..
Levy 2010 13.21 3.98 75 1259 414 &3 9.7%  0.15 [-0.1E8, 0.49] T 77
Symp tom O/Ogy Levy 2016 7.9 3.3 67 B2 3.2 66 94X -0.00[-0.43,0.25] -t @200~
Levy 2017 0.87  0.88 151 1.1 0898 78 14.5% -0.25[-0.52,0.02] - @2@722
Palermo 2016 (remote}  10.35  6.12 134 10.23 5.45 135 19.1%  0.02 [0.22, 0.26] + (111 1]
Trautmann 2010 24.95 7 31 281 99 10 2.1%  -0.40[-1.12,0.32] ~ 7800~
Van der Veek 2013 5.47 5.22 52 5.82 §.09 52 7.4% -0.06 [-0.45,0.32] -1 @2220
wicksell 2009 12.2 48 16 117 58 16 23%  0.09[-0.60,0.79] - eee??
Total (95% ClI) 789 665 100.0% -0.08 [-0.19, 0.02] [
Heterogenelty: Tau? = 0.00; ChE = 9.73, df = 11 (P = 0.55); F = 0% _4 -:2 g 2 4
Test for overall effect: Z = 1.52 (P = 0.13} Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Sleep quality, post-treatment LOW
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
. Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDE
Sleep quality, Kashikar-Zuck 2012 4.9 2 57 46 18 55 263% 0.15[0.22,0.52]
t-t t t Law 2015 -75.79 12.42 21 -78.33 9.3 24 10.5%  0.23 [-0.36, 0.82]
post-treatmen Palermo 2016 {remote)  -3.75  0.76 134 -3.77 0.84 135 &3.3%  0.02 [-0.21, 0.26]
Lower scores Total (95% CI) 212 214 1000%  0.08 [-0.11,0.27]
indicate worse Heterogenehy: Tau® = 0.00; ChE = 0.60, df = 2 (P = 0.74); P = 0% & 4 9 i 3
slee 0 qua Ilty Test for overall effect: Z = 0.82 (P = 0.41) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Sleep quality, Sleep quality, follow-up Vﬁ%?g,v
follow-up ’
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Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
LOWGr Sscores Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
indicate worse Palermo 2016 {remote)} -3.76 0.8 134 -3.76 0.77 135 100.0% 0.00 [-0.24,0.24] CITIT)
sleep quality Total (95% CI) 134 135 100.0%  0.00 [-0.24, 0.24]
Heterogenehty: Not applicable _4 _'2 ) 2 4
Test for overall effect: Z = 0.00 (P = 1.00} Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
eO00O
VERY LOW
Activity participation, follow-up
Activity
partICIDatlon, Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
fo”ow-up (no Study or Subgroup Mean SD  Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% ClI ABCDE
Sanders 1994 0.3 0.8 22 19 21 22 100.0% -0.99 [-1.62, -0.36] 272207
post-treatment
data) Total (95% CI) 22 22 100.0% -0.99 [-1.62, -0.36] <
. Heterogenehty: Not applicable _4 -;z ¢ 2 4
ngher Scores Test for overall effect: Z = 3.08 (P = 0.002} Favours experimental Favours control
indicate higher Risk of bias legend
. (A) Random sequence generation (selection bias)
Interference (B) Allocation concealment (selection bias)
Wlth Chlld (C) Blinding of outcome assessment (detection bias)
.o (D) Incomplete outcome data (attrition bias)
activities (E) Selective reporting (reporting bias)
Global
satisfaction . : .
: Global satisfaction with treatment, post-treatment OO0
with treatment, MODERATE

post-treatment
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Psychological th i | d. M Diff d. M Diff Risk of Bi
LOWGr Scores Study or Subgroup S;Za: v ;Demp!::tal Meafon":o Total Weight 8 1V, Re;ndorlt\,e;;;c(eil SItV, Ra:i:im: 9;:?: A I; g D Ia!Es
indicate higher Bonnert 2017 -25.23 16.32 47 -22.62 1631 54 19.3% -0.16 [-0.55,0.23] —= eeeece
. . Krogner-Herwig 2002 -2.65 0.55 28 -237 0.79 27 10.5% -0.41[-0.94,0.12] — 0000
satisfaction Larsson 19872 41 0% 14 -39 05 16 56% -0.35[-1.08,0.37] —t ; ‘ ‘ ::
: Palkermo 2016 {remote} -32.2 4.7 134 -20.9 5 135 50.4% -0.47 [-0.71,-0.23] =
with treatment Sanders 1994 -59.42  9.94 22 -50.17 90.28 22  7.5% -0.94 [F1.57,-0.32] — 271707
Trautmann 2010 -2.3 0.6 17 -2 08 18 &8% -0.38[-1.05 0.29] — 20007
Total (95% CI) 263 272 100.0% -0.43 [-0.60, -0.26] [
Heterogenehty: Tauw? = 0.00; ChE = 4.63, df = 5 (P = 0.46); ¥ = 0% 4 5 g % Py
Test for overall effect: Z = 4.88 (P < 0.00001) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Global satisfaction with treatment, follow-up
GIObaI Psychological therapies Control Mean Difference Mean Difference Risk of Bias
. . Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI ABCDE
satisfaction Pakermo 2016 (remot)  -31.8 4.9 134 -28.7 5. 135 100.0% —2.20 [-3.50, —0.90] eéeeee
with treatment, Total (95% CI) 134 135 100.0% -2.20 [-3.50, -0.90] R
follow-up Heterogenehy: Not applicable 4 2 ¢ & 4 o000
Test for overall effect: Z = 3.33 (P = 0.0009) Favours experimental Favours control
Lower scores VERY LOW
. . . Risk of bias legend
indicate hlghef' (A) Random sequence generation (selection bias)
sa tiSfaCtion (B) Allocation concealment (selection bias)

with treatment

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)

Patient global
impression of

Patient global impression of change, post-treatment

OO0
VERY LOW
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Favours experimental Favours control

Ch ange OSt- Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
g ’ p Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
treatment Palermo 2020 -3.9 1.8 73 -29 18 70 100.0% -0.55 [-0.89, -0.22] 20060
LOWGI’ Scores Total (95% CI) 73 70 100.0% -0.55 [-0.89, -0.22] <
. . . Heterogenehty: Not applicable _iz _51 ¢ i 2
I,ndlca te hlghir Test for overall effect: Z = 3.24 (P = 0.001) Favours experimental Favours control
ImPress,O” 0 Risk of bias legend
Change (A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Patient global impression of change, follow-up
_Patlent glObal Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
impression of Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDE
Palermo 2020 -4.2 1.7 73 -34 2 70 100.0% -0.43 [-0.76, -0.10] T TT )
change, follow-
u Total (95% CI) 73 70 100.0% -0.43 [-0.76, -0.10] < @OOO
p Heterogenelty: Not applicable _-‘ _42 g 2 4
Lower scores Test for overall effect: Z = 2.54 (P = 0.01) VERY LOW

indicate higher
impression of
change

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Appendix G. 9 WHO review: Cognitive behavioural therapies for children with chronic pain, by route

Comparison: Cognitive behavioural therapies (including cognitive behavioural therapy, behavioural therapy, acceptance commitment
therapy, relaxation) versus active (non-psychological), standard care or waitlist control, by route (face-to-face vs. remotely delivered)
Population: children with any chronic pain

Setting: Any setting

Studies: Randomised controlled trials

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Outcome

Forest plot

GRADE

Pain intensity,
post-treatment
Higher scores
indicate higher
pain intensity

Pain intensity, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
18.1.1 Face-to-face with therapist
Barakat 2010 166 1657 17 17.29 23.21 20 2.2% -0.03 [-0.68, 0.61] —_ 722207
Bussone 1988 65.4  55.1 20 963 73.8 10 1.8% -0.49[-1.26, 0.28] — 22200
Chen 2014 25 18 45 37 21 45 3.2% -0.61[-1.03,-0.19] — 72727200
Grob 2013 0.16 0.32 15 183 164 14 1.6% -1.48[-2.32, -0.65] —_— 22200
Hechler 2014 5.7 2.4 51 58 25 52 34X -0.08[-0.47,0.31)] —T @e2720
Humphreys 2000 0.78 1.4 46 4.2905 2.77 15 2.1% -1.90 [-2.58,-1.22] —_— 22207
Kashlkar-Zuck 2005 44 1.91 14 592 204 13 1.7% -0.75[-1.53,0.04] — [ 1 1 B
Kashlkar-Zuck 2012 5.3 23 57 6§ 189 55 3.5% -0.33[-0.70,0.04] — (111 B
Kroener-Herwig 2002 086 116 29 085 1.2 9  1.8% 0.01[-0.74,0.76] —_ 2272177
Levy 2010 1.64 2.02 B4 125 175 B4 3.8% 0.21[-0.10,0.51] r— @eez?
Levy 2017 3.95 233 B5 457 2.28 41 3.5% -0.27 [-0.64,0.11] — @2@7272
Osterhaus 1997 23 1 25 26 07 14 21% -0.32[-0.98,0.33] —r 72727200
Passchier 1990 23 0.8 &5 22 07 54 36X 0.13[-0.23,0.49] T 722220
Richter 1986 252  1.16 15 239 133 12 1.8%  0.10 [0.66, 0.86] —— 22220
Robins 2005 16.2 7.8 36 197 9.7 25 2.7% -0.40[-0.92,0.11] — 2@2272
Sardlers 1994 3.27 B.33 22 667 7.04 22 2.4% -0.43[-1.03,0.17] — 22207
Schatz 2015 164 143 23 1727 149 23 2.5% -0.09 [-0.67,0.49] — (111 5
van der Veek 2013 23.1 1592 52 2651 1438 52  3.4% -0.22 [-0.61,0.16] —-r ®@2220
Wahlund 2015 4.4 1.6 31 3.7 2 33 28X 0.38 [-0.11,0.88] — @ez222
wicksell 2009 3.6 2.3 16 5 28 16 2.0% 0. 52 [-1.23, 0.18] — @ee2
Subtotal (95% CI) 748 609 52.0% -0.30[-0.51,-0.10] ¢
Heterogenehy: Tau® = 0.13; ChP = 58.82, df = 19 (P < 0.00001); F = 68X
Test for overall effect: Z = 2.93 (P = 0.003}
18.1.2 Remote from therapist
Bonnert 2017 453 2.54 47 553 242 54 3.4X -0.40[-0.80,-0.01] — [ ]
Connelly 2006 269  1.24 17 288 101 20 2.2% -0.17 [-0.81, 0.48] —r @
Connelly 2019 3.1 2.5 144 29 25 145 43%  0.08 [-0.15,0.31] T @
Hicks 2006 3.4 2.4 25 47 22 22 24% -0.55[-1.14,0.03] — ?
Kroener-Herwig 2002 067 0.72 27 085 1.2 9 1.8% -0.21[-0.96, 0.55] —r ?
Lalounl 2019 433 255 45 557 252 44  3.2% -0.48 [0.91, -0.08] —] @
Law 2015 4.13 2.42 40 383 226 37 31X 0.13 [0.32,057] - @
Lester 2020 3.5 232 24 294 228 21 2.4%  0.27 [0.32, 0.86] --— @
Levy 2017 4.03 2.1 74 457 228 40 34X -0.25[-0.63,0.14] — @
Nieto 2019 1272 10.32 25 1155 B.84 36 2.8%  0.12 [-0.39,0.63] - @
Palermo 2009 3.54 242 23 476 184 30 2.6% -0.57 [-1.12,-0.01] — @
Palermo 2016 {remote} 5.87 2.05 134 559 215 135 43% 0.13 [-0.11,0.37] I~ @
Palermo 2020 5.8 1.9 73 6.1 21 70 3.8% -0.15 [-0.48, 0.18] -1 ?
Rapoff 2014 5.06 1.5 18 625 1.92 17 2.0% -0.66[-1.36,0.01] — ?
Stinson 2010 217 134 22 347 212 24 2.4% -0.71[-1.31,-0.12] —_ [ ]
Trautmann 2010 5.3 2.15 32 5.4 2 13 2.2%  -0.05 [-0.69, 0.60] o ?
van Tilburg 2009 9 8.3 15 169 115 14  1.8% -0.77 [-1.53, -0.01] — ?
Subtotal (95% CI) 785 731 48.0% -0.19 [-0.35, -0.04] ¢
Heterogenetty: Tau® = 0.04; Chi¥ = 30.08, df = 16 (P = 0.02); F = 47X
Test for overall effect: Z = 2.48 (P = 0.01}
Total (95% CI) 1533 1340 100.0% -0.25 [-0.38, -0.13] )
Heterogenehty: Tau® = 0.08; ChE = 80.37, df = 36 (P < 0.00001); F = 60X _4 _'\z i 4

Test for overall effect: Z = 3.89 (P < 0.0001)

Test for subgroup differences: ChE = .73, df = 1 (P = 0.39), F = 0% Favours ntervention  Favours control

Face to Face with
therapist:

OO
LOW

Remote from
therapist:

Y11 @)
MODERATE
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Pain intensity,
follow-up
Higher scores
indicate higher
pain intensity

Pain intensity, follow-up
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Psychological therapies 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
18.2.1 Face-to-face with therapist
Barakat 2010 16.71 23.03 17 7.84 1231 20 3.7%  0.48 [-0.18, 1.14]
Bussone 1988 20 18.1 20 BB.E 110.3 10 2.8% -1.04 [-1.85, -0.23]
Grob 2013 0.08 0.31 15 155 1.49 14 2.8% -1.35[-2.17,-0.53]
Kashlkar-Zuck 2012 49 2.2 57 5.3 21 55  &.1% -0.18 [-).56, 0.19]
Kroener-Herwig 2002 0.48 0.65 29 046 061 27 4.7%  0.03 [-0.49, 0.58]
Levy 2010 0.93 1.42 78 0.7 153 76  6.7%  0.16 [-0.16, 0.47]
Levy 2017 3.41 2.35 Bl 3.79 248 37 5.9% -0.16 [-0.55,0.23]
Richter 1986 202 1.48 30 202 139 12 3.6%  0.00 [H0.67,0.67]
Sarxlers 1994 0.64 1.38 22 211 358 22 4.1% -0.53 [-1.14,0.07]
van der Veek 2013 19.03 17.0393 52 17.72 15.19 52 &.0%  0.08 [-0.30,0.47]
Wahlund 2015 2.8 1.9 31 2.8 1.6 33 5.0%  0.00 [-0.49, 0.49]
Wicksell 2009 31 2.7 16§ 45 2.4 16 3.4% -0.53 [-1.24,0.17]
Subtotal (95% CI) 448 374 54.7% -0.17 [-0.39, 0.05]
Heterogenehty: Tauw® = 0.08; ChP = 24.73, df = 11 (P = 0.010); P = 56%
Test for overall effect: Z = 1.49 (P = .13}
18.2.2 Remote from therapist
Connelly 2019 3.1 2.5 144 2.7 24 145 76X  0.16 [-0.07,0.39]
Hicks 2006 29 21 25 49 1.3 22 3.9% -1.11[-1.73, -0.49]
Law 2015 4.19 2.45 2B 3.7 254 22 44X  0.19[-0.37,0.75]
Lester 2020 2.67 1.9 21 3.07 264 18 3.9% -0.17 [-0.80, 0.48]
Levy 2017 3.54 2.3 70 3.79 248 36 5.8% -0.11 [-0.51, 0.30]
Palermo 2016 {remote} 5.85 1.97 134 5.55 202 135 7.5%  0.15 [-0.09, 0.39]
Palermo 2020 5.3 1.9 73 6.2 1.8 70 6.5% -0.48 [-0.82, -0.15]
Rapoff 2014 4.46 1.88 11 368 2.04 11 2.7%  0.38 [-0.46, 1.23]
Trautmann 2010 49 1.4 12 5.5 1.9 16 3.1%  -0.34 [-1.10, 0.41]
Subtotal (95% CI) 518 475 45.3% -0.13 [-0.39, 0.13]
Heterogenelty: Tau® = 0.09; ChE = 26.18, df = B (P = 0.0010); ¥ = 69X
Test for overall effect: Z = 0.97 (P = 0.33)
Total (95% CI) 966 849 100.0% -0.15 [-0.31, 0.02]
Heterogenelty: Tau® = 0.08; ChE = 51.42, df = 20 (P = 0.0001); ¥ = §1% S 3 1

Test for overall effect: Z = 1.78 (P = 0.08}

Test for subgroup differences: ChE = 0.06, df = 1 (P = 0.81), F = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

1 100)
LOW

Remote from
therapist:

1:10]0)
LOW
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30% reduction,
post-treatment

30% pain reduction, post-treatment (face-to-face)

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDE
Van der Veek 2013 17 52 15 52 100.0% 1.13 [0.64, 2.02] @2220
Total (95% CI) 52 52 100.0% 1.13 [0.64, 2.02]
Total events 17 15

Heterogenelty: Not applicable

Test for overall effect: Z = .42 (P = 0.67) 001 01 1 10 100

Favours control Favours experimental

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Face to Face with
therapist:

OO0
VERY LOW

30% reduction,
follow-up

30% pain reduction, follow-up (face-to-face)

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDE
Van der Veek 2013 31 52 29 52 100.0% 1.07 [0.77, 1.49] @72220
Total (95% CI) 52 52 100.0% 1.07 [0.77, 1.49]
Total events 31 29

Heterogenelty: Not applicable

Test for overall effect: Z = 0.40 (P = (.69} 001 0.1 1 i

Favours control Favours experimental

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Face to Face with
therapist:

®O00O
VERY LOW
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50% reduction,
post-treatment

50% pain reduction, post-treatment

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
18.3.1 Face-to-face with therapist
Barry 1997 2 12 2 17 1.9% 1.42 [0.23, B.70] — 2797202
Kroener-Herwig 2002 16 29 B 19 B.2% 1.31 [0.70, 2.44] - 1 1 11
Labbe 1984 13 14 1 14 18X 13.00 [1.96, B&.42] 2272@2
Labbe 1995 18 20 ] 10 D.4% 1.58 [0.95, 2.65] = 1 1 11
Larsson 1987 6 12 2 24 2.9% 6.00 [1.42, 25.39] 2@2272
Larsson 1987a 13 30 1 11  1.B% 4.77 [0.70, 32.29] — 7272700
Larsson 1990 ] 31 0 17 0.0% 7.31[0.44, 122.42] —_—T 22227
Larsson 1996 9 13 1 13 1.8% 9.00 [1.32, §1.24] 722@7
McGrath 1992 10 23 & 12 7.0% 0.87 [0.42, 1.81] —r 227200
Osterhaus 1997 12 25 0 14 0.9% 14.42[0.92, 226.60] 727272 0@
Powers 2013 42 64 26 71 11.5% 1.79 [1.28, 2.55] - éeeer
Sartory 1998 20 30 5 13  7.0% 1.73 [0.83, 3.61] T— 222272
Scharff 2002 7 13 1 23 1.7% 12.38 [1.71, BD.B&] @220
Subtotal (95% CI) 316 258 56.8% 2.27 [1.48, 3.49] L 2
Total events 175 59
Heterogenehy: Tau? = 0.25; ChE = 27.13, df = 12 (P = 0.007); P = 56%
Test for overall effect: Z = 3.76 (P = 0.0002)
18.3.2 Remote from therapist
Connelly 2006 7 14 4 20 4B% 2.50 [0.90, 6.94] T (111 I
Griffiths 1996 12 15 3 12  aBX 3.20 [1.18, B.80] — 7227207
Hicks 2006 15 21 3 16 4.5% 3.81[1.33, 10.94] S — DOOOC
Law 2015 12 44 7 3 &2 1.52 [0.686, 3.47] . LI T T N
McGrath 1992 16 24 & 12 B.1X 1.33 [0.71, 2.51] —— 227200
Palermo 2009 10 23 3 21 40% 3.04 [0.97, 9.58]  — @666
Palermo 2016 {remote} 2 48 2 a7 1% 0.98 [0.14, 6.67] e 6666
Rapoff 2014 7 18 6§ 17 5.8% 1.10 [0.46, 2.62] S 2728072
Trautmann 2010 16 35 2 16 3.2%  3.66[0.95, 14.05] 1 7000~
Subtotal (95% CI) 242 200 43.2% 1.91 [1.38, 2.66] <&
Total events 97 36
Heterogenelty: Tau® = 0.01; ChE = §.29, cdf = B (P = 0.41); F = 4%
Test for overall effect: Z = 3.86 (P = 0.0001}
Total (95% CI) 558 458 100.0% 2.05 [1.56, 2.69] L3
Total events 272 95
Heterogenelty: Tau® = 0.14; ChF = 34.72, df = 21 (P = 0.03); F = 40X o1 3 0 100

Test for overall effect: Z = 5.16 (P < 0.00001)

Test for subgroup differences: ChE = .40, df = 1 (P = (.53}, F = 0X

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours control Favours experimental

Face to Face with
therapist:

®O00O
VERY LOW

Remote from
therapist:

1 10]0)
LOW
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50% reduction,
follow-up

