Supplemental materials

Figure S1: Forest plots for WOMAC/KOOS/HOOS Pain subscales at 6-12 weeks (n=1013), 3-6 months
(n=949) and 1 year (n=575) comparing multimodal versus control intervention.

Figure S2: Forest plots for WOMAC/KOOS/HOOS Total at 6-12 weeks (n=1013), 3-6 months (n=949)

and 1 year (n=575) comparing multimodal versus control intervention.

Figure S3: Forest plots for Time Up and Go Test at 6-12 weeks (n=900), 3-6 months (n=651) and 1 year

(n=575) comparing multimodal versus control intervention.

Figure S4: Forest plots for 20-meters Walking Test at 6-12 weeks (n=256), 3-6 months (n=167) and 1

year (n=189) comparing multimodal versus control intervention.

Figure S5: Forest plot for Functional Reach Test at 6-12 weeks (n=183) comparing multimodal versus

control intervention.

Figure S6: Forest plots for Quality of Life (EQ5D, Qualeffo-41, SF-12) at 6-12 weeks (n=351), 3-6

months (n=621) and 1 year (n=397) comparing multimodal versus control intervention.

Figure S7: Forest plots for Quality of Life VAS at 6-12 weeks (n=293) and 3-6 months (n=193)

comparing multimodal versus control intervention.
Figure S8: Funnel plots for NRS-VAS Pain at 6-12 weeks, 3-6 months and 1 year comparing multimodal

versus control interventions.

Figure S9: Funnel plots for WOMAC/KOOS/HOOS Pain at 6-12 weeks, 3-6 months and 1 year

comparing multimodal versus control intervention.

Figure S10: Funnel plots for WOMAC/KOOS/HOOS Function at 6-12 weeks, 3-6 months and 1 year

comparing multimodal versus control intervention.

Figure S11: Funnel plots Time Up and Go Test at 6-12 weeks, 3-6 months and 1 year comparing

multimodal versus control intervention.



Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 WHKH Pain 6-12 weeks

Abbott, 2013 14.66 10.96 51 18.52 11.63 51 4 6% -0.43[-0.82,-0.03]

Bearne, 2011 3T 2 24 47 32 24 2.3% -0.37 [-0.94, 0.20]

Hay, 2006 -1.56 34 108 -0 28 108  B87% -0.37 [-0.64,-0.10] —

Hurley, 2007 -2.24 328 239 -052 284 127 11.8% -0.54 [-0.786,-0.32] —

Skou, 2016 -63.95 16.26 50 -57.73 15.44 50 4.5% -0.39[-0.79, 0.01] ]
Teirlinck, 2016 -6.27 129 92 -2.49 11.83 88 7.5% -0.30 [-0.60, -0.01] — ]
Subtotal (95% CI) 565 448  39.5% -0.42 [-0.55, -0.30] -

Heterogeneity: Tau®= 0.00; Chi#=1.959 df=5 (P =0.89), F=0%
Test for overall effect: Z=6.54 (P = 0.00001)

3.1.2 WKH Pain 3-6 months

Abbott, 2013 13 11.34 40 1637 10.33 43 3.9% -0.31 [0.74,0.12] i
Bearne, 2011 4.4 31 24 38 3.4 24 23% 0.18[-0.39,0.79]

Hay, 2006 -1.14 38 108 -1.05 34 108  B8.8% -0.04 [-0.30, 0.23] T
Hurley, 2007 -1.8 345 278 -07B 336 112 11.7% -0.30 [-0.52,-0.08] —

Mat, 2018 -7.89 21.3361 17 029 157735 17 17% -0.43[1.11,0.26) +

Teirlinck, 2016 -3.6 14.57 80 -1 13.48 87 7.5% -0.18[-0.48,0.11] S
Subtotal (95% CI) 558 391  35.9% -0.19[-0.32, -0.06] s
Heterogeneity: Tau®= 0.00; Chi*= 4 66, df= 5 (P = 0.46);, F=0%

Test for overall effect: £=2.83 (P = 0.004)

3.1.3 WHKH Pain 1year

Abbott, 2013 14.95 11.8 40 17.39 11.55 43 3.9% -0.21 [-0.64,0.22] -
Hay, 2006 -1.14 42 108 -074 41 108  B8.8% -0.11 [-0.37,0.18] [
Skou, 2016 -18.7 20.4084 50 -7.1 20.0565 50 4.4% -057 [[097,-017] ———————————

Teirlinck, 2016 -5.47 16.82 a0 -3.3 14.41 85 7.4% -0.14[-0.43,0.16] — 71
Subtotal (95% CI) 289 286 24.6% -0.22 [-0.41, -0.03] i
Heterogeneity: Tau®= 0.01; Chi*=3.88, df= 3 (P =027}, F= 23%

Testfor overall effect: Z=2.26(FP=0.02)

Total (95% CI) 1412 1125 100.0% -0.29 [-0.37, -0.20] <o

| , ,
q -0.5 0 0.5 1
Favours multimodal Favours contral

Heterogeneity: Tau®=0.01; Chi*=17.78, dfi=15 (FP=027), F=16%
Testfor overall effect: 2= 6.26 (P = 0.00001})
Test for subaroup differences: Chi*= 6.82, df= 2 (P=0.03), F=70.7%

Figure S1: Forest plots for WOMAC/KOOS/HOOS Pain subscales at 6-12 weeks (n=1013), 3-6 months

(n=949) and 1 year (n=575) comparing multimodal versus control intervention.

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.4.1WHKH Total 6-12 weeks
Abkott, 2013 -19.82 37.94 40 -1.53 277 43 T.0% -0.55 [-0.98,-0.11]
Eearne, 2011 15.7 10.8 24 209 14.3 24 41% -0.40[-0.98,017] -
Hurley, 2007 -10.04 138 235 -1.66 117 126 27.5% -0.64 [[0.86,-0.42] ——
Skou, 2016 -61.74 12.07 50 -56.8 13.52 50 8.6% -0.38 [-0.78, 0.01] e —
Subtotal (95% CI) 349 243 47.3% -0.56 [-0.73, -0.39] e -
Heterogeneity: Tau®=0.00; Chi*F=1.54, df=3 (P=067), F= 0%
Test for overall effect: £=6.47 (P = 0.00001)
4.4.2 WHKH Total 3-6 months
Abhott, 2013 -21.225 39.64 40 -3.258 29.72 43 T.0% -0.51 [-0.95,-0.07] -
Bearne, 2011 17 14.8 24 194 16.3 24 432% -0.15[-0.72,0.42] e
Hurley, 2007 -7.79 144 227 -301 144 111 259% -0.33 [-0.56,-0.10] —.
Subtotal (95% CI) 291 178 37.1% -0.34 [-0.54, -0.15] -
Heterogeneity: Tau®=0.00; Chi#=1.01, df=2 (P= 060}, F= 0%
Test for overall effect: 2= 3.55 (P = 0.0004)
4.4.3W/KH Total 1 year
Abhott, 2013 -12.6 3 40 -3TF 334 43 T.2% -0.27 [[0.71,0.186] -1
Skou, 2016 -18.2 18.2972 50  -7.1 20.0565 50 8.4% -0.57 [0.97,-017] —
Subtotal (95% CI) 90 93  15.6% -0.44 [-0.73, -0.14] -
Heterogeneity: Tau®=0.00; Chi#=1.00,df=1 (P=032), F= 0%
Test for overall effect: 2= 2.90 (P = 0.004)
Total (95% CI) 730 514 