50% pain reduction, follow-up

Psychological therapies Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
18.4.1 Face-to-face with therapist
Labbe 1995 19 20 1 10 &.8X 9.50 [1.48, §1.15]
Larsson 1987 B 12 4 24 15.2% 4.00 [1.50, 10.686] — =
Larsson 1987a 7 30 0 11 3.5% 5.81 [0.36, 93.98] ]
Larsson 1996 9 13 4 13 1&.5% 2.25 [0.92, 5.49] T
Subtotal (95% CI) 75 58 42.0% 3.42 [1.86, 6.28] <
Total events 43 9
Heterogenehy: Taw? = 0.00; ChE = 2.67, df = 3 (P = 0.45); F = 0%
Test for overall effect: Z = 3.97 (P < 0.0001)
18.4.2 Remote from therapist
Hicks 2006 13 18 2 14 11.0% 5.06 [1.36, 18.82] —_—
Law 2015 19 44 10 39 20.9% 1.68 [0.89, 3.17] ™
Palermo 2016 (remote} 3 49 1 44 5.2% 2.69 [0.29, 24.96] N R —
Rapoff 2014 7 11 7 11 20.9% 1.00 [0.53, 1.88] i
Subtotal (95% CI) 122 108 58.0% 1.76 [0.88, 3.52] L
Total events 42 20
Heterogenehty: Tau® = 0.23; ChE = §.17, df = 3 (P = 0.10); F = 51%
Test for overall effect: Z = 1.61 (P = .11}
Total (95% CI) 197 166 100.0% 2.46 [1.41,4.29] <
Total events 8BS 29
Heterogenelty: Tau® = 0.28; ChE = 14.28, df = 7 (P = 0.05); ¥ = 51% 051 ] 110

Test for overall effect: Z = 3.16 (P = 0.002)
Test for subgroup differences: ChE = 2.00, df = 1 (P = 0.16), F = 40.0%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours control Favours experimental

Face to Face with
therapist:

OO0
VERY LOW

Remote from
therapist:

OO0
VERY LOW
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Health-related
quality of life,
post-treatment
Lower scores
indicate better
quality of life

Health-related quality of life, post-treatment

Psychological therapies 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
18.5.1 Face-to-face with therapist
GroB 2013 -80.15 6.28 15 -71.27 17.06 14 3.5% -1.45 [-2.28, -0.62]
Levy 2016 -137.5 17.3 71 -132.9 199 &9 9.7% -0.25 [-0.58, 0.09] -
Levy 2017 -70.4 17.2 107 -70.3 1B.8 54 99X -0.01[-0.33,0.32] —
Subtotal (95% CI) 193 137 23.0% -0.43 [-0.99, 0.14] L
Heterogenelty: Tau® = 0.19; ChE = 10.05, df = 2 (P = 0.007); F = B0X
Test for overall effect: Z = 1.47 (P = .14}
18.5.2 Remote from therapist
Bonnert 2017 -76.92 1447 47 -74.89 1462 54 B.6X% -0.14 [0.53,0.25] - 006660
Connelly 2019 -75.7 162 144 -77.8 16.2 145 11.9%  0.13 [0.10, 0.36] . eeez0
Hicks 2006 -76.3 15.3 25 -77.7 14 22 5.8%  0.09[-0.48,0.67] 1 1111
Lalounl 2019 -3.67 1.07 45 -349 106 44 B.1X -0.17 [-0.58, 0.25] -1 @e72720
Levy 2017 -71 17.4 100 -70.3 188 54 98X -0.04[-0.37,0.29] - @2@727
Nieto 2019 -§1.92 13.28 25 -77.95 1491 36 66X -0.27[-0.79,0.24] — @2e72@e
Rapoff 2014 -83.7 1207 18 -80.69 14.36 17 48X -0.22[-0.89,0.44] — T 22807
Stapersma 2018 -148.1 16.57 35 -144.9 17.23 33  7.1% -0.19 [-0.66, 0.29] - éeze0
Stinson 2010 -1.95 1.4 22 -2.27 121 24 5.7%  0.24 [-0.34, 0.52] -1 (1111
Trautmann 20190 -3.7 0.5 37 -39 03 17 5.7%  0.44 [-0.14,1.02] — L T T B
Van Tilburg 2009 -80.31 B.63 12 -74.31 13.81 11 2.9% -1.35 [-2.28, -0.43] —_— 20000
Subtotal (95% CI) 510 457 77.0% -0.06 [-0.23,0.12] 4
Heterogenelty: Tau? = 0.03; ChP = 15.56, df = 10 (P = 0.11)}; F = 36X
Test for overall effect: Z = 0.63 (P = 0.53)
Total (95% CI) 703 594 100.0% -0.13 [-0.30, 0.05]
Heterogenehy: Taw? = 0.05; Ch = 27.83, df = 13 (P = 0.010); P = 53% R & ) 3

Test for overall effect: Z = 1.40 (P = (.16}

Test for subgroup differences: ChE = 1.50, df = 1 (P = 0.22}, F = 33.3%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

OO0
VERY LOW

Remote from
therapist:

STl
MODERATE
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Health-related
quality of life,
follow-up
Lower scores
indicate better
quality of life

Health-related quality of life, follow-up

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

Std. Mean Difference

Psychological therapies Control
Study or Subgroup Mean SD Total Mean SD Total
18.6.1 Face-to-face with therapist
GroB 2013 -01.52 6.04 15 -68.71 19.04 14
Levy 2018 -136.2 17 67 -1369 199 66
Subtotal (95% CI) 82 80

Heterogenelty: Tauw® = 1.12; Chi = 11.42, df = 1 (P = 0.0007); F = 91X
Test for overall effect: Z = 0.80 (P = 0.37)

18.6.2 Remote from therapist

Connelly 2019 -78.3 16.2 144 -78 14.3 145
Hicks 2006 -76.2 15.2 25 =795 13 22
Levy 2017 -77.55 16.35 149 -78.3 1B.& 78
Rapoff 2014 -B4.88 1B.22 18 -B5.67 14.32 11
Trautmann 2010 -3.95 0.45 31 -3.8 0.3 10
Subtotal (95% CI) 367 266

Heterogenehty: Tau® = 0.00; ChE = 1.65, df = 4 (P = 0.80); F = 0X
Test for overall effect: Z = (.10 (P = 0.92)

Total (95% CI) 449 346
Heterogenehty: Tau® = 0.06; ChE = 14.17, df = & (P = 0.03); F = 58X
Test for overall effect Z = 0.73 (P = 0.47)

Test for subgroup differences: ChP = .80, df = 1 (P = 0.37), F = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

-1.53 [-2.37, -0.69]
0.04 [-0.30, 0.38] I~
-0.70 [-2.23, 0.84] —~ll—

w
-
A||J.I.|.
I

-0.09 [-0.35, 0.16]
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Favours experimental Favours control

Face to Face with
therapist:

®OO0O
VERY LOW

Remote from
therapist:

S ]@)
MODERATE
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Functional disability, post-treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
18.5.1 Face-to-face with therapist
Chen 2014 16 B 45 20 10 45 4.8% -0.44 [-0.86, -0.02] — ? o0
Grob 2013 5.33 6.64 15 24.52 1406 14 1.9% -1.72[-2.59, -0.85] —_— ? ee
Hechler 2014 27.9 9.7 47 342 BB 52 49X -0.68[-1.08,-0.27] — e 20
Hickman 2015 38.25 32.21 16 30.88 30.02 16 2.6%  0.23 [-0.46, 0.93] -1 7 77
Kashlkar-Zuck 2005 15.07 5.08 14 16.64 B.3 13 2.3%  -0.17 [-0.93, 0.58] T : ‘ ?
Kashlkar-Zuck 2012 16.7 B.7 57 198 0.4 55 5.3% -0.34 [-0.71, 0.03] - ? i
Levy 2010 056 054 B4 055 048 B4 61%  0.02[-0.28,0.32] + 0007 7 Face to Face with
Levy 2016 5.6 5.7 B0 73 B3 78 60X -0.24 [-0.55,0.07] — [ ] o therapist:
Levy 2017 5.01 7.73 B5 7.65 1044 41 53X -0.30 [-0.68, 0.07] — @ ?77?
Powers 2013 155 174 64 206 422 71 5.6% -0.43 [0.77, 0.08] - [ITT o000
Robins 2005 18.1 49 4 196 5.9 26 40% -0.28 [-0.78, 0.22] —T ? 72
. van der Veek 2013 717 B.76 52 779 B78 52 5.1% -0.07 [-0.45,0.31] — @272170 LOW
Functional wicksell 2009 123 13.8 16 146 113 16 2.6% -0.18[-0.87,0.52] T 000727
. . Subtotal (95% CI) 615 563 56.6% -0.31[-0.47,-0.14]

disability, post- Hetzrogenehy: Tau? = 0.04; ChE = 22.71, df = 12 (P = 0.03); P = 47%

treatment Test for overall effect Z = 3.57 (P = 0.0004)

. Remote from
H/gher scores 18.5.2 Remote from therapist A
. ; Connelly 2006 122 982 17 10.74 1161 20 2.9%  0.13[-0.52,0.78] —— ° therapist:
indicate higher Connelly 2019 22 24 144 17 22 145 7.0%  0.22[-0.01,0.45] - @
disability Law 2015 483 478 20 486 44 37 3.8% -0.01[-0.550.54] — ® 121 @)

Levy 2017 6.01 B.54 74 7.65 10.44 40 5.1% -0.1B [-0.56, 0.21] — [ ] MODERATE
Nieto 2019 5.96 6.25 25 B.22 B.&1 36 3.9% -0.29 [-0.80, 0.22] —T [ ]
Palkermo 2009 kX] 2.86 23 662 478 21 3.1% -0.76 [-1.38, -0.15] —_— @
Palkermo 2016 {remote)} 5.68 4.38 134 5.65 469 135 &9%  0.01[-0.23,0.25] T @
Palermo 2020 348 25.4 73 378 258 70 5.8% -0.11 [-0.44, 0.22] —-r ?
Rapoff 2014 7.82 10.59 18 12.29 12.04 17 2.8%  -0.37 [-1.04, 0.30] — T ?
Vvan Tllburg 2009 17.1 5.1 15 254 108 14 2.2% -0.98 [-1.76, -0.20] I ?
Subtotal (95% CI) 543 535 434% -0.14 [-0.33, 0.06] 4

Heterogenelty: Tau® = 0.04; ChE = 18.61, df = O (P = 0.03); F = 52%

Test for overall effect: Z = 1.40 (P = (.16}

Total (95% CI) 1158 1098 100.0% -0.24[-0.37, -0.10] [}

Heterogenehy: Tau® = 0.05; ChE = 49.00, df = 22 (P = 0.0008); ¥ = 55% & 5 i % )
Test for overall effect: Z = 3.47 (P = 0.0005) :

Test for subgroup differences: Chi¥ = 1.62, df = 1 (P = (.20}, F = 38.4% Favours experimental Favours control

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Functional
disability,
follow-up
Higher scores
indicate higher
disability

Psychological therapies

Mean SD Total Weight IV, Random, 95% CI

Functional disability, follow-up

Std. Mean Difference
IV, Random, 95% CI

Control Std. Mean Difference

w @
=
No
S
-]
ma

> =

Study or Subgroup Mean SD Total
18.6.1 Face-to-face with therapist

Grob 2013 4.22 5.26 15
Kashlkar-Zuck 2012 13.4 B.9 57
Levy 2010 0.36 0.39 78
Levy 2016 5.1 6.4 &7
Levy 2017 4.71 6.13 B1
Powers 2013 7.6 16.9 57
Van der Veek 2013 5.8 §.2 52
Wicksell 2009 B.B 12.9 16
Subtotal (95% CI) 423

Heterogenehty: Taw® = 0.08; ChE = 19.31, df = 7 (P = 0.007); F = 64X

Test for overall effect: Z = 2.77 (P = 0.006)

18.6.2 Remote from therapist

Connelly 2019 2 2.2 144
Law 2015 5.18 5.02 2B
Levy 2017 43 7.15 70
Palermo 2016 {remote} 5.46 4.32 134
Palermo 2020 341 21.8 73
Rapoff 2014 091 145 11
Subtotal (95% CI) 460

24.76 14 14 2.4% -1.91 [-2.82, -1.01] —_—

17 105 55 72.7% -0.37[-0.74,0.01]
048 056 76 B.OX -0.25[-0.57,0.07]
59 &8 66 B4x -0.12[-0.46,0.22]
7.6 10.85 37 74X -0.36 [-0.76, 0.03]
19 30 &7 B.OX -0.46 [-0.81, -0.10]
4.87 6.6 52 7.5% 0.12 [-0.26, 0.51]
147 121 16 3.5% -0.46[-1.16, 0.24]
383 53.8% -0.35[-0.59, -0.10]

T
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Heterogenetty: Tau® = 0.01; ChE = §.02, df = 5 (P = 0.30); F = 17%

Test for overall effect: Z = 1.53 (P = .13}

Total (95% CI) 883

Heterogenelty: Tau® = 0.04; Chi® = 28.80, df = 13 (P = 0.007); F = 55%

Test for overall effect: Z = 3.09 (P = 0.002)

Test for subgroup differences: Chi¥ = 2.52, df = 1 (P = (.11}, F = §0.3%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

1.9 2.2 145 10.8% 0.05 [-0.19, 0.28] T
5.27 461 22 4.9% -0.02[0.57,0.54] ]
7.6 10.85 76 B.7% -0.35 [-0.68, -0.03] -
616 505 135 10.6X -0.15[-0.39,0.09] -
35.1 27.7 70 B.6X -0.04 [-0.37,0.29] n
35 486 11 2.5% -0.69[-1.5§,0.17] —
459 46.2% -0.12 [-0.26, 0.03] [
842 100.0% -0.24 [-0.39, -0.09]

Favours experimental Favours control

Face to Face with
therapist:

Y11 @)
MODERATE

Remote from
therapist:
CODD
HIGH
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Role
functioning
(school
absence),
post-treatment
Higher scores
indicate more
absence from
school

Role functioning (school absence), post-treatment

Psychological therapies 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
18.9.1 Face-to-face with therapist
Hechler 2014 1.6 33 47 5 &1 47 13.3% -0.69 [-1.10, -0.27] —_
Humphreys 2000 0.06 0.17 45 0.8 1.26 15 10.6% -1.16 [-1.78, -0.54] —
Van Tilburg 2009 1 1.3 14 1.79 1.25 14 9.0X -0.60[-1.3§, 0.18] T
Wahlund 2003 1.24 3.36 34 008 04 39 12.6% 0.50 [0.03, 0.98] —
Wahlund 2015 1.2 21 31 03 08 33 12.2% 0.57 [0.07, 1.07] =
Subtotal (95% CI) 172 148 57.7% -0.26 [-0.94, 0.42] <

Heterogenelty: Tau® = (.53; ChE = 33.02, df = 4 (P < 0.00001); P = BBX
Test for overall effect: Z = .74 (P = (.46}

18.9.2 Remote from therapist

Bonnert 2017 1.04 1.1 47 131 11 54 13.6% -0.24 [-0.64,0.15] =

Lalounl 2018 0.21 0.94 45 0.41 0.93 44 13.3% -0.21[-0.83,0.20] -1

Levy 2017 63 11.95 205 7.8 15 109 15.5% -0.11[-0.35,0.12] -

Subtotal (95% CI) 297 207 42.3% -0.16 [-0.34, 0.02] 4

Heterogenehy: Tau® = 0.00; ChE = 0.38, df = 2 (P = 0.83); F = 0X

Test for overall effect: Z = 1.74 (P = (.08}

Total (95% ClI) 469 355 100.0% -0.22 [-0.55, 0.12]

Heterogenehty: Tau® = 0.17; ChE = 33.43, df = 7 (P < 0.0001); F = 70X _e‘ _:2 ) é )“

Test for overall effect Z = 1.26 (P = .21}

Test for subgroup differences: ChE = (.08, df = 1 (P = ).78}, F = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

®O00O
VERY LOW

Remote from
therapist:

Y1110
MODERATE
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Role
functioning
(school
absence),
post-treatment
Higher scores
indicate more
absence from
school

Role functioning (school absence), follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
18.10.1 Face-to-face with therapist
Barakat 2010 13.83 1433 17 11.94 9.25 20 19.7%  0.16 [-0.49, 0.80] - 222072
Levy 2016 4.2 11.1 63 59 156 68 274X -0.12[-0.47,0.22] -t @280~
Wahlund 2003 0.38 0.53 34 004 0.2 39 23.9% 0.86 [0.38, 1.34] —— 272700
Subtotal (95% CI) 114 127  71.0% 0.29 [-0.35, 0.93]
Heterogenehty: Tau® = .26; ChE = 10.72, df = 2 (P = 0.005); ¥ = B1X
Test for overall effect: Z = .89 (P = .37}
18.10.2 Remote from therapist
Levy 2017 1.3 5.05 156 26 78 79 200X -0.22 [-0.49, 0.08] - @?2@77
Subtotal (95% CI) 156 79 29.0% -0.22 [-0.49, 0.06] L
Heterogenehy: Not applicable
Test for overall effect: Z = 1.55 (P = .12}
Total (95% CI) 270 206 100.0% 0.14 [-0.32, 0.60] ?
Heterogenehty: Tau® = 0.17; ChE = 15.46, df = 3 (P = 0.001); F = B1X _|‘4 -Iﬁ 3 '2 “!

Test for overall effect: Z = 0.60 (P = 0.55}

Test for subgroup differences: Chi = 2.03, df = 1 (P = 0.15), F = 50.6%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

®OO0O
VERY LOW

Remote from
therapist:

OO0
VERY LOW
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Emotional
functioning:
Depression,
post-treatment
Higher scores
indicate higher
depressive
symptomology

Emotional functioning

: Depression, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
18.7.1 Face-to-face with therapist
Hechler 2014 50.3 12 47 B5 46 55X -0.04 [-0.44,0.37] — @e2720
Hickman 2015 51.69 6.65 16 646 17 19X  0.30 [-0.39,0.98] — 7222272
Kashlkar-Zuck 2005 4957 17.6 14 12.89 13 16X  0.07 [-0.69, 0.82] — eeez2
Kashlkar-Zuck 2012 9.9 6.2 57 58 55 &5% -0.31[-0.69,0.086] — eéeee-
Levy 2010 9.96 6.18 B4 573 B4 9.8%  0.27 [-0.03,0.57] (11 3%
Levy 2016 7.6 7.1 D) 76 78 93X -0.16 [-0.47,0.15] =T @780~
Van der Veek 2013 2.17 1.96 52 1.97 52 61X -0.08[-0.47,0.30] = @2220
wicksell 2009 18.4 10 16 105 16 1.8% -0.63 [-1.34, 0.08] — [ 1 1 B2
Subtotal (95% CI) 366 361 42.5% -0.06 [-0.24, 0.13] 4
Heterogenelhty: Tau® = 0.02; ChE = 10.31, df = 7 (P = 0.17); ¥ = 32%
Test for overall effect: Z = 0.62 (P = .54}
18.7.2 Remote from therapist
Connelly 2019 464 112 144 121 145 17.0%  0.10 [-0.13,0.33] . @
Griffths 1996 2.45 0.64 31 09 12 2.0% -0.20 [-0.87, 0.48] — ?
Lalounl 2019 1.99 2.88 45 285 44 52% -0.31[-0.73,0.11] — ]
Law 2015 46.3  10.03 27 95 23 29% -0.12[-0.68,0.44] — e
Lester 2020 14.38 6.22 24 453 21 26X -0.02[-0.60,0.57] - +
Nieto 2019 18.2 6.22 20 453 21 24X -0.31[-0.92,0.31] — @
Palkermo 2009 58.96 13.1 23 18.67 21 2.6% -0.16 [-0.75,0.43] — @
Palkermo 2018 {remote} 9.71 5.1 134 537 135 15.9%  0.07 [-0.16, 0.31] 1 @
Stapersma 2018 72 &51 3s 689 33 40X -0.07 [-0.55,0.40] — @
Trautmann 2010 8.55 9.1 37 52 1B 2.8% 0.23 [-0.34,0.79] — ?
Subtotal (95% CI) 520 473 57.5% -0.01[-0.13,0.12] [
Heterogenehty: Tau® = 0.00; ChE = 5.74, df = O (P = 0.77); F = 0X
Test for overall effect: Z = 0.08 (P = 0.94)
Total (95% CI) 886 834 100.0% -0.02 [-0.12,0.07]

Heterogenelty: Tau? = 0.00; ChP = 16.24, df = 17 (P = 0.51); P = 0%

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

Test for subgroup differences: ChiE = .22, df = 1 (P = (.64}, F = 0X

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

Y11 @)
MODERATE

Remote from
therapist:

OO
HIGH
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Emotional
functioning:
Depression,
follow-up
Higher scores
indicate higher
depressive
symptomology

Emotional functioning: Depression, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
18.8.1 Face-to-face with therapist
Kashlkar-Zuck 2012 8.7 6.1 57 93 58 55 B.BX -0.10[-0.470.27] -t (111 1
Levy 2010 789 699 78 719 527 76 121X 0.11[-0.20,0.43] T éeez?
Levy 2016 4.4 5.8 67 46 59 &6 10.5% -0.03 [-0.37,0.31] - @700~
Palkermo 2016 (f2f 11.53 5.37 31 B.71 5.8 30 4.7% 0.51 [-0.00, 1.02] — (I TITT]
Van der Veek 2013 1.85 1.93 52 1.79 2.14 52 B.2% 0.03 [-0.36, 0.41] - @2220
wicksell 2009 18.1 9.8 16 255 169 16 2.4% -0.52[-1.23,0.18] —T @ee
Subtotal (95% CI) 301 295 46.7%  0.03 [-0.16, 0.22] [
Heterogenehy: Tau® = 0.01; ChE = §.57, df = 5 (P = 0.25); F = 24%
Test for overall effect: Z = 0.31 (P = 0.7}
18.8.2 Remote from therapist
Connelly 2019 45.5 11 144 45 114 145 228%  0.04 [0.19, 0.26] ¥ @660
Law 2015 44.75 9.52 28 43.74 645 23 4.0% 0.12[-0.43,0.67] — e eo-
Lester 2020 1593 649 21 1453 45 1B 3.0% 0.24 [-0.39,0.87] - ©@20600
Palermo 2016 {remote) 9.55  5.13 134 9.49 558 135 21.2%  0.01[-0.23, 0.25] + eeeee
Trautmann 2010 7.25 6.15 36 &6 3.7 9 23%  0.11[-0.62, 0.54] — 2000
Subtotal (95% Cl) 363 330 53.3%  0.05 [-0.10, 0.20] [}
Heterogenelty: Taw® = 0.00; ChE = .55, df = 4 (P = 0.97); F = 0X
Test for overall effect: Z = .66 (P = 0.51)
Total (95% CI) 664 625 100.0%  0.04 [-0.07, 0.15]
Heterogenehy: Tau? = 0.00; Chi = 7.15, df = 10 (P = 0.71); F = 0% R $ 3

Test for overall effect: Z = .74 (P = (.46)
Test for subgroup differences: ChE = 0.03, df = 1 (P = 0.87), ¥ = 0X

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

OODD
HIGH

Remote from
therapist:

OO
HIGH
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Emotional
functioning:
Anxiety, post-
treatment
Higher scores
indicate higher
anxious
symptomology

Emotional functioning: Anxiety, post-treatment

Psychological therapies 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
18.9.1 Face-to-face with therapist
Bussone 1988 28.1 3.49 20 29.2 5.1 10 2.3%  -0.26 [-1.02, 0.50] T 227280
Hechler 2014 52.5 12.1 50 50 11.4 46 5.7% 0.21 [-0.19, 0.61] T @e2720
Hickman 2015 52.56 7.36 16 4738 &.1 17 2.6% 0.75 [0.04, 1.48] — 1111
Kashikar-Zuck 2012 211 0.72 50 239 09 50 5.8% -0.34[-0.74,0.05] — 00007
Levy 2010 13.5  4.86 B3 13.04 404 B0 7.5%  0.10 [-0.21,0.41] T+ (11 F&
Levy 2016 B.2 2.8 B0 B.6 2.9 78 7.4% -0.14 [-0.45,0.17] -r @280~
Levy 2017 1.18 0.95 B5 1.28 107 41 &2% -0.10[-0.47,0.27] —r @2@7272
van der Veek 2013 6.83 & 52 7.76 633 52 6.0% -0.15[-0.53,0.24] - @2220
Wicksell 2009 13.4 39 16 128 5.5 16 2.7% 0.12 [-0.57, 0.82] -1 eee2
Subtotal (95% CI) 452 390 46.1% -0.03 [-0.19, 0.14] 4

Heterogenelty: Tau® = 0.02; ChE = 10.64, df = B (P = .22); F = 25%
Test for overall effect: Z = 0.30 (P = 0.76)

18.9.2 Remote from therapist

999~~990~09

“PPP999~99

Bonnert 2017 25.23 1&.32 47 22.62 16.31 54 59%  0.16 [-0.23, 0.55] T
Connelly 2019 46.8 11.3 144 455 11 145 9.3% 0.12 [-0.11, 0.35] '
Griffiths 1996 0.6 5.9 30 136 95 12 28X -0.55[-1.24,0.13] T
Lalounl 2019 B.59 7.71 45 15.31 7.63 44 5.2% -0.87 [-1.30, -0.43] —

Law 2015 46.33 B.99 30 48.32 10.81 25 4.0% -0.20[-0.73,0.33] -
Lester 2020 7.08 6.24 24 6.1 4.96 21 3.5% 0.17 [-0.42, 0.78] -1
Levy 2017 0.99 0.93 74 128 107 40 &0% -0.29[-0.68, 0.09] —
Palermo 2016 {remote)} 10.56 5.91 134 10.85 &1 135 9.1% -0.05[-0.29,0.19] -T
Stapersma 2018 7.1 4.14 35 73 46 33 486X -0.05[0.520.43] -
Trautmann 2010 309 7.95 38 317 B3 18 3.7% -0.10 [-0.66, 0.46] -
Subtotal (95% CI) 601 527 53.9% -0.14 [-0.34, 0.06]

Heterogenehy: Taw® = 0.05; ChE = 20.81, df = 9 (P = 0.01); F = 57%

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

Total (95% CI) 1053 917 100.0% -0.08 [-0.21, 0.05]

Heterogenehy: Taut = 0.03; ChE = 31.79, df = 16 (P = 0.02); P = 43% ra—— 5 3

Test for overall effect: Z = 1.22 (P = {).22)

Test for subgroup differences: ChE = .76, df = 1 (P = (.38}, F = 0X
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

Y1 @)
MODERATE

Remote from
therapist:

S O)
MODERATE
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Emotional functioning: Anxiety, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
18.10.1 Face-to-face with therapist
Bussone 1988 27.8 2.3 20 291 1.4 10 1.8% -0.62[-1.39,0.18] — 272200
Kashlkar-Zuck 2012 189  0.82 50 2.22 091 50 &.6% -0.38[0.77,0.02] — @666
Levy 2010 13.21 3.98 75 1259 414 &3 D.4% 0.15 [-0.18, 0.49] T eeez?
Levy 2016 7.9 33 67 B.2 3.2 66 9.2 -0.09[-0.43,0.25] - @280~
Levy 2017 1 0.95 B1 1.1 0.98 37 7.0% -0.10 [-0.49, 0.29] - @2@722
Van der Veek 2013 5.47 5.22 52 5.82 &.09 52 7.2% -0.06 [-0.45,0.32] - @22720
wicksell 2009 12.2 4.6 16 117 58 16 2.2% 0.09 [-0.60,0.79] -1 eeez?
. Subtotal (95% Cl) 361 294 43.5% -0.09 [-0.25, 0.06] ¢
Emotional Heterogenely: Taw? = 0.00; ChP = 6.09, df = § (P = 0.41); F = 1%
functioning: Test for overall effect: Z = 1.15 (P = {).25)
Anxiety fo”ow_ 18.10.2 Remote from therapist
up ’ Connelly 2019 45.3 12 144 46 114 145 19.9% -0.06 [-0.29,0.17] - ::z ‘ ®
Law 2015 4582 10.96 28 45.36 9.9 22 3.4% 0.04 [-0.52, 0.60] -1 ? i
Higher scores Lester 2020 471 509 21 407 289 18 27%  0.15 [-0.48, 0.78] - ©2000 Face to Face with
(¢} Levy 2017 0.75 0.81 70 11 0988 76 9.9% -0.39[-0.71,-0.08] - @2@727 therapist:
indicate higher Palermo 2016 {remote}  10.35  6.12 134 10.23 5.45 135 1B.6%  0.02 [-0.22, 0.26] + eéeeee
i Trautmann 2010 24.95 7 31 281 9.9 10 2.1%  -0.40[-1.12,0.32] — 2000~ @@@O
anxious Subtotal (95% CI) 428 406 56.5% -0.09 [-0.24, 0.06] ¢
Heterogenehty: Tau® = 0.00; ChP = 5.48, df = 5 (P = 0.36); P = 9% MODERATE
symptomology Test for overall effect: Z = 1.19 (P = 0.23)
Total (95% CI) 789 700 100.0% -0.09 [-0.19, 0.01] (!
Heterogenehty: Tau? = 0.00; ChP = 11.57, df = 12 (P = 0.48); F = 0% LW ; 4 R(tahmOte frtom
Test for overall effect: Z = 1.69 (P = 0.09) - .
Test for subgroup differences: Ch = 0.00, df = 1 (P = 0.98), F = 0% Favours experimental Favours control erapist.
Risk of bias legend @@@@
(A) Random sequence generation (selection bias) H |GH

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Sleep quality,
post-treatment
Lower scores
indicate worse
sleep quality

Sleep quality, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDE
18.17.1 Face-to-face with therapist
Kashlkar-Zuck 2012 4.9 2 57 46 1.8 55 26.3%  0.15 [-0.22,0.52] 4; eeee-
Subtotal (95% CI) 57 55 26.3% 0.15 [-0.22, 0.52]
Heterogenehy: Not applicable
Test for overall effect: Z = 0.81 (P = 0.42)
18.17.2 Remote from therapist
Law 2015 -75.79 12.42 21 -78.33 9.3 24 10.5%  0.23 [-0.36, 0.82] —1 @8 e
Palermo 2016 (remote})  -3.75  0.76 134 -3.77 0.84 135 &3.3%  0.02 [-0.21, 0.26] t (111 1)
Subtotal (95% CI) 155 159 73.7% 0.05 [-0.17, 0.28]
Heterogenehty: Tau® = 0.00; ChE = 0.40, df = 1 (P = 0.53); F = 0X
Test for overall effect: Z = 0.48 (P = 0.63}
Total (95% CI) 212 214 100.0% 0.08 [-0.11, 0.27] ?
Heterogenehy: Tauw® = 0.00; ChE = 0.60, df = 2 (P = 0.74); P = 0% & 4 ) i $

Test for overall effect: Z = (.82 (P = .41}

Test for subgroup differences: ChiF = 0.20, df = 1 (P = .65}, F = 0X
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Face to Face with
therapist:

®O00O
VERY LOW

Remote from
therapist:

1 10]0)
LOW
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Sleep quality, follow-up (remotely delivered)

. Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias

S|eep qua“ty’ Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE Remote from
fO”OW Up Palermo 2016 {remote)} -3.76 0.8 134 -3.76 0.77 135 100.0% 0.00 [-0.24, 0.24] CITIT) therapist.

Total (95% CI) 134 135 100.0% 0.00 [-0.24, 0.24]
Lower scores Heterogenehy: Not applicable 4 eeO0O
indicate worse Test for overall effect: Z = 0.00 (P = 1.00} Favours experimental Favours control LOW
sleep quality Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Activity participation, follow-up (face-to-face)
ACthlty Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
.. . Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDE
partICIpatlon, Sandlers 1994 0.3 0.8 22 18 21 22 100.0% -0.99 [-1.62, -0.36] 2272072
follow-up (no Total (95% C) 22 22 100.0% -0.99 [-1.62, -0.36] <> Face to Face with
ost-treatment Heterogenelty: Not applicable N I I ot
Sata) Test for owerall effect: Z = 3.08 (P = 0.002) Favours experimental Favours control therap|3t-
H. h Risk of bias legend EBOOO
IQ er scores (A) Random sequence generation (selection bias)
indicate higher (B) Allocation concealment (selection bias) VERY LOW
g (C) Blinding of outcome assessment (detection bias)
interference (D) Incomplete outcome data (attrition bias)
th Ch /d (E) Selective reporting (reporting bias)

wi I

activities
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Global satisfaction with treatment, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
18.20.1 Face-to-face with therapist
Kroener-Herwig 2002 -2.65 0.55 29 =237 0.79 27 10.5% -0.41[-0.94,0.12] — 200 ;‘
Larsson 1987a -4.1 0.6 14 -39 05 16 5.6% -0.35[-1.08,0.37] —T 1 1 i
Sanders 1994 -50.42 9.94 22 -50.17 9.28 22 7.5% -0.94 [-1.57,-0.32] — 22207 Face to Fa_ce Wlth
Global Subtotal (95% CI) 65 65 23.7% -0.57[-0.93,-0.21] < therap|st;
1 . Heterogenelty: Taw® = 0.00; ChE = 2.07, df = 2 (P = 0.35); F = 4%
satisfaction Test for overall effect: Z = 3.08 (P = 0.002) OO0
with treatment, 18.20.2 Remote from therapist VERY LOW
_ Bonnert 2017 -25.23 16.32 47 -22.62 1631 54 193X -0.16 [-0.55,0.23] =T eéeeece
pOSt treatment Palkermo 2016 {remote} -32.2 4.7 134 -29.9 5 135 50.4X% -0.47[-0.71,-0.23] = .:::.
Trautmann 20190 -2.3 0.6 17 -2 09 18 &.6% -0.38[-1.05,0.29] —T ? ?
.LOV!/eI‘ SCO_reS Subtotal (95% CI) 198 207 76.3% -0.39[-0.58, -0.19] ¢ RemOte _from
indicate higher Heterogenetty: Taw? = 0.00; ChE = 1.78, df = 2 (P = 0.41); F = 0X therapist:
. . Test for overall effect: Z = 3.83 (P = 0.0001}
satisfaction DD
Wlth treatment Total (95% CI) 263 272 100.0% -0.43 [-0.60, -0.26] ¢ OO O
Heterogenehy: Tau® = 0.00; ChE = 4.63, df = 5 (P = 0.46); ¥ = 0% _4 -‘2 g 2 4 LOW
Test for overall effect: Z = 4.88 (P < 0.00001) .
Test for subgroup differences: Chi¥ = 0.75, df = 1 (P = (.39}, F = 0X Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Global satisfaction with treatment, follow-up
Global
i i Psychological therapies Control Mean Difference Mean Difference Risk of Bias
Sa.tISfaCtlon Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABCDE Remote from
with treatment, Palermo 2016 (remot)  -31.8 4.9 134 -28.7 5. 135 100.0% —2.20 [-3.50, 0.90] FrEEe therapist:
follow-up Total (95% Cl) 134 135 100.0% -2.20 [-3.50, -0.90] e o000
Lower scores Heterogenehty: Not applicable 4 5 o & 4
indicate hlgher Test for overall effect: Z = 3.33 (P = 0.0009) Favours experimental Favours control VERY LOW
. . Risk of bias legend
SatleaCtlon (A) Random sequence generation (selection bias)

with treatment

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
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Patient global impression of change, post-treatment (remotely delivered)

_Patlent g|0ba| Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
|mpreSS|on of Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE R t f
change, post- Palermo 2020 33 18 73 -29 18 70 100.0X -0.55 [0.89, -0.22] 78660 emote frrom
tl’eatme’nt Total (95% CI) 73 70 100.0% -0.55 [-0.89, -0.22] <o therapISt
Heterogenelty: Not applicable S i 3 @OOO
Lower scores Test for overall effect: Z = 3.24 (P = 0.001) Favours experimental Favours control VERY LOW
indicate higher Risk of bias legend
: : (A) Random sequence generation (selection bias)
ImpreSSIon Of (B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
Change (D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Patient global impression of change, follow-up (remotely delivered)
_Patlent g|0baf| Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Impression o Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI ABCDE
chgnge follow- Palermo 2020 22 17 73 34 2 70 100.0X% -0.43 [0.76, —0.10] 78660 Remote from
up ’ Total (95% CI) 73 70 100.0% -0.43 [-0.76, ~0.10] PS therapist:
Heterogenelty: Not applicable _54 _‘\z g 2‘ 4
Lower scores Test for overall effect Z = 2.54 (P = 0.01) Favours experimental Favours control VeéngOLg/v

indicate higher
impression of
change

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)




205

Appendix G. 10. WHO review: Psychological interventions for children with chronic pain
Subgroup analysis: by size

Comparison: Psychological therapies versus active (non-psychological), standard care or waitlist control; by size
Population: Children and adolescents with chronic pain

Setting: Any setting

Studies: Randomised controlled trials

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)




Quality of
Outcome Forest plot evidence
(GRADE)
Pain intensity, post-treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD _ Total Mean _ SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDE
5.1.1 <20 participants/arm
Barakat 2010 166 1657 17 17.29 2321 20 22%  -0.03[-0.68,061] —
Bussone 1988 654 5.1 20 963 738 10 18%  -0.49[1.26, 028 —
Connelly 2006 269 1.24 17 288 101 20 22%  -0.17[0.81,048 —
Groh 2013 016 032 15 193 164 14 16%  -1.48[2.32,-0.65) —_—
Gulewitsch 2013 16 245 20 446 233 18 20%  -1.17[1.86,-0.47) —_—
Hurmphreys 2000 078 1.4 46 42005 277 15  21%  -1.90[2.58,-1.22] —_—
Kashikar-Zuck 2005 44 191 14 592 204 13 18%  -075[153 004 —
Osterhaus 1997 23 1 25 26 07 14  22%  -0.32[0.98 033 —r
Rapoff 2014 5.06 15 18 B25 192 17 21%  -068[1.36,001] —
Richter 1986 252 1186 15 239 133 12 18% 0.10 [-0.66, 0.86] —— Less than
Trautmann 2010 53 215 32 54 213 22%  -0.05[-0.69,0.60] —1
van Tilburg 2009 9 8.3 15 168 115 14  18%  -077[1.53,-001] — 20
Wicksell 2009 36 23 16 5 29 16 20%  -052[1.23,018 — . .
Subtotal (95% CI) 270 196 25.8%  -0.62 [}0.95, ;0.30% * pa rt|C|pantS
Heterogeneity: Tau= 0.23; Chi*= 32.96, df= 12 (P = 0.0010); F = 64% .
Testfor overall efiect Z = 3.74 (P = 0.0002) per arm:
L. . 5.1.2 20 participants/arm (<5) O O O
Pain |ntenS|ty Bonnert 2017 453 254 47 553 242 54 32%  -0.40[0.80,-0.01] —
! Chen 2014 25 18 45 37 M 45 31%  -0.61[1.03,-019] —— VERY LOW
post-treatment Connelly 2019 31 25 144 28 25 145 39%  0.08[0.15, 031 +
. Hechler 2014 57 2.4 51 59 25 52 32%  -0.08[0.47,031] —+
nghel" scores Hicks 2006 34 24 25 47 22 22 24% -0.55 [-1.14, 0.03] —
. f . Kashikar-Zuck 2012 53 23 57 6 18 55 33% -0.33[-0.70, 0.04] — More than
indicate hlghef' Kroener-Herwig 2002 0.86 116 20 076 096 46 29% 0.10 [-0.37, 0.56) -
.. . Lalouni 2019 433 255 45 557 252 44 31%  -0.48[0.91,-0.06] —] 20
pain IntenSIty Law 2015 413 242 40 383 226 37 30% 0.13[032,0.57) -— ..
Lester 2020 358 232 24 284 228 21 24% 0.27 [0.32, 0.86] - pa rtici pantS
Lewy 2010 164 202 84 125 175 84 36% 0.21 [0.10, 0.51] .
Levy 2017 409 22 159 457 228 81  37%  -0.21[0.48,008) - perarm:
Nieto 2019 1272 1032 25 1155 884 36 27% 012 [-0.39, 0.63] -—
Palermo 2009 354 242 23 476 184 30 25%  -057[1.12,-001] — @@OO
Palermo 2016 (f2f) 558 203 31 &7 208 30 27%  -0.06[0.56,0.44] -
Palermo 2016 (remote) 587 205 134 558 215 135 38% 013[0.11,0.37) - LOW
Palermo 2020 58 19 73 B1 21 70 35%  -0.15[0.48,018 ~r
Passchier 1990 23 0.8 65 22 07 54 33% 013 [-0.23, 0.49] T
Robing 2005 16.2 78 3 197 97 25  27%  -0.40[0.92,0.11] —
Sanders 1994 327 833 22 B67 704 22 24%  -043[1.03,017) —
Schatz 2015 164 143 23 177 149 23 24%  -0.09[-0.67,0.49] —
Stinson 2010 217 134 22 347 212 24 24%  -071[1.31,-017 —
Van der Veek 2013 231 1592 52 2651 1438 52 32%  -0.22[-0.61,0.16) -
Viieger 2007 3 3.4 27 94 A7 25  23%  -1.36[1.96,-0.75) —_
Wahlund 2015 44 16 337 233 28% 038 [0.11, 0.88] —
Subtotal (95% Cl) 1314 1245 742% 0.7 [0.30,-0.04] [l
Heterogeneity: Tau®= 0.06; Chi* = 60.46, df = 24 (P < 0.0001); F= 60%
Testfor overall effect Z= 2.55 (P = 0.01)
Total (95% Cl) 1584 1441 100.0%  -0.29[-0.43,-0.16] [}
Heterogeneity: Tau®= 0.11; Chi*= 113.72, df = 37 (P < 0.00001); = 67% 4 5 5 $ ¥
Testfor overall effect Z= 4.22 (P < 0.0001) Favours intervention Favours control
Testfor subgroup differences: Chi*=6.33, df=1 (P=0.01), F=84.2%




207

Pain intensity,
follow-up
Higher scores
indicate higher
pain intensity

Pain intensity, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDE
5.2.1 <20 participants/arm
Barakat 2010 1671 23.03 17784 1231 20 36% 0,48 [0.18,1.14] T 2272@7?
Bussone 1988 20 18.1 20 888 1103 10  28%  -1.04[1.85,-0.23] — 22200
Grob 2013 0.08 0.31 15 155 149 14  27%  -1.35[217,-053] _ 227200
Lester 2020 267 149 21 307 284 18 3.8% -0.17 [-0.80, 0.46] —r 2000
Rapaoff 2014 4.46 1.88 11 368 204 11 26% 0.38 [0.46,1.23] - 272007
Richter 1986 2.02 1.48 30 202 139 12 36% 0.00 [-0.67, 0.67] -1 2222@
Trautmann 2010 44 14 12 55 18 16  3.1% -0.34 [1.10, 0.41] — 2080
Wicksell 2009 21 27 16 45 24 16 33% -0.53[1.24,0.17] — @882
Subtotal (95% CI) 142 17 256%  -0.30[-0.72,0.12] &
Heterogeneity: Tau®=0.23; Chi*=18.78, df=7 (P = 0.009); F= 63%
Test for overall effect. Z=1.40 (P=0.16)
5.2.2 >20 participants/arm
Connelly 2019 31 25 144 27 24 145 TE% 0.16 [-0.07, 0.39] - CL L B ]
Hicks 2006 24 21 25 49 13 22 38%  -1.11[1.73,-0.49) — POODR
Kashikar-Zuck 2012 49 2.2 57 53 21 55 B.1% -0.18 [-0.56, 0.19] -t L LT
Kroener-Herwig 2002 0.48 0.65 29 046 061 27 46% 0.03 [-0.49, 0.56] -+ TIIYL
Law 2015 419 2.45 28 37 254 22 44% 0.19 [-0.37,0.75) T 0000
Levy 2010 0.93 1.42 78 07 153 76 6.7% 0.16 [-0.16, 0.47] i (1 1 B ]
Levy 2017 3.48 2.33 151 379 248 78 7.2% -0.13[-0.40,0.14] - @270
Palermo 2016 (2f) 5.42 2.05 31 53 212 30 48% 0.06 [-0.45, 0.56] — (I 1 1T ]
Palermo 2016 {remote) 5.85 1.97 134 555 202 135 75% 0.15 [-0.08, 0.39] - L1 1 1]
Palermo 2020 53 149 73 62 18 70 65%  -0.48[0.82,-0.15] -
Sanders 1994 0.64 1.38 22 211 356 22 4.0% -0.53 [1.14,0.07] — 222@72
van der Veek 2013 19.03 17.0393 52 17.72 1519 52  6.0% 0.08 [0.30, 0.47] -+ ®2220
Wahlund 2015 28 149 328 16 33 50% 0.00 [-0.49, 0.49] -+ ®@®222
Subtotal (95% CI) 855 767 744%  -0.08[-0.25,0.09] ¢
Heterogeneity: Tau®= 0.05; Chi®= 20.97, df= 12 (P = 0.003); F= 60%
Testfor overall effect: Z= 0.94 (P = 0.34)
Total (95% CI) 997 884 100.0%  -0.14[-0.30,0.02] [
Heterogeneity: Tau®= 0.08; Chi*= 51.59, df= 20 (P = 0.0001); F= 61% t t

Test for overall effect: Z=1.67 (P = 0.09)
Test for subgroup differences: Chi*=0.92, df=1 (P =0.34), F=0%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)

-4

2 0 2 1

Favours experimental Favours control

Less than
20
participants
per arm:

®OO0O
VERY LOW

More than
20
participants
per arm:

®OO
LOW
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50% reduction, post-treatment
Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
5.3.1 >20 participants/arm
Jong 2018 35 B6 15 37 9.8% 1.00 [0.63, 1.60] -+ ee200
Law 2015 12 44 7 39 &.1% 1.52 [0.66, 3.47] -+ @eee
McGrath 1992 26 47 6§ 25 6.BX 2.30 [1.10, 4.85] —— 227200
Palermo 2009 10 23 3 21 4.0% 3.04 [0.97, 9.58] | — L1 11 3
Palermo 2016 {remote} 2 48 2 47 17X 0.98 [0.14, 6.67] _— (I XIIT]
Powers 2013 a2 64 2% 71 11.2% 1.79 [1.286, 2.55] —-— L1 11 I
Subtotal (95% CI) 312 240 39.7% 1.58 [1.16, 2.17] <&
Total events 127 59
Heterogenelty: Tau? = 0.04; ChE = §.65, df = 5 (P = 0.25); F = 25% Less than
Test for overall effect: Z = 2.57 (P = 0.004) 20
5.3.2 <20 participants/arm partICIpantS
Barry 1997 2 12 2 17 1.9% 1.42 [0.23, B.70] e a— 27072072 er arm:
Connelly 2006 7 14 4 20 47%  2.501[0.90,6.94] — Q..: 2 P :
Griffiths 1996 12 15 3 12 47% 3.20 [1.18, B.BO] —_— 722072
Hicks 2006 15 21 3 18 45X 3.81[1.33, 10.94] —_— I 1 11 @OOO
Kroener-Herwig 2002 16 29 B 19 B.0X 1.31 [0.70, 2.44] - DOOOO
o . Labbe 1984 13 14 1 14 18X 13.00 [1.96, B&.42] 20202 VERY LOW
50% reduction, Labbe 1995 19 20 § 10 9.2% 158 [0.95, 2.65] - ? ; 777
Larsson 1987 ] 12 2 24 28X 6.00 [1.42, 25.39] 720727272
post-treatment Larsson 1987a 13 30 1 11 18K 4.77(0.70, 32.29] - 277200 More than
Larsson 1990 ] 31 0 17 0.9% 7.31[0.44,122.42] —1t 00006 20
Larsson 1996 ] 13 1 13 1.7% 8.00 [1.32, §1.24] 222@2 o
Osterhaus 1997 12 25 0 14 09X 14.42[0.92, 226.60] — 272200 pa rt|C|pants
Rapoff 2014 7 18 & 17 5.7% 1.10 [0.46, 2.62] —_r 2728072
Sartory 1998 20 30 5 13  &.9% 1.73 [0.83, 3.61] T POOOE perarm:
Scharff 2002 7 13 1 23 1.6% 12.38[L.71, B9.86] @27200
T B2 an imee e  1eee: OO0
ubtotal .. . .81, 4.
Total events 180 45 VERY LOW
Heterogenelty: Tau® = 00.25; ChE = 27.50, df = 15 (P = 0.02); F = 45%
Test for overall effect: Z = 4.88 (P < 0.00001)
Total (95% CI) 644 496 100.0% 2.11 [1.61, 2.77] L 3
Total events 2 - 307 104 .
Heterogenelty: Tau® = {).14; ChE = 35.85, df = 21 (P = 0.02); F = 41X Ib o1 051 3 1=° 1004
Test for overall effect: Z = 5.42 (P < 0.00001} : . N
Test for subgroup differences: ChE = 4.20, df = 1 (P = (.04}, F = 76.2% Favours control Favours experimental
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
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Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDE
5.4.1 <20 participants/arm
Connelly 2006 12.2 9.92 17 1074 1161 20 3.0% 0.13[052,0.79] T LT LT B
Grob 2013 5.33 6.64 15 2452 14.06 14 2.0% -1.72[-2.59,-0.85] I— 227200
Gulewitsch 2013 18.52 9.44 20 2767 707 18 2.8% -1.07 [-1.75,-0.38] — ®2202
Hickman 2015 38.25 2.1 16 30.88 30.02 16 2.7% 0.23[-0.46,0.93) -T— DOPOU
Kashikar-Zuck 2005 15.07 9.08 14 16.64 8.3 13 2.4% -017 [-0.93,0.58) T @822
Rapoff 2014 7.82 10.59 18 12.29 1294 17 2.8% -0.37 [-1.04, 0.30] T 272007
Yan Tilhurg 2009 171 5.1 15 254 106 14 2.3% -0.98 [-1.76,-0.20] —_— DOOVODU
Wicksell 2009 12.3 13.9 16 146 113 16 2.7% -0.18 [-0.87, 0.52] —T @822
Subtotal (95% CI) 131 128 20.7%  -0.49[-0.93,-0.05] <&
Heterogeneity; Tau®= 0.27; Chi*= 20.98, df= 7 (P = 0.004); F=67%
Test for overall effect: Z= 217 (P=0.03) LeSS than
5.4.2 >20 participants/arm 20
Chen 2014 16 8 45 20 10 45  46% -0.44 [-0.86,-0.02) — 22200 part|C|pants
Connelly 2019 2.2 2.4 144 17 22 145  6.5% 0.22 [-0.01, 0.45] = ® 2@ per arm:
Hechler 2014 279 9.7 47 342 88 52  48% -0.68 [-1.08,-0.27] - 92720 :
Functional Kashikar-Zuck 2012 16.7 8.7 57 198 94 55 51% -0.34 [-0.71,0.03] — : : ? @OOO
. s Law 2015 483 478 20 486 4.4 37 3.6% -0.01 [-0.55, 0.54] - ?
disability, post- Lewy 2010 056 054 84 055 048 84  5.8% 0.02[-0.28,0.32] + (TR ) VERY LOW
treatment Levy 2016 5.8 5.7 80 73 83 78 57%  -0.24[-0.550.07] = 2000
, Levy 2017 5.51 8.14 158 765 1044 84 6.1% -0.24 [-0.50, 0.03] - @220
Higher scores Nieto 2019 596  6.25 25 822 861 36 39%  -0.20[080 022 —t : 2 ;O More than
[ i Palermo 2009 36 2.86 23 662 476 21 3.2% -0.76 [-1.38,-0.15] n— ?
/ndlc_:ate /(_)WGI’ Palermo 2016 (12f) 952 647 381 428 30 39% 0.25 [-0.25, 0.76] T @ ®e _2_0
disability Palermo 2016 (remote) 568 4.8 134 565 469 135  B.4% 0.01 [0.23, 0.25] T @® ®ee participants
Palermo 2020 349 254 73 378 2586 70 5.5% -0.11 [-0.44,0.22] -T ? + @ m:
Powers 2013 155 17.4 64 296 422 71 5.4% -0.43 [-0.77,-0.08] - + @2 per arm.
Robins 2005 181 49 40 196 58 26 4.0% -0.28 [-0.78, 0.22) — 2®@2272 @OOO
Van derVeek 2013 717 8.76 52 779 878 52 5.0% -0.07 [[0.45,0.31] -T ®2220
Subtotal (95% CI) 1078 1021 793%  -0.18[-0.32,.0.05] ¢’ VERY LOW
Heterogeneity: Tau®*= 0.04; Chi*= 32.32, df=15 (P = 0.006); F= 54%
Test for overall effect: Z= 2.69 (P = 0.007)
Total (95% CI) 1209 1149 100.0% -0.25[-0.39, -0.11] ¢
Heterogeneity: Tau?= 0.07; Chi*= 58.06, df= 23 (P < 0.0001); F= 60% 44 52 3 é j‘
Testfor overall effect: Z= 3.43 (P = 0.0006) Favours experimental Favours control
Test for subgroup differences: Chi*=1.68, df=1 (P =0.20), F= 40.3%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
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Functional
disability, follow-
up
Higher scores
indicate lower
disability

Functional disability, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
5.5.1 <20 participants/arm
Groh 2013 4.22 5.26 15 2476 14 14 24%  -1.91[2.82,-1.01] D 2272@0@®
Rapoff 2014 0.91 1.45 11 35 486 11 2.5% -0.69 [-1.56,0.17] T 22002
Wicksell 2009 8.8 129 16 147 121 16 35% -0.46 [-1.16,0.24] T @882
Subtotal (95% CI) 42 4 8.5% -0.99 [-1.85,-0.13] S
Heterogeneity: Tau®= 0.40; Chi*=6.59, df=2 (P =0.04); F=70%
Testfor averall effect: Z= 2.26 (P=0.02)
5.5.2 >20 participants/arm
Connelly 2019 2 2.2 144 19 22 145 109% 0.05[-0.19,0.28] T + 2@
Kashikar-Zuck 2012 13.4 8.9 57 17 105 55 7.8% -0.37 [0.74,0.01] ] *® @~
Law 2015 519 5.02 28 527 461 22 4.9% -0.02 [-0.57, 0.54] T + [ I
Lewy 2010 0.36 0.39 78 048 056 76 8.9% -0.25[-0.57,0.07] 1 + 2@
Levy 2016 5.1 6.4 67 59 6.8 66 8.4% -0.12[-0.46,0.22) -T ®2000
Lewy 2017 45 6.6 151 76 1085 82 10.0% -0.37 [-0.64,-0.10] - 20720
Palermo 2016 (f2f) 7.84 55 31 875 464 30 56% -0.18 [-0.68, 0.33] - * +@
Palermo 2016 {remote) 5.46 4.32 134 616 505 135 10.7% -0.15[-0.39, 0.09] - + ee
Palermo 2020 341 21.8 73351 277 70 87% -0.04 [[0.37,0.29] - 2 +@®
Powers 2013 7.6 16.9 57 19 30 67  8.1% -0.46 [-0.81,-0.10] - @ @~
Van der Veek 2013 5.8 8.2 52 487 6.6 52  7.5% 012 [-0.26, 0.51] T ®2220
Subtotal (95% Cl) 872 800 91.5% -0.16 [-0.27, -0.05] [}
Heterogeneity: Tau= 0.01; Chi*=12.40, df= 10 (P = 0.26); F= 19%
Test for overall effect: Z=2.86 (P =0.004)
Total (95% CI) 914 841 100.0% -0.23 [-0.38, -0.08] ¢
Heterogeneity: Tau®= 0.04; Chi*= 28.79, df= 13 (P = 0.007); F= 55% 54 52 o 5 ==1

Test for overall effect: Z= 2.96 (P = 0.003)
Test for subgroup differences: Chi*= 3.54, df=1 (P=0.06), F=71.7%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Less than
20
participants
per arm:

o000
MODERATE

More than
20
participants
per arm:

eOO00O
VERY LOW
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Health-related
quality of life,
post-treatment
Lower scores
indicate better
quality of life

Health-related quality of life, post-treatment

Psychological therapies 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
7.6.1 <20 participants/arm
Grob 2013 -90.15 6.28 15 -71.27 17.06 14 3.9% -1.45 [-2.28, -0.62]
Rapoff 2014 -83.7 1207 18 -B0.69 14.36 17 5.3% -0.22 [-0.89, 0.44]
Trautmann 2010 -3.7 0.5 37 -3.9 0.3 17 6.3% 0.44 [-).14, 1.02]
Van Tilburg 2009 -90.31 B.63 12 -74.31 13.81 11 3.3% -1.35 [-2.28, -0.43] —_—
Subtotal (95% CI) 82 59 18.7% -0.60 [-1.51, 0.31]

Heterogenehty: Tau? = 0.72; ChE = 15.47, df = 3 (P = 0.0004); P = §4%
Test for overall effect: Z = 1.29 (P = (.20}

7.6.2 >20 participants/arm

|

PPP999-99
P99~ 99
P 999~~~ 99
0P~ ~OP~~~9P
P09~~0~09

ot bl

Bonnert 2017 -76.92 14.47 47 -74.89 14.62 54 9.3% -0.14 [-0.53, 0.25]
Connelly 2019 -75.7 16.2 144 -77.8 16.2 145 12.6% 0.13 [-0.10, 0.38]
Hicks 2006 -76.3 15.3 25 -77.7 14 22 6.4% 0.09 [-0.48, 0.67]
Laloun! 2019 -367 107 45 -3.49 1.06 44 B.BX -0.17 [-0.58, 0.25]
Levy 2016 -137.5  17.3 71 -132.9 199 &9 10.5% -0.25 [-0.58, 0.09]
Levy 2017 -707 173 207 -70.3 1B.9 108 125% -0.02 [0.25,0.21]
Nieto 2019 -§1.92 13.28 25 -77.95 1491 36 7.2% -0.27 [-0.79, 0.24]
Stapersma 2018 -148.1 16.57 35 -144.9 17.23 33  7.8% -0.19 [-0.66, 0.29]
Stinson 2010 -1.95 1.4 22 =227 121 24 6.3%  0.24 [-0.34, 0.82]
Subtotal (95% CI) 621 535 81.3% -0.04 [-0.16, 0.08]
Heterogenehty: Tau® = 0.00; ChE = .44, df = B (P = 0.60); F = 0X

Test for overall effect: Z = 0.68 (P = 0.50)

Total (95% CI) 703 594 100.0% -0.14 [-0.33, 0.05]
Heterogenehy: Tau® = 0.06; ChE = 27.81, df = 12 (P = 0.006); P = 57% L 5

Test for overall effect: Z = 1.43 (P = .15}

Test for subgroup differences: ChE = 1.43, df = 1 (P = (.23}, F = 30.0X
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Less than
20
participants
per arm:

®O00O
VERY LOW

More than
20
participants
per arm:
DDDD
HIGH
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Emotional
functioning:
Depression,

post-treatment
Higher scores
indicate higher
depressive
symptomology

Emotional functioning: Depression, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
5.7.1 <20 participants/arm
Griffiths 1996 2.45 0.64 N 26 0.9 12 2.0% -0.20[-0.87, 0.46] T 222072
Hickman 2015 51.69 6.65 16 4969 6.46 17 1.9% 0.30 [-0.39, 0.98] - DOOOE
Kashikar-Zuck 2005 49.57 17.6 14 4846 12.89 13 1.5% 0.07 [[0.69, 0.82) i L1 1 Bl
Trautmann 2010 9.55 9.1 37 77 52 18 27% 0.23 [-0.34,0.79] - 27000~
Wicksell 2009 18.4 10 16 25 105 16 1.7% -0.63 [1.34,0.09] — e®ee2?
Subtotal (95% CI) 114 76 9.8% -0.03 [-0.35, 0.30] L 2
Heterogeneity: Tau®= 0.02; Chi*= 4.70, df=4 (P=0.32); F=15%
Test for overall effect: Z=0.16 (P = 0.88)
5.7.2 >20 participants/arm
Connelly 2019 46.4 11.2 144 452 121 145 16.4% 0.10[0.13,0.33] '
Hechler 2014 50.3 12 47 507 8.5 46 53% -0.04 [-0.44,0.37) -T-
Kashikar-Zuck 2012 99 6.2 57 118 58 55  6.3% -0.31 [-0.69, 0.08] =
Lalouni 2019 1.99 2.88 45 289 285 44 50% -0.31 [0.73,0.11) -T
Law 2015 46.3 10.03 27 47.48 9.5 23 2.8% -0.12 [[0.68, 0.44] -
Lester 2020 14.38 6.22 24 1447 453 21 2.6% -0.02 [-0.60, 0.57) 1T
Lewy 2010 9.96 6.16 84 835 573 84 95% 0.27 [[0.03,0.57] ™
Lewy 2016 7.6 71 a0 8.8 7.6 78 9.0% -0.16 [-0.47,0.19] -T
Nieto 2019 18.2 6.22 20 1989 453 21 2.3% -0.31 [-0.92,0.31] -
Palermo 2009 58.96 1341 23 6159 18.67 21 2.5% -0.16 [0.75,0.43] i
Palermo 2016 (f21) 12.03 513 31 112 537 30 35% 0.16 [-0.35, 0.66] T
Palermo 2016 {remote) 9.71 5.1 134 932 537 135 153% 0.07 [[0.16, 0.31] T
Stapersma 2018 7.2 6.51 35 77 689 33 39% -0.07 [-0.55, 0.40] -
Wan der Veek 2013 217 1.96 52 233 197 52 59% -0.08 [-0.47,0.30] -T
Subtotal (95% CI) 803 788 90.2% -0.02[-0.12, 0.08] {
Heterogeneity: Tau*= 0.00; Chi*=12.02, df=13 (P=0.53);, F=0%
Test for overall effect: Z=0.34 (P=0.74)
Total (95% CI) 917 864 100.0% -0.02 [-0.11, 0.08] {
Heterogeneity: Tau®= 0.00; Chi*=16.72, df=18 (P = 0.54); F= 0% _34 =2 3 i

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

Test for subgroup differences: Chi*= 0.00, df=1 (P = 0.96), F= 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

Less than
20
participants
per arm:

eOO0O
VERY LOW

More than
20
participants
per arm:
DDDD
HIGH
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Emotional
functioning:
Depression,

follow up

Higher scores

indicate higher
depressive

symptomology

Emotional functioning: Depression, follow up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
5.8.1 <20 participants/arm
Lester 2020 15.93 6.49 21 1453 45 18  28% 0.24 [-0.39, 0.87] — 2000
Trautmann 2010 7.25 6.15 36 66 37 9 21% 0.11 [-0.62, 0.84] s e 27000~
Wicksell 2009 18.1 9.8 16 255 168 16  2.3% -0.52[-1.23,0.18] — e 2
Subtotal (95% CI) 73 43 7.2% 0.04 [-0.51,0.42] -
Heterogeneity: Tau®= 0.04; Chi*= 2.72, df = 2 (P = 0.26); F= 26%
Testfor overall effect: Z= 0.18 (P = 0.86)
5.8.2 >20 participants/arm
Connelly 2018 455 1 144 45 114 145 21.4% 0.04 [-0.19, 0.28] —+— e®0®20
Jong 2018 6 43 45 5 34 41 B3% 0.25[-0.17, 0.68] - 9200
Kashikar-Zuck 2012 8.7 6.1 57 93 59 55 83% -0.10[-0.47,0.27) e e00®?
Law 2015 44.75 9.52 28 4374 645 23 3.7% 0.12 [-0.43, 0.67) —_—r 0000
Levy 2010 7.89 6.99 78 719 527 76 11.4% 0.11 [-0.20, 0.43] - ee®20
Levy 2016 4.4 5.8 67 46 58 66 9.8% -0.03 [-0.37,0.31] — * ®
Palermo 2016 (f2f) 11.53 5.37 31 871 5B 30 4.4% 0.51 [-0.00,1.02] o000
Palermo 2016 {remote) 9.55 513 134 949 558 135 19.9% 0.01 [-0.23, 0.24] —— e00ee
Van der Veek 2013 1.85 1.93 52 179 214 52  77% 0.03 [-0.36, 0.41] S ®2220
Subtotal (95% CI) 636 623 92.8% 0.06 [-0.05, 0.17] *»
Heterogeneity: Tau®= 0.00; Chi*= 5.11, df= 8 (P = 0.75); F= 0%
Testfor overall effect: Z=1.10 (P = 0.27)
Total (95% CI) 709 666 100.0% 0.06 [-0.05, 0.16]

Heterogeneity: Tau®= 0.00; Chi*=8.05, df=11 (P=0.71); F= 0%

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

T

\ .
T T
-2 -1

Favours experimental Favours control

Test for subgroup differences: Chi*=0.19, df=1 (P = 0.67), F=0%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(o

(E) Selective reporting (reporting bias)

)

) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

)

4

Less than
20
participants
per arm:

®O00O
VERY LOW

More than
20
participants
per arm:
ODDD
HIGH
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Emotional
functioning:
Anxiety, post-
treatment
Higher scores
indicate higher
depressive
symptomology

Emotional functioning: Anxiety, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
5.9.1 <20 participants/arm
Bussone 1988 281 3.49 20 292 5.1 10 2.3% -0.26 [-1.02, 0.50] — 22200
Griffiths 1996 96 59 30 1386 95 12 27% -0.55[-1.24,0.13] r 222072
Hickman 2015 52.56 7.36 16 47.38 6.1 17 26% 0.75[0.04,1.46] DOPDE
Trautmann 2010 309 7.95 3/ N7 8.3 18  37% -0.10 [-0.66, 0.46] —_— T 2000~
Wicksell 2009 13.4 39 16 128 55 16 2.6% 012 [0.57,0.82] 1 ®@9e® 22
Subtotal (95% CI) 120 73 13.9% -0.01[-0.43, 0.40] -
Heterogeneity: Tau*=0.10; Chi*=7.52, df=4 (P=0.11), F=47%
Test for overall effect: Z= 0.06 (P = 0.95)
5.9.2 >20 participants/arm
Bonnert 2017 25.23 16.32 47 2262 16.31 54  5.8% 016 [-0.23, 0.55] T @ ee
Connelly 2019 46.8 11.3 144 455 11 145  9.2% 012 [0.11,0.35] T + 2@
Hechler 2014 525 121 50 50 11.4 46 57% 0.21 [-0.19, 0.61] T ®®2720
Kashikar-Zuck 2012 2.1 0.72 50 2.39 09 50 5.8% -0.34 [-0.74, 0.05] n— e0ee?
Lalouni 2019 8.59 7.7 45 1531 763 44  52% -0.87 [1.30,-0.43] — ®®2720
Law 2015 46.33 8.99 30 48.32 1081 25 4.0% -0.20 [-0.73,0.33] T L1 11 &
Lester 2020 7.08 6.24 24 6.1 496 21 3.4% 017 [-0.42,0.76] T 2000
Lewy 2010 135 4.86 83 13.04 404 80  7.5% 010[0.21,0.41] T o®®20
Lewy 2016 8.2 28 80 86 29 78 7.4% -0.14 [-0.45,0.17] T ®2000
Lewy 2017 1.09 0.94 189 1.28 1.07 a1 8.3% -0.19 [-0.46, 0.08] T @220
Palermo 2016 (f2f) 11.42 533 3 13 6.03 30 4.3% -0.27 [[0.78,0.23] I (1111
Palermo 2016 (remote) 1056  5.91 134 1085 61 135 9.0% -0.05 [-0.29, 0.19] - (1111
Stapersma 2018 7.1 414 35 7.3 46 33 46% -0.05[-0.52,0.43] T ®®200
Van der Veek 2013 6.83 ] 52 776 633 52  6.0% -0.15[-0.53,0.24] I ®22720
Subtotal (95% CI) 964 874 86.1% -0.09 [-0.22, 0.04] ¢
Heterogeneity: Tau®= 0.03; Chi*= 2430, df=13 (P=0.03); F=47%
Testfor overall effect: Z=1.37 (P=0.17)
Total (95% CI) 1084 947 100.0% -0.08 [-0.21, 0.04]

Heterogeneity: Tau®= 0.03; Chi*= 31.94, df=18 (P = 0.02); F= 44%
Testfor overall effect: Z=1.28 (P =0.20)
Testfor subgroup differences: Chi*=013,df=1{P=072), F=0%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours experimental Favours control

t
-2

R

0-4

1

t
2

Less than
20
participants
per arm:

OO0
VERY LOW

More than
20
participants
per arm:
DDDD
HIGH




215

Emotional
functioning:
Anxiety, follow-
up
Higher scores
indicate higher
depressive
symptomology

Emotional functioning: Anxiety, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
5.10.1 <20 participants/arm
Bussone 1988 27.8 2.3 20 291 1.4 10 1.7% -0.62 [-1.39, 0.16) e — 22200
Lester 2020 471 5.09 21 407 2499 18  26% 0.15[-0.48,0.78] e 2000
Trautmann 2010 24.95 7 31 281 99 10 20% -0.40[-1.12,0.32) e 20807
Wicksell 2008 12.2 46 16 117 58 16 2.2% 0.09 [-0.60,0.79) 1 @822
Subtotal (95% CI) 88 54 8.6% -0.15[-0.51,0.21] S
Heterogeneity: Tau*=0.01; Chi*= 316, df=3 (P=0.37); F=5%
Test for overall effect: Z=0.83 (P=0.41)
5.10.2 >20 participants/arm
Connelly 2018 453 12 144 46 114 145 197% -0.06 [-0.29,0.17] — @
Kashikar-Zuck 2012 1.89 0.82 50 222 091 50 B.7% -0.38 [[0.77,0.02) /1 @®
Law 2015 4582 10.96 28 4536 99 22 34% 0.04 [-0.52, 0.60] I — *
Lewy 2010 13.21 3.98 75 1259 414 63 9.3% 015018, 0.49)] T *
Lewy 2016 79 3.3 67 82 32 66 9.0% -0.09 [-0.43, 0.25] I @2
Lewy 2017 0.87 0.88 151 1.1 098 78 13.9% -0.25[-0.52,0.02) ] @
Palermo 2016 {f2f) 12.61 6.05 31 1121 555 30 41% 0.24[-0.27,0.74] T *
Palermo 2016 {remote) 10.35 6.12 134 1023 545 135 18.3% 0.02[-0.22, 0.26) - @®
Van derVeek 2013 547 522 52 582 6.09 52 T1% -0.06 [-0.45, 0.32] I @
Subtotal (95% CI) 732 641 91.4% -0.06 [-0.17, 0.05] ¢
Heterogeneity: Tau*= 0.00; Chi*=7.82, df=8 (P=0.45), F=0%
Test for overall effect. Z=1.11 (P=0.27)
Total (95% ClI) 820 695 100.0% -0.07 [-0.17,0.03]

Heterogeneity: Tau®= 0.00; Chi*=11.21,df=12 (P=0.51); F=0%

Test for overall effect: Z=1.31 (P=0.19)
Test for subgroup differences: Chi*=0.23, df=1 {P=0.63), F=0%

Risk of bias legend

ol

\ \
} }
-2 -1
Favours experimental Favours control

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

2

Less than
20
participants
per arm:

eO00O
VERY LOW

More than
20
participants
per arm:
ODDD
HIGH
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Appendix G.11. WHO review: Psychological interventions for children with chronic pain
Sensitivity Analysis; excluding non-chronic headache

Comparison: Psychological therapies versus active (non-psychological), standard care or waitlist control; excluding studies
including children with non-chronic headache

Population: Children and adolescents with chronic pain

Setting: Any setting

Studies: Randomised controlled trials



Outcome

Forest Plot

Quality of
evidence

Pain intensity,
post-treatment

Pain intensity, post-treatment

Psychological therapies 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
Barakat 2010 16.6 16.57 17 17.29 2321 20 3.0% -0.03 [-0.68, 0.61] 1
Bonnert 2017 4.53 2.54 47 583 242 54 41% -0.40[-0.80,-0.01] ]
Connelly 2019 31 25 144 29 25 145 49% 0.08[-0.15,0.31] T
Grob 2013 0.16 0.32 15 193 1.64 14 23% -1.48[-2.32,-0.65] I
Gulewitsch 2013 1.6 245 20 446 233 18 28% -1.17 [-1.86,-0.47] -
Hechler 2014 57 24 51 59 25 52 42% -0.08 [-0.47,0.31] -T
Hicks 2006 34 2.4 25 47 2.2 22 32% -0.55[-1.14,0.03] ]
Humphreys 2000 0.78 1.4 46 42908 277 15 28% -1.90 [-2.58,-1.22) -
Kashikar-Zuck 2005 4.4 1.9 14 592 204 13 25% -0.75[-1.53,0.04] -
Kashikar-Zuck 2012 5.3 23 57 6 1.9 55  4.3% -0.33[-0.70,0.04] 7
Lalouni 2019 4.33 2.55 45 557 252 44 4.0% -0.48 [-0.91,-0.06] -
Lester 2020 3.58 232 24 294 228 21 3.2% 0.27 [-0.32, 0.86) T
Lewy 2010 1.64 2.02 84 125 175 84 46% 0.21 [-0.10, 0.51] -
Lewy 2017 4.09 22 159 457 228 81 4.7% -0.21 [-0.48,0.05) ]
Nieto 2019 12.72 10.32 25 1155 8384 36 36% 0.12[-0.39, 0.63] -T—
Palermo 2009 3.54 2.42 23 476 1.84 30 3.4% -0.57 [1.12,-0.01] ]
Palermo 2016 (f2f) 5.68 203 31 57 205 30 36% -0.06 [-0.56, 0.44] -1
Palermo 2016 (remote) 5.87 2.05 134 589 215 135 49% 0.13[-0.11,0.37] ™
Palermo 2020 5.8 19 73 6.1 21 70 45% -0.15[-0.48,0.18] -T
Rohins 2005 16.2 7.8 36 19.7 9.7 25 36% -0.40[-0.92,0.11] -
Sanders 1994 3.27 8.33 22 6.67 7.04 22 32% -0.43[1.03,0.17] T
Schatz 2015 16.4 14.3 23 17.7 149 23 33% -0.09 [-0.67, 0.49] -
Stinson 2010 217 1.34 22 3.47 212 24 32% -0.71[1.31,-012) -
Van der Veek 2013 231 16.92 52 2651 1438 52 4.2% -0.22 [-0.61,0.16] -T
Wan Tilburg 2009 9 8.3 15 169 115 14 25% -0.77 [-1.53,-0.01] ]
Viieger 2007 3 3.4 27 9.4 57 25 31% -1.36 [-1.96,-0.75] I
Wahlund 2015 4.4 1.6 3 37 2 33 37% 0.38 [-0.11, 0.88] I
Wicksell 2009 36 23 16 5 29 16 27% -0.52[-1.23,0.18] T
Total (95% ClI) 1278 1173 100.0% -0.34 [-0.51,-0.18] ¢
Heterogeneity: Tau®= 0.13; Chi*=100.12, df= 27 (P < 0.00001); F=73% L =2 0 t

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

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours intervention Favours control

eeO0O
LOW
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Pain intensity,
follow-up

Pain intensity, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI ABC E
Barakat 2010 16.71 23.03 17 7.84 12.31 20 47% 0.48[-0.18,1.14] e DOG ?
Connelly 2019 31 25 144 27 24 145 95% 0.16 [-0.07, 0.39] - 9920
Grob 2013 0.08 0.31 15 155 149 14  36% -1.35[-2.17,-0.53] — 22720
Hicks 2006 29 21 25 49 1.3 22 50% -1.11 [-1.73,-0.49] _— PG ?
Kashikar-Zuck 2012 49 2.2 57 5.3 21 55 T.7% -0.18 [-0.56,0.19] -T L1 11 &
Lester 2020 267 18 21 307 264 18 49% -0.17 [-0.80, 0.46] —r 72000
Lewy 2010 0.93 1.42 78 07 153 76  84% 016 [-0.16,0.47] ™ e®ee2?
Lewy 2017 3.48 2.33 151 379 248 78 9.0% -0.13[-0.40,0.14] T + ?
Palermo 2016 (f2f) 5.42 2.05 31 53 212 30 B2% 0.06 [-0.45, 0.56] — * ®
Palermao 2016 (remote) 5.85 1.97 134 555 202 135 94% 0.15 [-0.09, 0.39] o + +
Palermo 2020 5.3 1.9 73 6.2 1.8 70 82% -0.48[-0.82,-0.15] - @ ®
Sanders 1994 0.64 1.38 22 211 356 22 52% -0.53[1.14,0.07) — ? 7 ?
Wan derYeek 2013 19.03 17.0393 52 17.72 1519 52 76% 0.08 [-0.30, 0.47] T @2
Wahlund 2015 2.8 1.9 31 2.8 16 33 6.3% 0.00 [-0.49, 0.49] T *
Wicksell 2009 31 27 16 45 24 16 4.3% -0.53[-1.24,017] i @®
Total (95% CI) 867 786 100.0% -0.15[-0.34, 0.03] 4

Heterogeneity: Tau®= 0.08; Chi*= 43.43, df=14 (P < 0.0001); = 68%

Testfor overall effect. Z=1.61 (P=0.11)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours

2 0 2 4
experimental Favours control

~t

&0
LOW
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30% pain
reduction,
post-treatment

30% pain reduction, post-treatment

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDE
Yan der Veek 2013 17 52 15 52 100.0% 1.13[0.64,2.02) ®22720
Total (95% CI) 52 52 100.0% 1.13[0.64,2.02]
Total events 17 15
Heterogeneity: Not applicable I t I t {
Testfor overall effect: Z=0.42 (P = 0.67) 4.1 2. 1 n 180

Favours control Favours experimental

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

®O00O
VERY LOW

30% pain
reduction,
follow-up

30% pain reduction, follow-up

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDE
Van derVeek 2013 k| 52 29 52 100.0% 1.07[0.77,1.49] ®2220
Total (95% CI) 52 52 100.0% 1.07[0.77,1.49]
Total events | 29
Heterogeneity: Not applicable k t t + |
Test for overall effect: Z= 0.40 (P = 0.69) 0.01 0.1 ! 10 100

Favours control Favours experimental

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

®O00
VERY LOW
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50% pain
reduction,
post-treatment

50% pain reduction, post-treatment

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
8.5.1 Headache symptom reduction
Connelly 2006 7 14 4 20 13.0% 2,50 [0.90, 6.94] T L] B
Larsson 1987 6 12 2 24 72% 6.00[1.42,25.39] EE— 2@72272
Larsson 1987a 13 30 1 11 43% 4.77[0.70,32.29] 1 227200
Larsson 1996 ] 13 1 13 4.3% 9.00[1.32,61.24] 222@72
Powers 2013 42 64 26 71 44.0% 1.79[1.26, 2.55] - e00®?
Subtotal (95% CI) 133 139 72.7% 2.88 [1.54, 5.40] ‘
Total events 77 34
Heterogeneity: Tau*=0.19; Chi*=6.52, df=4 (P=0.16); F= 39%
Testfor overall effect: Z= 3.31 (P = 0.0009)
8.5.2 Mixed pain conditions pain reduction
Hicks 2006 15 21 3 16 123% 3.81[1.33,10.94] —_— 2227272
Palermo 2009 10 23 321 107% 3.04 [0.97, 9.58] —— e00®?
Palermo 2016 (remaote) 2 48 247 43% 0.9 [0.14, 6.67) —_— LT LT LT
Subtotal (95% ClI) 92 84 27.3% 2.88[1.40,5.92] <
Total events 27 8
Heterogeneity: Tau®= 0.00; Chi*=1.49, df=2 (P = 0.47); F=0%
Test for overall effect: Z= 2.88 (P = 0.004)
Total (95% CI) 225 223 100.0% 2.58[1.71, 3.89] <&
Total events 104 42
Heterogeneity: Tau®= 0.07; Chi*= 8.63, df=7 (P = 0.28), F=19% o oh e 100

Testfor overall effect: Z= 4.53 (P < 0.00001)
Testfor subgroup differences: Chi*= 0.00, df=1 (P =1.00), F=0%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours control Favours experimental

eeO0O
LOW




221

50% pain
reduction,
follow-up

50% pain reduction, follow-up

Psychological therapies Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
8.6.1 Headache symptom reduction
Larsson 1987 g 12 4 24 325% 4.00[1.50, 10.66] — 2@727272
Larsson 1987a 7 30 0 11 4.0% 5.81[0.36, 93.98] 22200
Larsson 1996 9 13 4 13 39.2% 2.25(0.92,5.49] — - 222@®7?
Subtotal (95% CI) 55 48 75.7% 3.03 [1.59, 5.76] -
Total events 24 8
Heterogeneity: Tau*= 0.00; Chi*= 0.98, df= 2 (P=0.61); F=0%
Test for overall effect: Z= 3.38 (P = 0.0007)
8.6.2 Mixed pain conditions reduction
Hicks 2006 13 18 2 14 18.0% 5.06 [1.36,18.82] — 1111
Palermo 2016 (remote) 3 49 1 44 63% 269 [0.29, 24.96] —_—t LL L LT
Subtotal (95% CI) 67 58 24.3% 4.30[1.38,13.33] -
Total events 16 3
Heterogeneity: Tau®= 0.00; Chi*=0.23, df=1 (P=0.63); F=0%
Testfor overall effect: Z=2.52 (P =0.01)
Total (95% ClI) 122 106 100.0% 3.30 [1.89, 5.76] <
Total events 40 11
Heterogeneity: Tau®= 0.00; Chi*=1.52, df= 4 (P=0.82); F= 0% :l] o 051 150 1001

Test for overall effect: Z=4.19 (P < 0.0001)

Test for subgroup differences: Chi*=0.28, df=1 (P = 0.60), F= 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)

(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Favours control Favours experimental

eO00
VERY LOW
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Health-related quality of life, post-treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDE
Bonnert 2017 76.92 1a4.47 47 74.89 1462 54 10.8%  0.14 [-0.25, 0.53] T 000060
Connelly 2019 757 16.2 144 77.8 16.2 145 165% -0.13 [-0.36,0.10] =i éeez0
Grob 2013 -80.15 6.28 15 -71.27 17.06 14 3.8% -1.45 [-2.2B, -0.62] —_— 227200
Hicks 2006 76.3 15.3 25 77.7 14 22 6.7% -0.09 [-0.67, 0.48] —r DOOOE
Lalounl 2019 3.67 1.07 45 349 106 44 10.1%  0.17 [-0.25,60.58] T @e2720
Health-related Levy 2016 -137.5 173 71 -132.9 199 &9 12.7% -0.25[-0.58, 0.09] - 2007
. . Levy 2017 -70.7 17.3 207 -70.3 189 108 164X -0.02[-0.25,0.21] - @2@7272 OPPD
quahty of ||fe, Nieto 2019 B1.92 13.28 25 77.95 1491 36 7.8%  0.27 [-0.24,0.79] T ezeze
Stapersma 2018 148.1  16.57 35 1449 17.23 33  B.6X  0.19 [-0.29, 0.66] -+ @260 HIGH
post-treatment | sunson 2010 195 14 22 227 121 24 6.6% -0.24 [-0.82,0.34] — 4@+
Total (95% CI) 636 549 100.0% -0.06 [-0.24, 0.11] 4
Heterogenelty: Tau® = 0.04; ChE = 17.54, df = 9 (P = 0.04); ¥ = 49% _'4 _‘2 g i 4‘
Test for overall effect: Z = 0.70 (P = 0.48) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Health-related quality of life, follow-up
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Connelly 2019 783  18.2 144 78 143 145 39.7%  0.02 [-0.21, 0.25] CT TR )
Health-related Grob 2013 -91.52 6.04 15 -68.71 19.94 14 27.1% -1.53 [-2.37, -0.69] —- 22200
. ) Hicks 2006 762 152 25 795 13 22 33.2% -0.23 [-0.80, 0.35] 2227272 OO0
quality of life,
follow-up Total (95% CI) 184 181 100.0% -0.48 [-1.23,0.27] VERY LOW
Heterogenehty: Tau? = 0.35; ChE = 12.27, df = 2 (P = 0.002); P = §4% _‘4 _%z ) ‘2 l‘i
Test for owerall effect: Z = 1.26 (P = 0.21) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
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Functional disability, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Connelly 2019 2.2 24 144 17 22 145 7.3% 0.22 [0.01, 0.45] - CTTEY )
Grob 2013 533 6.64 15 2452 1406 14  24%  -1.72[2.59,-0.84] _— 22200
Gulewitsch 2013 1852 9.44 20 2767 7.07 18 33%  -1.07[1.75,-0.39) —_— ®272@7
Hechler 2014 27.9 97 47 342 88 52 55%  -0.68[1.08,-0.27] — 92720
Hickman 2015 3825 32.21 16 3088 3002 16 3.3% 0.23 [-0.46, 0.93] —_— 222272
Kashikar-Zuck 2005 1507 9.08 14 1664 83 13  29%  -0.17[0.93,059 — LT T B
Kashikar-Zuck 2012 16.7 87 57 198 94 &5 59%  -0.34[0.71,0.03 — 0008
Levy 2010 056 054 84 055 048 84 B6% 0.02 [-0.28,0.32] “+ LT T B
Levy 2016 56 57 80 73 83 78 B5% -0.24 [-0.55, 0.07] - 200"
Levy 2017 5.51 814 159 7.65 1044 84 70%  -0.24[-0.50,0.03 - ®2@722
Functional Nieto 2019 596  6.25 25 822 861 36  46%  -0.20[0.80,0.27) —r ®2072@®
. - Palerma 2008 36 286 23 662 476 21 38%  -0.76[1.38,-0.15) —_ P00®? Y1 @)
disability, post- Palermo 2016 (f2f) 952 647 31 81 428 30 45% 0.25 [-0.25, 0.76] T + ® MODERATE
treatment Palermo 2016 (remate) 568  4.38 134 565 469 135 7.3% 0.01 [-0.23, 0.25] + +
Palermo 2020 349 254 73 378 256 70 63%  -0.11[0.44,027) —r 20000
Powers 2013 155 174 64 296 422 71 B2%  -0.43[0.77,-0.08] - 0008
Robins 2005 18.1 49 40 196 58 26 47%  -0.28[0.78,0.22) —r 2@®@2272
Van der Veek 2013 717 876 52 779 878 52 58%  -0.07[0.45 0.31) —+ ®222@
van Tilburg 2009 171 5.1 15 254 106 14  28%  -0.98[1.76,-0.20] _— 222272
Wicksell 2009 123 139 16 146 113 16  33%  -0.18[0.87,057 —r L L L i
Total (95% CI) 1109 1030 100.0%  -0.26 [-0.42,-0.10] ¢
Heterogeneity: Tau®= 0.08; Chi*= 54.97, df= 18 (P < 0.0001); F= 65% t

-4 -2 4

Favours experimental Favours control

L=}

Test for overall effect: Z=3.22 (P = 0.001)

Risk of bias leqend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Functional disability, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Connelly 2019 2 2.2 144 19 22 145 1M.7% 0.05[-0.19,0.28] T [TTEX ]
Grob 2013 4.22 526 15 2476 14 14 27% -1.91 [-2.82,-1.01) I 2272
Kashikar-Zuck 2012 134 8.9 57 17 105 55 8.4% -0.37 [-0.74,0.01] —
Lewy 2010 0.36 0.39 78 048 056 76 9.6% -0.25[-0.57,0.07] -
Levy 2016 5.1 6.4 67 59 68 66 91% -0.12 [-0.46,0.22] -
Lewy 2017 45 6.6 151 76 1085 82 107% -0.37 [-0.64,-0.10] -
Palermo 2016 (f2) 7.84 5.5 3 875 464 30 6.2% -0.18 [-0.68, 0.33] - T
Functional Palermo 2016 {remote) 5.46 432 134 616 505 135 11.5% -0.15[-0.39, 0.09] -
. o Palermo 2020 341 218 730381 277 70 94% -0.04 [0.37,0.29) - o 1e@)
dlsablhty, Powers 2013 7.6 16.9 57 19 30 67 87% -0.46 [-0.81,-0.10] -
fO”OW-Up Wan der Veek 2013 5.8 8.2 52 487 66 52 82% 0.12 [-0.26, 0.51) - MODERATE
Wicksell 2009 8.8 12.9 16 147 121 16 3.9% -0.46 [-1.16,0.24] T
Total (95% Cl) 875 808 100.0%  -0.23[-0.39,-0.07] [}
Heterogeneity: Tau®= 0.04; Chi*= 27.11, df= 11 (P = 0.004); F= 53% _14 52 ) é jl
Testfor overall effect: Z= 2.80 (P = 0.005) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Role Functioning, post treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Bonnert 2017 1.04 11 47 131 11 54 155% -0.24 [-0.64, 0.15] [TTTT]
Gulewitsch 2013 0.5 0.65 14 085 1.37 18 12.0% -0.13[-0.83,057] ®22@2
Hechler 2014 1.6 33 47 5 6.1 47 15.3% -0.69[-1.10,-0.27] - ®®220
Humphreys 2000 0.06 017 46 08 1.26 15 12.9% -1.16 [-1.78,-0.54] — 22207
Lalouni 2019 0.21 0.94 45 041 0893 44  15.3% -0.21 [-0.63, 0.20] ®®2720
Role Wahlund 2003 1.24 3.36 34 008 04 39 147% 0.50[0.03, 0.96] 22200 OOO
Functionin Wahlund 2015 1.2 2.1 i 03 08 33 14.3% 0.57 [0.07,1.07] ®@®222 @
9 VERY LOW
post treatment Total (95% CI) 264 250 100.0%  -0.19[-0.61,0.24]

I

Heterogeneity: Tau®= 0.26; Chi*= 31.98, df=6 (P < 0.0001), F=81% 34
Test for overall effect: Z= 0.87 (P = 0.39)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

-2 0 2 4
(o]

Favours experimental Favours control
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Role Functioning, follow up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Barakat 2010 13.83 14.33 17 11.94 925 20 451% 0.16 [-0.49, 0.80] 222@7?
Wahlund 2003 0.38 0.53 34 004 02 39 54.9% 0.86 [0.38,1.34] R = 22200
Rc_)le ) Total (95% CI) 51 59 100.0%  0.54[-0.15,1.23] 900
Functlonlng, Heterogeneity: Tau®= 0.16; Chi*= 2.95, df=1 (P = 0.09); F= 66% :4 :2 0 é ,:4 VERY LOW
follow up Testfor overall effect: Z=1.55 (P =0.12) Favours experimental Favours control

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

Emotional functioning: Depression, post-treatment

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Connelly 2019 46.4 11.2 144 452 121 145 17.0% 0.10[0.13,0.33] I [TTEX )
Hechler 2014 50.3 12 47 507 85 46 59% -0.04 [-0.44, 0.37) - 9220
Hickman 2015 51.69 6.65 16 4969 646 17 21% 0.30 [-0.39, 0.98] - 22222
Kashikar-Zuck 2005 49.57 17.6 14 4846 1289 13 1.7% 0.07 [-0.69, 0.82] - ® 22
Kashikar-Zuck 2012 9.9 6.2 57 118 58 55  £.9% -0.31 [-0.69, 0.06] — ® ?
Lalouni 2019 1.99 2.88 45 289 285 44  56% -0.31 [0.73, 0.11] - ®
Lester 2020 14.38 6.22 24 1447 453 21 29% -0.02 [-0.60, 0.57] —_) ®
Levy 2010 9.96 6.16 84 835 573 84 102% 0.27 [0.03, 0.57] - ® ?
: Levy 2016 76 71 80 88 76 78 97% -0.16 [-0.47,0.15] -t ?
Emotional Nieto 2019 18.2 6.22 20 199 453 21 26% -0.31 [0.92,0.31] — ® 2 @
functioning: Palermo 2009 58.96 13.1 23 6159 1867 21 28% -0.16 [-0.75, 0.43] —r ® ; PODD
. Palermo 2016 (f2f) 12.03 513 3112 537 30 39% 0.16 [-0.35, 0.66] -
Depression, Palermo 2016 (remote) 9.71 5.1 134 932 537 135 15.9% 0.07 [0.16, 0.31] + ® ® HIGH
post-treatment Stapersma 2018 7.2 6.51 3 77 683 33 43% -0.07 [0.55, 0.40] - @ o
Van der Veek 2013 217 1.96 52 233 187 52  B5% -0.08 [-0.47, 0.30] -+ @ 2@
Wicksell 2009 18.4 10 16 25 105 16  2.0% -0.63 [1.34, 0.08] — @® ? ?
Total (95% CI) 822 811 100.0% -0.02[-0.12, 0.08] {
Heterogeneity: Tau®= 0.00; Chi*=15.57, df=15 (P=0.41); F= 4% +

) L \
t t +
-4 -2 2 4

Favours experimental Favours control

(=2

Test for overall effect: Z= 0.40 (P = 0.69)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)
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Emotional functioning: Depression, follow-up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Connelly 2019 455 11 144 45 11.4 145 24.3% 0.04 [[0.19, 0.28] L
Kashikar-Zuck 2012 8.7 6.1 57 93 59 55  9.4% -0.10[-0.47,0.27)
Lester 2020 15.93 6.49 21 1453 45 18  3.2% 0.24 [-0.39, 0.87]
Lewy 2010 7.89 6.99 78 719 527 76 12.9% 0.11 [-0.20,0.43]
Lewy 2016 44 5.8 67 46 59 66 11.2% -0.03[-0.37,0.31]
H Palermo 2016 (f2f) 11.53 5.37 31 871 586 30 5.0% 0.51 [-0.00,1.02]
qutlor\al Palermo 2016 {remote) 9.55 513 134 949 558 135 226% 0.01 [-0.23, 0.25] b
functioning: Van der Veek 2013 185  1.83 52 179 214 52 B87% 0.03[-0.36, 0.41] DDDD
: Wicksell 2009 18.1 9.8 16 255 169 16 26% -0.52[1.23,018
Depression, [ ‘ HIGH
fOIIOW-up Total (95% Cl) 600 593 100.0% 0.04 [-0.08, 0.15]
Heterogeneity: Tau®= 0.00; Chi*= 7.03, df=8 (P=0.53); F=0% 5_1 00 _510 b 540 1IJU=
Testfor overall effect Z=0.63 (P = 0.53) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Emotional functioning: Anxiety, post-treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Bonnert 2017 2523 16.32 47 2262 1631 54 6.8% 0.16 [-0.23, 0.55) T
Connelly 2019 46.8 11.3 144 455 11 145 10.2% 0.12[0.11,0.35)] ™
Hechler 2014 52.5 121 50 50 114 46  B6.6% 0.21 [0.19, 0.61] T™
Hickman 2015 52.56 7.36 16 47.38 6.1 17 31% 0.75[0.04, 1.46] —
Emotional Kashikar-Zuck 2012 211 0.72 50 239 0.9 50 6.7% -0.34 [-0.74, 0.05] 7
. .\ Lalouni 2019 8.59 7.71 45 1531 763 44 6.0% -0.87 [-1.30,-0.43] -
functioning: Lester 2020 708 624 24 61 495 21 41% 017042076 -+ Sl @)
H _ Lewy 2010 135 4.86 83 13.04 404 80 8.4% 0.10[0.21,0.41) T
AnXIety’ pOSt Levy 2016 8.2 28 80 86 29 78 8.3% -0.14[-0.45,0.17) -T MODERATE
treatment Lewy 2017 109 0.94 158 128 107 81  93%  -0.19[0.46,0.08 -
Palermo 2016 (f2f) 11.42 533 31 13 6.03 30 5.0% -0.27 [[0.78,0.23] -7
Palermo 2016 {remote) 10.56 5.91 134 10.85 6.1 135 10.0% -0.05[-0.29,0.19] -
Stapersma 2018 71 414 3 73 48 33 54% -0.05[-0.52,0.43] -
Yan der Veek 2013 6.83 [ 52 776 633 52 6.9% -0.15[-0.53,0.24] -T
Wicksell 2009 134 39 16 128 55 16  3.2% 012 [-0.57,0.82) i
Total (95% ClI) 966 882 100.0% -0.06 [-0.20, 0.09] 4
Heterogeneity: Tau®= 0.04; Chi*= 29.37, df= 14 (P = 0.009), F= 52% _44 52 b t }‘

Testfor overall effect: Z=0.78 (P =0.43)

Favours experimental Favours control
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Emotional functioning: Anxiety, follow-up
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI A B E
Connelly 2019 453 12 144 46 114 145 21.2% -0.06 [-0.29, 0.17] - 1] ®
Kashikar-Zuck 2012 1.89 0.82 50 222 081 50 7.2% -0.38 [-0.77,0.02] — ee ?
Lester 2020 4.71 5.08 21 407 289 18 2.8% 0.15 [-0.48, 0.78] - @2 ®
Levy 2010 13.21 3.98 75 1259 414 63 10.0% 0.15 [-0.18, 0.49] T ee ?
. Levy 2016 7.9 33 67 82 32 66 97% -0.08 [-0.43, 0.25] -+ @2 ?
Emotional Levy 2017 0.87 0.88 151 11 098 78 150% -0.25 [-0.52, 0.02) - @2 ;
i NrinA- Palermo 2016 (121) 12,61 6.05 3 1121 555 30 4.4% 0.24 [-0.27,0.74] T ®ee
functlonlng. Palermo 2016 (remote) 10.35 6.12 134 1023 545 135 19.7% 0.02 [-0.22, 0.26] + ee ® COOD
Anxiety, follow- Van der Veek 2013 547 522 52 582 609 52 7.6%  -0.06[0.45 0.32) - @®222@ HIGH
up Wicksell 2009 12.2 4.6 16 117 58 16 23% 0.08 [-0.60, 0.79] —1 ®eee2?
Total (95% CI) 741 653 100.0% -0.05 [-0.16, 0.05] [
Heterogeneity: Tau®= 0.00; Chi*= 8.28, df= 9 (P = 0.51); F= 0% 14 _52 D é i
Testfor overall effect: Z=1.01 (P=0.31) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Sleep quality, post-treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Kashikar-Zuck 2012 49 2 57 46 18 55 29.3% 0.15 [-0.22, 0.52) [(ITT
Palermo 2016 (remote) 375 0.76 134 377 084 135 T0.7% -0.02 [0.26, 0.21] L L LT
Sleep qualit
Pq Y Total (95% Cl) 191 190 100.0% 0.03 [-0.17, 0.23] @OOO
post-treatment Heterageneity: Tau®= 0.00; Chi*= 0.62, df=1 (P = 0.43); F= 0% ) 3 r 1 } VERY LOW
Testfor overall effect: Z=0.27 (P =0.79) Favours experimental Favours control
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
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Sleep quality, follow up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Palermo 2016 (remote) 3.76 0.8 134 376 077 135 100.0% 0.00 [-0.24, 0.24] LT T T T
Total (95% CI) 134 135 100.0% 0.00 [-0.24, 0.24]
Sleep quality, Heterogeneity: Not applicable + 4 T t + 1000
fO”OW up Testfor overall effect: 2= 0.00 (P =1.00) Favours experimental Favours control VERY LOW
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Activity participation, follow up
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Sanders 1994 0.3 0.8 22 19 21 22 100.0% -0.99 [-1.62,-0.36) 222072
Activit Total (95% ClI) 22 22 100.0% -0.99 [-1.62, -0.36] <>
Yy Heterogeneity: Not applicable ; t t { 900
participation Testfor overall effect Z= 3.08 (P = 0.002) 4o z 4
’ nET - Favours experimental Favours control VE RY LOW
follow up o
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)
(E) Selective reporting (reporting bias)
Patient Global Impression of Change, post treatment
Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Palermo 2020 KX 18 73 -29 18 70 100.0%  -0.55[-0.89,-0.22) 2700600
Patient Global Total (95% Cl) 73 70 100.0%  -0.55[-0.89,-0.22] >

Impression of
Change, post
treatment

Heterogeneity: Not applicable
Test for overall effect: Z= 3.24 (P = 0.001)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

2 a0 i 2
Favours experimental Favours control

eO00O
VERY LOW
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Patient Global
Impression of
Change, follow

up

Patient Global Impression of Change, follow up

Psychological therapies Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDE
Palerma 2020 42 17 73 -34 2 70 1000%  -0.43[0.76,-0.10] 270080
Total (95% CI) 73 70 100.0%  -0.43[-0.76,-0.10]

100 -50 0 50 100
Favours experimental Favours control

Heterogeneity: Not applicable
Testfor overall effect: Z= 2.54 (P = 0.01)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of outcome assessment (detection bias)
(D) Incomplete outcome data (attrition bias)

(E) Selective reporting (reporting bias)

®O00O
VERY LOW




Appendix H.
Table 6: WHO GRADE Profile: Psychological therapies vs. active/standard care or waitlist for children and adolescents with chronic pain, by control group

Question: Psychological therapies compared to active/standard care or waitlist control in children and adolescents with chronic pain

Setting: Global

Certainty assessment

Subgroup . Certainty
L] ShId Risk of bias | Inconsistency | Indirectness | Imprecision oty analysis: b lacebo SBERT A
studies | design y P considerations cgntrt;l y P (95% Cl) (95% CI)

Pain intensity, post-treatment - Active or standard care control

231

Importance

30 randomised | serious @ serious P not serious | not serious none 1349 1184 - SMD 0.28 10@)
trials lower LOW
(0.44
lower to
0.13
lower)

Pain intensity, post-treatment - Waitlist control

8 randomised serious @ serious P not serious | not serious none 235 257 - SMD 0.34 190
trials lower LOW
(0.66
lower to
0.01
lower)

Pain intensity, follow-up - Active or standard care control

19 randomised | serious @ serious P not serious | not serious none 953 843 - SMD 0.1 1190
trials lower LOW
(0.26
lower to
0.05
higher)

Pain intensity, follow-up - Wait-list control




Certainty assessment Ne of patients Effect

Indirectness | Imprecision

Ne of Study Risk of bias
studies design

Inconsistency

Other
considerations

Subgroup
analysis: by
control

placebo

Relative
(95% Cl)

Absolute
(95% CI)

Certainty

232

Importance

randomised | very serious not serious not serious | very serious none 44 41 - SMD 0.62 [0 0@
trials ¢ d lower VERY LOW
(1.97
lower to
0.73
higher)
50% reduction in pain, post-treatment - Active or standard care control
14 randomised | serious @ not serious serious © not serious none 230/489 84/359 RR1.95 222 more 1190
trials (47.0%) (23.4%) (146 t0 2.61) | per 1,000 LOW
(from 108
more to
377 more)
50% reduction in pain, post-treatment - Waitlist control
8 randomised | very serious | not serious serious © not serious none 77155 201137 RR 3.17 317 more OO0
trials ¢ (49.7%) (14.6%) (1.50 t0 6.67) | per 1,000 VERY LOW
(from 73
more to
828 more)
Health-related quality of life, post-treatment - Active or standard care control
10 randomised | serious @ not serious not serious | not serious none 616 490 - SMD 0.05 (Y11 @)
trials SD lower MODERATE
(0.23
lower to
0.13
higher)

Health-related quality of life, post-treatment - Waitlist control




Certainty assessment Ne of patients Effect

Inconsistency | Indirectness | Imprecision

Ne of
studies
2

Study | pisk of bias
design

Other
considerations

Subgroup
analysis: by
control

placebo

Relative
(95% Cl)

Absolute
(95% CI)

Certainty

233

Importance

randomised | not serious not serious serious © very serious none 72 90 - SMD 0.19 [0 0@
trials f lower VERY LOW
(0.5 lower
t00.12
higher)
Functional disability, post-treatment - Active or standard care control
21 randomised | serious @ not serious not serious | not serious none 1127 1065 - SMD 0.15 (YY1 @)
trials lower MODERATE
(0.27
lower to
0.04
lower)
Functional disability, post-treatment - Waitlist control
3 randomised | serious @ not serious not serious | very serious none 82 84 - SMD 1.05 OO0
trials d lower VERY LOW
(1.62
lower to
0.49
lower)
Functional disability, follow-up - Active or standard care control
13 randomised | not serious not serious not serious | not serious none 899 827 - SMD 0.18 DDDD
trials lower HIGH
(0.28
lower to
0.07
lower)

Emotional functioning (depression), post-treatment - Active or standard care control
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Certainty assessment Ne of patients Effect

Subgroup : Certainty Importance
Ne of Study Risk of bias | Inconsistency | Indirectness | Imprecision Other analysis: by placebo Relative Absolute
studies | design considerations contrc;I (95% Cl) (95% Cl)
18 randomised | not serious not serious not serious | not serious none 870 818 SMD 0.02 OODD
trials lower HIGH
(0.1
lower to
0.08
higher)
Emotional functioning (depression), follow-up - Active or standard care control
12 randomised | not serious not serious not serious | not serious none 709 666 SMD 0.06 ODDHD
trials higher HIGH
(0.05
lower to
0.16
higher)
Emotional functioning (anxiety), post-treatment - Active or standard care control
16 randomised | serious @ not serious not serious | not serious none 957 835 SMD 0.1 Y11 @)
trials lower MODERATE
(0.24
lower to
0.03
higher)
Emotional functioning (anxiety), post-treatment - Waitlist control
3 randomised |  serious 2 not serious serious © serious f none 127 112 SMD 0.03 1000
trials higher VERY LOW
(0.35
lower to
0.41
higher)

Emotional functioning (anxiety), follow-up - Active or standard care control
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b lacebo paale aksolle
studies | design y P considerations cgntrc;I vl P ©5%cl | (95%CI)
13

randomised | serious @ not serious not serious | not serious none 820 695 - SMD 0.07 Y11 @)
trials lower MODERATE
017
lower to
0.03
higher)

Cl: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio

Explanations

a. Downgraded one level for serious limitations in study design or execution: >50% of risk of bias judgements were rated unclear or high risk of bias.

b. Downgraded one level for serious inconsistency: unexplained statistical heterogeneity >50%.

c. Downgraded two levels for very serious limitations in study design or execution: >75% of risk of bias judgements were rated unclear or high risk of bias.

d. Downgraded by two levels for very serious imprecision: very small number of participants (<200 participants) or studies (<2 studies) contributing to the analyses.
e. Downgraded by one level for indirectness: few conditions presented in the meta-analysis so estimate may not be applicable to other chronic pain conditions.

f. Downgraded by one level for serious imprecision: small number of participants (<400 participants) or studies (<2 studies) contributing to the analyses.
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Table 7: WHO GRADE Profile: Psychological therapies vs. active (non-psychological)/standard care or waitlist for children and adolescents with chronic pain, by pain condition

Question: Psychological therapies compared to active (non-psychological)/standard care or waitlist in children and adolescents with chronic pain. Subgroup analysis: by pain condition.

Certainty assessment Ne of patients “

Setting: Global

Subgroup Certainty Importance
L] Sy Risk of bias | Inconsistency | Indirectness | Imprecision DIy CIERERR (L lacebo SRERT SN
studies | design y P considerations pain P (95% Cl) (95% CI)

condition

Pain intensity, post-treatment - Chronic primary visceral pain

10 randomised | very serious | very serious® | notserious | not serious none 479 365 - SMD 0.49 1000 CRITICAL
trials a lower VERY LOW
(0.83
lower to
0.15
lower)

Pain intensity, post-treatment - Mixed pain conditions

12 randomised | not serious serious ¢ not serious | not serious none 484 484 - SMD 0.3 118 1@) CRITICAL
trials lower MODERATE
(0.55
lower to
0.05
lower)

Pain intensity, post-treatment - Headache (TTH, Migraine)

10 randomised | very serious | not serious not serious | not serious none 306 268 - SMD 0.15 21200 CRITICAL
trials a lower LOW
(0.36
lower to
0.06
higher)

Pain intensity, follow-up - Chronic primary visceral pain
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Pl Risk of bias | Inconsistency | Indirectness | Imprecision sl CIEVELALY lacebo R absole
studies | design y P considerations pain P (95% Cl) (95% Cl)
condition
6

randomised | seriousd | veryserious® | notserious | notserious none 343 264 - SMD 0.38 1000 CRITICAL
trials lower VERY LOW
(0.77
lower to
0.02
higher)

Pain intensity, follow-up - Mixed pain conditions

6 randomised | not serious serious © not serious | not serious none 292 289 - SMD 0.08 1110 CRITICAL
trials lower MODERATE
(0.39
lower to
0.23
higher)

Pain intensity, follow-up - Headache (TTH, Migraine)

6 randomised | very serious | not serious not serious serious © none 130 98 - SMD 0.09 1000 CRITICAL
trials a lower VERY LOW
(0.44
lower to
0.26
higher)
50% reduction in pain, post-treatment - Chronic primary headache and orofacial pain
3 randomised |  serious 4 not serious not serious serious © none 61/106 29/106 RR 2.80 492 more 12100 CRITICAL
trials (57.5%) (27.4%) (1.16 t0 6.75) | per 1,000 LOW
(from 44
more to
1,000
more)

50% reduction in pain, post-treatment - Mixed pain conditions pain reduction
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Certainty assessment Ne of patients Effect

Subgroup

Certainty
analysis: by

Importance

Other Relative Absolute

placebo

LG ALY Risk of bias | Inconsistency | Indirectness | Imprecision
studies | design

considerations pain

condition

(95% CI)

(95% CI)

randomised | not serious not serious not serious serious ¢ none 27/92 (29.3%) | 8/84 (9.5%) RR 2.88 179 more ODeO CRITICAL
trials (1.40t0 5.92) | per 1,000 MODERATE
(from 38
more to
469 more)
50% reduction in pain, post-treatment - Headache (TTH, Migraine)
16 randomised | very serious | not serious not serious | not serious none 219/446 67/306 RR 2.04 228 more 1200 CRITICAL
trials a (49.1%) (21.9%) (14510 2.87) | per 1,000 LOW
(from 99
more to
409 more)
Health-related quality of life, post-treatment - Chronic primary visceral pain
5 randomised |  serious 4 not serious not serious serious © none 154 167 - SMD 0.24 12100 CRITICAL
trials lower LOW
(0.55
lower to
0.07
higher)
Functional disability, post-treatment - Chronic primary visceral pain
7 randomised |  serious 9 serious © not serious | not serious none 390 310 - SMD 0.35 1210@) CRITICAL
trials lower LOW
(0.65
lower to
0.06
lower)

Functional disability, post-treatment - Mixed pain
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Pl Risk of bias | Inconsistency | Indirectness | Imprecision sl CIEVELALY lacebo R absole
studies | design y P considerations pain P (95% Cl) (95% Cl)

condition

randomised | not serious serious © not serious | not serious none 344 342 - SMD 0.31 112 1@) CRITICAL
trials lower MODERATE
(0.63
lower to 0

)

Functional disability, post-treatment - Headache (TTH, Migraine)

4 randomised |  serious 4 not serious not serious serious © none 100 119 - SMD 0.22 1200 CRITICAL
trials lower LOW
(0.49
lower to
0.05
higher)

Functional disability, follow-up - Chronic primary visceral pain

4 randomised |  serious 4 very serious ® | not serious | not serious none 296 224 - SMD 0.43 000 CRITICAL
trials lower VERY LOW
(0.91
lower to
0.04
higher)

Functional disability, follow-up - Mixed pain

4 randomised | not serious not serious not serious | not serious none 254 251 - SMD 0.14 DDDD CRITICAL
trials lower HIGH
(0.32
lower to
0.03
higher)

Emotional functioning (depression), post-treatment - Chronic primary visceral pain



Certainty assessment Ne of patients Effect

Neiof S Studys ek of bias
studies | design
5

Inconsistency

Indirectness | Imprecision

Other
considerations

Subgroup
analysis: by
pain
condition

placebo

Relative
(95% Cl)

Absolute
(95% CI)

Certainty
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Importance

randomised |  serious 4 not serious not serious | not serious none 281 279 - SMD 0.08 112 1@) CRITICAL
trials lower MODERATE
(0.3 lower
t0 0.15
higher)
Emotional functioning (depression), post-treatment - Mixed pain
6 randomised | not serious ¢ |  not serious not serious | not serious none 275 269 - SMD 0 ODDHD CRITICAL
trials (017 HIGH
lower to
0.17
higher)
Emotional functioning (depression), post-treatment - Headache (TTH, Migraine)
3 randomised |  serious 4 not serious not serious | very serious none 95 53 - SMD 0.02 1000 CRITICAL
trials f lower VERY LOW
(0.36
lower to
0.33
higher)
Emotional functioning (depression), follow-up - Chronic primary visceral pain
3 randomised |  serious 9 not serious not serious serious © none 197 194 - SMD 0.04 1210@) CRITICAL
trials higher LOW
(0.16
lower to
0.24
higher)

Emotional functioning (depression), follow-up - Mixed pain
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Certainty assessment Ne of patients Effect

Absolute
(95% CI)

Certainty Importance

Relative

Blacebe (95% Cl)

Subgroup
LG ALY Risk of bias | Inconsistency | Indirectness | Imprecision f)ther. analyslls: 5]
studies | design considerations pain

condition

randomised | not serious serious © not serious serious © none 202 199 - SMD 0.09 12100 CRITICAL
trials higher LOW
(0.26
lower to
043
higher)
Emotional functioning (depression), follow-up - Headache (TTH, Migraine)
randomised | not serious not serious not serious serious © none 109 73 SMD 0.19 1110 CRITICAL
trials higher MODERATE
(0.12
lower to
0.49
higher)
Emotional functioning (anxiety), post-treatment - Chronic primary visceral pain
randomised |  serious 4 serious © not serious | not serious none 307 308 SMD 0.16 o000 CRITICAL
trials lower LOW
(0.48
lower to
0.15
higher)
Emotional functioning (anxiety), post-treatment - Mixed pain
randomised | not serious not serious not serious | not serious none 255 248 SMD 0 ODODD CRITICAL
trials (017 HIGH
lower to
0.18
higher)

Emotional functioning (anxiety), post-treatment - Headache (TTH, Migraine)




Certainty assessment Ne of patients Effect

Indirectness | Imprecision

Ne of
studies
4

Study | ciek of bias
design

Inconsistency

Other
considerations

Subgroup
analysis: by
pain
condition

placebo

Relative
(95% Cl)

Absolute
(95% CI)

Certainty
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Importance

randomised |  serious 4 not serious not serious serious © none 118 65 - SMD 0.25 12100 CRITICAL
trials lower LOW
(0.56
lower to
0.06
higher)
Emotional functioning (anxiety), follow-up - Chronic primary visceral pain
3 randomised |  serious 4 not serious not serious serious © none 194 181 - SMD 0.01 1210@) CRITICAL
trials higher LOW
(0.2 lower
t0 0.21
higher)
Emotional functioning (anxiety), follow-up - Mixed pain
4 randomised | not serious not serious not serious | not serious none 202 199 - SMD 0.07 ODOD CRITICAL
trials higher HIGH
(0.12
lower to
0.27
higher)
Emotional functioning (anxiety), follow-up - Headache (TTH, Migraine)
3 randomised |  serious 4 not serious not serious | very serious none 79 42 - SMD 0.25 1000 CRITICAL
trials f lower VERY LOW
(0.64
lower to
0.15
higher)

Cl: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
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Explanations
a. Downgraded two levels for very serious limitations in study design or execution: >75% of risk of bias judgements were rated unclear or high risk of bias.
b. Downgraded by two levels for very serious inconsistency: unexplained statistical heterogeneity >75%.
c. Downgraded one level for serious inconsistency: unexplained statistical heterogeneity >50%.
d. Downgraded one level for serious limitations in study design or execution: >50% of risk of bias judgements were rated unclear or high risk of bias.
e. Downgraded by one level for serious imprecision: small number of participants (<400 participants) or studies (<2 studies) contributing to the analyses.

f. Downgraded by two levels for very serious imprecision: very small number of participants (<200 participants) or studies (<2 studies) contributing to the analyses.
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Table 8: WHO GRADE Profile: Psychological therapies vs. active (non-psychological)/standard care or waitlist for children and adolescents with chronic pain, by treatment duration

Question: Psychological therapies compared to active (non-psychological)/standard care or waitlist in children and adolescents with chronic pain. Subgroup analysis by treatment duration.

Certainty assessment Ne of patients “

Setting: Global

Subgroup Certainty Importance
hIGJ SUIE) Risk of bias | Inconsistency | Indirectness | Imprecision iy IEWE B LY lacebo REANT AL
studies | design y P considerations treatment P (95% Cl) (95% ClI)
duration

Pain intensity, post-treatment - Treatment duration, <4 hours

9 randomised |  serious @ serious P not serious | not serious none 613 515 - SMD 0.07 10@)
trials lower LOW
(0.26 lower to
0.11 higher)

Pain intensity, post-treatment - Treatment duration, >4 hours

17 randomised |  serious @ serious P not serious | not serious none 585 580 - SMD 0.3 lower [1:10@)
trials (0.52 lower to LOW
0.08 lower)

Pain intensity, follow-up - Treatment duration, <4 hours

6 randomised | not serious serious © not serious | not serious none 484 391 - SMD 0.11 Y1210
trials lower MODERATE
(0.39 lower to
0.16 higher)

Pain intensity, follow-up - Treatment duration, >4 hours

10 randomised |  serious @ serious © not serious | not serious none 378 377 - SMD 0.1lower | OO
trials (0.34 lower to LOW
0.14 higher)

50% reduction in pain, post-treatment - Treatment duration, <4 hours



245

Certainty assessment Ne of patients “

Subgroup Certainty Importance
LG ALY Risk of bias | Inconsistency | Indirectness | Imprecision oLy LS ) lacebo REELTD LD
studies | design y P considerations treatment P (95% Cl) (95% CI)
duration
8

randomised |  serious @ not serious serious © serious 9 none 68/195 231197 RR 2.50 175 more per 1000
trials (34.9%) (11.7%) (1.47 t0 4.25) 1,000 VERY LOW
(from 55 more
to 379 more)

50% reduction in pain, post-treatment - Treatment duration, >4 hours

6 randomised | very serious serious P serious ¢ serious ¢ none 108/204 311105 RR1.92 272 more per 1000
trials e (52.9%) (29.5%) (1.02 to 3.60) 1,000 VERY LOW
(from 6 more to
768 more)

Health-related quality of life - Treatment duration <4 hours

3 randomised |  serious @ very serious f | not serious serious 9 none 290 188 - SMD 0.33 SD OO0
trials lower VERY LOW
(0.79 lower to
0.13 higher)

Health-related quality of life, post-treatment - Treatment duration, >4 hours

2 randomised | not serious not serious serious © serious 9 none 166 169 - SMD 0.14 10@)
trials higher LOW
(0.07 lower to
0.36 higher)

Functional disability, post-treatment - Treatment duration, <4 hours

10 randomised |  serious 2 not serious not serious | not serious none 629 575 - SMD 0.16 Y1 1@)
trials lower MODERATE
(0.31 lower to
0.01 lower)

Functional disability, post-treatment - Treatment duration, >4 hours



Ne of
studies
8

Study ook of bias
design

Certainty assessment

Inconsistency

Indirectness | Imprecision

Other
considerations

Subgroup
analysis: by
treatment
duration

placebo

Relative
(95% Cl)

Absolute
(95% ClI)

Certainty
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Importance

randomised |  serious @ very serious f | notserious | not serious none 365 353 - SMD 0.36 1000
trials lower VERY LOW
(0.75 lower to
0.02 higher)
Functional disability, follow-up - Treatment duration, <4 hours
6 randomised | not serious not serious serious © not serious none 531 451 - SMD 0.19 SD Y110
trials lower MODERATE
(0.31 lower to
0.06 lower)
Functional disability, follow-up - Treatment duration, >4 hours
5 randomised | not serious | very serious f serious ¢ not serious none 258 257 - SMD 0.33 OO0
trials lower VERY LOW
(0.79 lower to
0.13 higher)
Emotional functioning (depression), post-treatment - Treatment duration, <4 hour
8 randomised | not serious not serious not serious | not serious none 419 409 - SMD 0.05 OPDD
trials higher HIGH
(0.08 lower to
0.19 higher)
Emotional functioning (depression), post-treatment - Treatment duration, >4 hours
4 randomised |  serious @ not serious not serious | not serious none 259 259 - SMD 0.03 Y110
trials lower MODERATE
(0.25 lower to
0.18 higher)

Emotional functioning (depression), follow-up - Treatment duration, <4 hours




Ne of Study Risk of bias
studies design

Certainty assessment

Inconsistency

Indirectness | Imprecision

Other
considerations

Subgroup
analysis: by
treatment
duration

placebo

Relative
(95% Cl)

Absolute
(95% ClI)

Certainty
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Importance

randomised | not serious not serious not serious | not serious none 338 330 - SMD 0.08 DDODOD
trials higher HIGH
(0.07 lower to
0.23 higher)
Emotional functioning (depression), follow-up - Treatment duration, >4 hours
5 randomised |  serious @ not serious not serious | not serious none 278 272 - SMD 0.06 Y110
trials higher MODERATE
(0.11 lower to
0.22 higher)
Emotional functioning (anxiety), post-treatment - Treatment duration, <4 hours
7 randomised | serious @ not serious not serious | not serious none 522 426 - SMD 0.05 Y11 @)
trials lower MODERATE
(0.21 lower to
0.1 higher)
Emotional functioning (anxiety), post-treatment - Treatment duration, >4 hours
6 randomised | serious @ not serious not serious | not serious none 317 310 - SMD 0.05 Y11 @)
trials higher MODERATE
(0.1 lower to
0.21 higher)
Emotional functioning (anxiety), follow-up - Treatment duration, <4 hours
6 randomised | not serious not serious not serious | not serious none 475 374 - SMD 0.06 DPDHD
trials lower HIGH
(0.22 lower to
0.09 higher)

Emotional functioning (anxiety), follow-up - Treatment duration, >4 hours




248

Certainty assessment Ne of patients “

Subgroup Certainty Importance
T ALY Risk of bias | Inconsistency | Indirectness | Imprecision oLy LS ) lacebo REELTD LD
studies | design y P considerations treatment P (95% Cl) (95% CI)

duration

randomised | not serious not serious not serious | not serious none 264 261 - SMD 0 DDODOD
trials (0.17 lower to HIGH
0.17 higher)

Cl: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio

Explanations

a. Downgraded one level for serious limitations in study design or execution: >50% of risk of bias judgements were rated unclear or high risk of bias.

b. Downgraded one level for serious inconsistency: unexplained statistical heterogeneity >50%.

c. Downgraded by one level for indirectness: few conditions presented in the meta-analysis so estimate may not be applicable to other chronic pain conditions.
d. Downgraded by one level for serious imprecision: small number of participants (<400 participants) or studies (<2 studies) contributing to the analyses.

e. Downgraded two levels for very serious limitations in study design or execution: >75% of risk of bias judgements were rated unclear or high risk of bias.

f. Downgraded by two levels for very serious inconsistency: unexplained statistical heterogeneity >75%.
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Table 9: WHO GRADE Profile: Psychological therapies vs. active (non-psychological)/standard care or waitlist for children and adolescents with chronic pain, by route

Question: Psychological therapies compared to active (non-psychological)/standard care or waitlist in children and adolescents with chronic pain. Subgroup analysis by route (face-to-face from therapist vs. remotely

delivered)
Certainty assessment Ne of patients Effect

Setting: Global

Subgroup Certainty Importance
i S} Risk of bias | Inconsistency | Indirectness | Imprecision oy analysis: b RECLID gheolis
studies | design y P considerations r‘;ute' y ©95%Cl) | (95% CI)

Pain intensity, post-treatment - Face-to-face with therapist

23 randomised | serious 2 serious P not serious | not serious none 826 682 - SMD 0.38 1210@)
trials lower LOW
(0.58
lower to
0.17
lower)

Pain intensity, post-treatment - Remote from therapist

17 randomised | serious @ not serious not serious | not serious none 785 731 - SMD 0.19 Y11 @)
trials lower MODERATE
(0.35
lower to
0.04
lower)

Pain intensity, follow-up - Face-to-face with therapist

13 randomised | serious @ serious P not serious | not serious none 479 404 - SMD 0.15 Y 10@)
trials lower LOW
(0.35
lower to
0.06
higher)

Pain intensity, follow-up - Remote from therapist
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b paale aksolle
studies | design y P considerations r‘;ute' y ©5%Cl) | (95% CI)
9

randomised | serious @ serious P not serious | not serious none 518 475 - SMD 0.13 100
trials lower LOW
(0.39
lower to
0.13
higher)

50% reduction in pain, post-treatment - Face-to-face with therapist

14 randomised | very serious serious P not serious | not serious none 210/402 741295 RR 2.02 256 more OO0
trials ¢ (52.2%) (25.1%) (1.36 t0 2.98) | per 1,000 VERY LOW
(from 90
more to
497 more)

50% reduction in pain, post-treatment - Remote from therapist

9 randomised | serious @ not serious not serious serious 9 none 97/242 36/200 RR1.91 164 more 10@)
trials (40.1%) (18.0%) (1.38t0 2.66) | per 1,000 LOW
(from 68
more to
299 more)

Functional disability, post-treatment - Face-to-face with therapist

15 randomised | serious @ serious P not serious | not serious none 666 611 - SMD 0.31 1190
trials lower LOW
(0.49
lower to
0.13
lower)

Functional disability, post-treatment - Remote from therapist
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b paale aksolle
studies | design y P considerations r‘;ute' y ©5%Cl) | (95% CI)
10

randomised | not serious serious P not serious | not serious none 543 535 - SMD 0.14 Y11 @)

trials lower MODERATE
(0.33
lower to
0.06
higher)

Functional disability, follow-up - Face-to-face with therapist

9 randomised | not serious serious P not serious | not serious none 454 413 - SMD 0.33 Y1 1@)
trials lower MODERATE
(0.55
lower to
0.1 lower)

Functional disability, follow-up - Remote from therapist

7 randomised | not serious not serious not serious | not serious none 474 473 - SMD 0.05 ODDD
trials lower HIGH
(0.29
lower to
0.2 higher)

Emotional functioning (depression), post-treatment - Face-to-face with therapist

9 randomised | serious 2 not serious not serious | not serious none 397 391 - SMD 0.04 Y12 1@)
trials lower MODERATE
(0.21
lower to
0.13
higher)

Emotional functioning (depression), post-treatment - Remote from therapist



252

Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b paale aksolle
studies | design y P considerations r‘;ute' y ©5%Cl) | (95% CI)
10

randomised | not serious not serious not serious | not serious none 520 473 - SMD 0.01 OODD
trials lower HIGH
(0.13
lower to
0.12
higher)

Emotional functioning (depression), follow-up - Face-to-face with therapist

7 randomised | not serious not serious not serious | not serious none 346 336 - SMD 0.06 ODDHD
trials higher HIGH

(0.1

lower to

0.23

higher)

Emotional functioning (depression), follow-up - Remote from therapist

5 randomised | not serious not serious not serious | not serious none 363 330 - SMD 0.05 ODDD
trials higher HIGH
(0.1 lower
t00.2
higher)

Emotional functioning (anxiety), post-treatment - Face-to-face with therapist

10 randomised | serious @ not serious not serious | not serious none 483 420 - SMD 0.05 Y12 1@)
trials lower MODERATE
(0.2 lower
t0 0.11
higher)

Emotional functioning (anxiety), post-treatment - Remote from therapist



Certainty assessment Ne of patients Effect

Indirectness | Imprecision

Ne of
studies
10

Study | pisk of bias
design

Inconsistency

Other
considerations

Subgroup
analysis: by
route

Relative
(95% Cl)

Absolute
(95% CI)

Certainty
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Importance

randomised | not serious serious P not serious | not serious none 601 527 - SMD 0.14 Y11 @)
trials lower MODERATE
(0.34
lower to
0.06
higher)
Emotional functioning (anxiety), follow-up - Face-to-face with therapist
8 randomised | serious @ not serious not serious | not serious none 392 324 - SMD 0.06 (Y11 @)
trials lower MODERATE
(0.22
lower to
0.09
higher)
Emotional functioning (anxiety), follow-up - Remote from therapist
6 randomised | not serious not serious not serious | not serious none 428 406 - SMD 0.09 ODDD
trials lower HIGH
(0.24
lower to
0.06
higher)
Health-related quality of life, post-treatment - Face-to-face with therapist
2 randomised |  serious 2 not serious serious © serious 9 none 178 123 - SMD 0.12 1000
trials lower VERY LOW
(0.36
lower to
0.11
higher)

Health-related quality of life, post-treatment - Remote from therapist
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b paale aksolle
studies | design y P considerations r‘;ute' y ©5%Cl) | (95% CI)
11

randomised | serious @ not serious not serious | not serious none 510 457 - SMD 0.06 Y11 @)
trials lower MODERATE
(0.23
lower to
0.12
higher)

Cl: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
Explanations

a. Downgraded one level for serious limitations in study design or execution: >50% of risk of bias judgements were rated unclear or high risk of bias.

b. Downgraded one level for serious inconsistency: unexplained statistical heterogeneity >50%.

c. Downgraded two levels for very serious limitations in study design or execution: >75% of risk of bias judgements were rated unclear or high risk of bias.
d. Downgraded by one level for serious imprecision: small number of participants (<400 participants) or studies (<2 studies) contributing to the analyses.

e. Downgraded by one level for indirectness: few conditions presented in the meta-analysis so estimate may not be applicable to other chronic pain conditions.
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Table 10: WHO GRADE Profile: Psychological therapies vs. active (non-psychological)/standard care or waitlist for children and adolescents with chronic pain, by therapy classification

Question: Psychological therapies compared to active (non-psychological)/standard care or waitlist in children and adolescents with chronic pain. Subgroup analysis by therapy classification

Certainty assessment Ne of patients “

Setting: Global

Subgroup Certainty Importance
2] Sy Risk of bias | Inconsistency | Indirectness | Imprecision Dy analysis: b lacebo LRERT SN
studies | design y P considerations ther:py t.ypi P (95% Cl) (95% Cl)

Pain intensity, post-treatment - CBT

31 randomised |  serious @ serious P not serious | not serious none 1344 1259 - SMD 0.27 110@)
trials lower LOW
(0.4 lower
to 0.14
lower)

Pain intensity, post-treatment - Relaxation training

4 randomised | very serious | not serious serious ¢ serious © none 136 113 - SMD 0.13 1000
trials ¢ higher VERY LOW
(0.13
lower to
0.38
higher)

Pain intensity, post-treatment - Behavioural therapy

2 randomised | very serious | very serious f serious ¢ | very serious none 35 25 - SMD 1.23 000
trials ¢ 9 lower VERY LOW
(2.74
lower to
0.27
higher)

Pain intensity, follow-up - CBT
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Certainty assessment Ne of patients Effect

Certainty Importance

Subgroup
analysis: by
therapy type

Other
considerations

Absolute
(95% CI)

Relative
(95% Cl)

placebo

Ne 9f Stu_dy Risk of bias | Inconsistency | Indirectness | Imprecision
studies | design
17

randomised | serious @ serious P not serious | not serious none 918 809 - SMD 0.09 100
trials lower LOW
(0.27
lower to
0.08
higher)
Pain intensity, follow-up - Relaxation training
2 randomised | serious @ not serious serious ¢ very serious none 43 49 - SMD 0.1 OO0
trials 9 lower VERY LOW
(0.51
lower to
0.31
higher)
50% reduction in pain, post-treatment - CBT
12 randomised | serious @ not serious serious ¢ not serious none 161/351 72/312 RR 1.86 198 more 110@)
trials (45.9%) (23.1%) (1.48102.32) | per 1,000 LOW
(from 111
more to
305 more)
50% reduction in pain, post-treatment - Relaxation therapy
7 randomised | very serious | very serious f serious ¢ serious © none 64/145 11/93 (11.8%) RR3.78 329 more 1000
trials c (44.1%) (0.99 to 14.46) | per 1,000 VERY LOW
(from 1
fewer to
1,000
more)

50% reduction in pain, post-treatment - Behaviour therapy
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
Ne of Study Risk of bias | Inconsistency | Indirectness | Imprecision Other analysis: b lacebo Relative Absolute
studies | design y P considerations ysis: by P (95% Cl) (95% Cl)
therapy type
randomised | very serious | very serious f serious ¢ | very serious none 47162 (75.8%) | 13/53 (24.5%) RR 2.71 419 more 1000
trials ¢ 9 (0.69 to 10.60) | per 1,000 VERY LOW
(from 76
fewer to
1,000
more)
Functional disability, post-treatment - CBT
21 randomised | serious @ serious P not serious | not serious none 1142 1085 - SMD 0.24 1190
trials lower LOW
(0.38
lower to
0.1 lower)
Functional disability, follow-up - CBT
12 randomised | not serious serious © not serious | not serious none 867 795 - SMD 0.23 Y11 @)
trials lower MODERATE
(0.4 lower
to 0.06
lower)
Emotional functioning (depression), post-treatment - CBT
17 randomised | serious @ not serious not serious | not serious none 850 809 - SMD 0.01 (Y11 @)
trials lower MODERATE
(0.1
lower to
0.08
higher)

Emotional functioning (depression), follow-up - CBT
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Certainty assessment Ne of patients Effect

Subgroup : Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: by placebo paale aksolle
studies | design considerations ) (95% Cl) (95% Cl)
therapy type
8 randomised | not serious not serious not serious | not serious none 581 570 SMD 0.03 OODD
trials higher HIGH
(0.08
lower to
0.15
higher)
Emotional functioning (anxiety), post-treatment - CBT
16 randomised | serious 2 serious P not serious | not serious none 997 882 SMD 0.09 1210@)
trials lower LOW
(0.23
lower to
0.06
higher)
Emotional functioning (anxiety), follow-up - CBT
10 randomised | not serious not serious serious ¢ not serious none 734 634 SMD 0.07 Y11 @)
trials lower MODERATE
(0.18
lower to
0.03
higher)

CI: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
Explanations

a. Downgraded one level for serious limitations in study design or execution: >50% of risk of bias judgements were rated unclear or high risk of bias.

b. Downgraded one level for serious inconsistency: unexplained statistical heterogeneity >50%.

c. Downgraded two levels for very serious limitations in study design or execution: >75% of risk of bias judgements were rated unclear or high risk of bias.

d. Downgraded by one level for indirectness: few conditions presented in the meta-analysis so estimate may not be applicable to other chronic pain conditions.

e. Downgraded by one level for serious imprecision: small number of participants (<400 participants) or studies (<2 studies) contributing to the analyses.
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f. Downgraded by two levels for very serious inconsistency: unexplained statistical heterogeneity >75%.

g. Downgraded by two levels for very serious imprecision: very small number of participants (<200 participants) or studies (<2 studies) contributing to the analyses.
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Table 11: WHO GRADE Profile: Psychological therapies vs. active (non-psychological)/standard care or waitlist for children and adolescents with chronic pain, by size

Question: Psychological therapies compared to active (non-psychological)/standard care or waitlist in children and adolescents with chronic pain. Subgroup analysis by size (less than and more than 20 participants/arm)

Certainty assessment Ne of patients “

Setting: Global

Subgroup Certainty Importance
2] Sy Risk of bias | Inconsistency | Indirectness | Imprecision Dy analysis: b lacebo LRERT SN
studies | design y P considerations :ize. y P (95% Cl) (95% Cl)

Pain intensity, post-treatment - <20 participants/arm

13 randomised |  serious 2 serious © not serious | very serious none 270 196 - SMD 0.62 OO0
trials cd lower VERY LOW
(0.95
lower to
0.3 lower)

Pain intensity, post-treatment - >20 participants/arm

25 randomised | serious @ serious P not serious | not serious none 1314 1245 - SMD 0.17 [1210@)
trials lower LOW
(0.3 lower
t0 0.04
lower)

Pain intensity, follow-up - <20 participants/arm

8 randomised |  serious 2 serious P not serious | very serious none 142 17 - SMD 0.3 OO0
trials cd lower VERY LOW
(0.72
lower to
0.12
higher)

Pain intensity, follow-up - >20 participants/arm
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Certainty assessment Ne of patients Effect

Subgroup : Certainty Importance
Ne of Study Risk of bias | Inconsistency | Indirectness | Imprecision Other analysis: b lacebo Relative Absolute
studies | design y P considerations Zize' vl P ©5%cl | (95%CI)
13 randomised | serious 2 serious © not serious | not serious none 855 767 - SMD 0.08 12100
trials lower LOW
(0.25
lower to
0.09
higher)
50% reduction in pain, post-treatment - >20 participants/arm
6 randomised |  serious @ not serious serious © serious © none 127/312 59/240 RR 1.58 143 more 1000
trials (40.7%) (24.6%) (1.16 t0 2.17) | per 1,000 VERY LOW
(from 39
more to
288 more)
50% reduction in pain, post-treatment - <20 participants/arm
16 randomised | very serious | not serious serious © not serious none 180/332 45/256 RR 2.69 297 more 1000
trials f (54.2%) (17.6%) (1.81t04.01) | per 1,000 VERY LOW
(from 142
more to
529 more)
Functional disability, post-treatment - <20 participants/arm
8 randomised |  serious 2 serious © not serious | very serious none 131 128 - SMD 0.49 1000
trials cd lower VERY LOW
(0.93
lower to
0.05
lower)

Functional disability, post-treatment - >20 participants/arm




262

Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b lacebo paale aksolle
studies | design y P considerations Zize' vl P ©5%cl | (95%CI)
16

randomised | not serious serious P not serious | not serious none 1078 1021 - SMD 0.18 Y11 @)

trials lower MODERATE
(0.32
lower to
0.05
lower)

Functional disability, follow-up - <20 participants/arm

3 randomised |  serious 2 serious © not serious | very serious none 42 41 - SMD 0.99 1000
trials cd lower VERY LOW
(1.85
lower to
0.13
lower)

Functional disability, follow-up - >20 participants/arm

1 randomised | not serious not serious not serious | not serious none 872 800 - SMD 0.16 ODDD
trials lower HIGH
(0.27
lower to
0.05
lower)

Health-related quality of life, post-treatment - <20 participants/arm

3 randomised | very serious | very serious 9 | notserious | very serious none 67 45 - SMD 0.32 1000
trials fg ah lower VERY LOW
(1.26
lower to
0.62
higher)

Health-related quality of life, post-treatment - >20 participants/arm
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b lacebo paale aksolle
studies | design y P considerations Zize' vl P ©5%cl | (95%CI)
9

randomised | not serious not serious not serious | not serious none 621 535 - SMD 0.04 OODD
trials SD lower HIGH
(0.16
lower to
0.08
higher)

Emotional functioning (depression), post-treatment - <20 participants/arm

5 randomised |  serious 2 not serious not serious | very serious none 114 76 - SMD 0.03 1000
trials cd lower VERY LOW
(0.35
lower to
0.3 higher)

Emotional functioning (depression), post-treatment - >20 participants/arm

14 randomised | not serious not serious not serious | not serious none 803 788 - SMD 0.02 ODOD
trials lower HIGH
(0.12
lower to
0.08
higher)

Emotional functioning (depression), follow-up - <20 participants/arm

3 randomised | serious @ not serious not serious | very serious none 73 43 - SMD 0.04 1000
trials h lower VERY LOW
(0.51
lower to
042
higher)

Emotional functioning (depression), follow-up - >20 participants/arm
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
Ne of Study Risk of bias | Inconsistency | Indirectness | Imprecision Other analysis: b lacebo Relative Absolute
studies | design y P considerations Zize' vl P ©5%cl | (95%CI)
9 randomised | not serious not serious not serious | not serious none 636 623 SMD 0.06 OODD
trials higher HIGH
(0.05
lower to
0.17
higher)
Emotional functioning (anxiety), post-treatment - <20 participants/arm
5 randomised | very serious not serious not serious | very serious none 120 73 SMD 0.01 OO0
trials a h lower VERY LOW
(0.43
lower to
0.4 higher)
Emotional functioning (anxiety), post-treatment - >20 participants/arm
14 randomised | not serious not serious not serious | not serious none 964 874 SMD 0.09 ODOD
trials lower HIGH
(0.22
lower to
0.04
higher)
Emotional functioning (anxiety), follow-up - <20 participants/arm
4 randomised | serious 2 not serious not serious | very serious none 88 54 SMD 0.15 1000
trials de lower VERY LOW
(0.51
lower to
0.21
higher)

Emotional functioning (anxiety), follow-up - >20 participants/arm
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Certainty assessment Ne of patients Effect

Subgroup Certainty Importance
A Ry Risk of bias | Inconsistency | Indirectness | Imprecision el analysis: b lacebo paale aksolle
studies | design y P considerations Zize' vl P ©5%cl | (95%CI)
9

randomised | not serious not serious not serious | not serious none 732 641 - SMD 0.06 OODD
trials lower HIGH
017
lower to
0.05
higher)

CI: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
Explanations

a. Downgraded one level for serious limitations in study design or execution: >50% of risk of bias judgements were rated unclear or high risk of bias.

b. Downgraded one level for serious inconsistency: unexplained statistical heterogeneity >50%.

c. Downgraded by one level for serious imprecision: small number of participants (<400 participants) or studies (<2 studies) contributing to the analyses.

d. Downgraded by one level for serious imprecision: wide confidence intervals

e. Downgraded one level for serious inconsistency: unexplained statistical heterogeneity >50%.

f. Downgraded by two levels for very serious imprecision: very small number of participants (<200 participants) or studies (<2 studies) contributing to the analyses.
g. Downgraded by two levels for very serious inconsistency: unexplained statistical heterogeneity >75%.

h. Downgraded by two levels for very serious imprecision: very small number of participants (<200 participants) or studies (<2 studies) contributing to the analyses.



Table 12. Sensitivity analysis with and without non-chronic headache/migraine studies

Psychological therapy vs. any control

Sensitivity analysis excluding non-chronic headache

Outcome Effect size 33%'::%:2‘ Effect size 2\l:iadlgr)1,cf
Pain intensity, | SMD -0.29, 95% CI-0.43 10 -0.16, BEO0 SMD -0.34. 95% CI -0.51 t0 -0.18, I2 OO
| 67% 73%
post-treatment | ' _3a. /3005 LOW K = 28: N = 2451 LOW
- 0 _ 2 _ 0 _ 2
Pain infensity, (SsM/D 0.14, 95% C1-0.30 to 0.02, | DBO0 ES%I;/‘I)/D 0.15, 95% CI -0.34 to 0.03, | BEO0
follow-up o N = LOW e N = LOW
K=21: N=1881 K=15 N = 1653
B
507 pain post. | RR 1:13, 85% C10.64 10 2.02, 2= NA ®0O00 RR 1.13, 95% CI 0.64 to 2.02, = NA ®000
treatment’ K=1,N=104 VERY LOW K=1:N=104 VERY LOW
atme
f’g dﬁcﬁfo'g RR 1.07, 95% CI 0.77 to 1.49, 12= NA 1000 RR 1.07, 95% CI 0.77 to 1.49, 12= NA o000
olow-up. K=1:N=104 VERY LOW K=1:N=104 VERY LOW
ow-u
o0 pain post. | RR2:11,95% C11.61 10 2.77, 2-41% ®e00 RR 2.58, 95% Cl 1.71 to 3.89, 119% ®®00
iy K=22: N =1140 LOW K=8: N =448 LOW
0 ; o 2 —
fgdﬁ C‘iiao'g 5%@)2'09’ 95% C11.29103.38, | 000 SMD 3.30, 95% CI 1.89 t0 5.76, 120% eOO0
- o 0, - 2
;'j;'lttg g‘?'ﬁlf:d gg{',f 0.07,95% C1-0.27 10 0.14, | o000 SMD -0.03, 95% CI -0.15 to 0.09, 12 0% DOOD
post-treatment | K= 12; N = 1268 MODERATE K=9; N=1156 HIGH
- - 0, - 2
Hf;'itth g?'ﬁ‘;:d §.',>"D 0.01,95% CI-0.2110 0.19, | OO0 SMD -0.01, 95% CI -0.23 t0 0.20, 12 0% OO0
llowen | K= 6: N=766 LOW K=2;N=336 VERY LOW
H _ (o) | _ 2 _ o) | 2
Functional | SMD -0.25, 95% CI-0.39 10 -0.11, 1 BEO0 SMD -0.26, 95% C1 04210 0.10, OO0
disability, post 60% LOW 65% MODERATE
treatment K=24; N=2358 K=20; N=2139
i - o _ 2 _ ) _ _ 2
Functional SMD -0.23, 95% C1-0.38 t0 0.08, I SMD -0.23, 95% CI -0.39 10 -0.07, | I
disability, 05% MODERATE | 227 MODERATE
follow-up K=14: N=1755 K=12: N = 1683
- 0 - 2 - 0 _ 2
Role SMD -0.23, 95% CI-0.62 10 0.16, OO0 SMD -0.19, 95% CI -0.61 to 0.24, OO0
Functioning, 76% VERY LOW 81% VERY LOW
post treatment K=9; N=3856 K=7; N=514
0 - 2
,F:{S:‘ectiomn gM/D 0.54,95% CI-0.15t0 1.23, | 2000 SMD 0.54, 95% CI -0.15 to 1.23, 1266% eOO0
follow up 9 o4 N = 476 VERY LOW K=2:N=110 VERY LOW

266



Emotional o 2
functioning: S0 002, 95% C1-0.11 10 0.08, | DDDD SMD -0.02, 95% CI -0.12 to 0.08, 124% DO
Depression, P HIGH K=16; N = 1633 HIGH
K=19; N=1781
post-treatment
Emotional
functioning: SMD 0.06, 95% CI -0.05 to 0.16, 120% OOOD SMD 0.04, 95% CI-0.08 to 0.15, 120% ODODD
Depression, K=12; N=1375 HIGH K=9; N=1193 HIGH
follow-up
Emotional ) o ) 2 ) o ) 2
functioning: 48,2/"’/'3 0.08, 95% CI -0.21 to 0.04, | o0 gg{l)/l(? 0.06, 95% CI1 -0.20 to 0.09, | D00
ﬁg;(ﬁg,n?ost- K =19 N = 2031 MODERATE K=15: N = 1848 MODERATE
Emotional o 2
functioning: o0 "0-07,95% 104710 0.03, | DDDD SMD -0.05, 95% CI -0.16 to 0.05, I20% DDDD
ﬁ\gmety, follow- K=13: N=1515 HIGH K=10; N=1348 HIGH
- 0, | 2

Sleep quality, | Sop0 000 9% C1-0.11010 027, | ®®00 SMD 0.03, 95% CI -0.17 to 0.23, 120% @000
post-treatment K=3: N=426 LOW K=2; N= 381 VERY LOW
Sleep quality, SMD 0, 95% CI-0.24 to 0.24, 2NA o000 SMD 0.00, 95% CI -0.24 to 0.24, I>NA OO0
follow up K=1; N=269 VERY LOW K=1; N=269 VERY LOW

i _ o _ _ 2
Qg:'t‘i’(':tigaﬁ on EXD 0.99, 95% CI-1.6210-0.36, | ®O00 SMD -0.99, 95% CI -1.62 to -0.36, 12 NA OO0
follow up K=1:N=44 VERY LOW K=1;,N=44 VERY LOW
Global ) o/ 1 . ) 2
satisfaction with gl\/ﬁD 0.43,95% C1-0.6 t0-0.26, | SO0 K=0N=0 N/A
treatment, post K=6: N=535 MODERATE
treatment
Global
satisfaction with | MD 2.20, 95% CI 3.5 t0 0.9, I’NA ®O00 K=0:N=0 N/A
treatment, K=1; N=269 VERY LOW ’
follow up
Patient Global 0 2
impression of | DD "0-9% 95% C1-0.8910-0.22, 1 ®0O00 SMD -0.55, 95% CI -0.89 to -0.22, I2NA o000
Change, post N VERY LOW K=1,N=143 VERY LOW

K=1; N=143

treatment
Patient Global
Impression of | SMD -0.43, 95% CI -0.76 to -0.1, I>’NA e0O00 SMD -0.43, 95% CI -0.76 to -0.10, I>NA 1000
Change, follow | K=1; N=143 VERY LOW K=1; N=143 VERY LOW

up
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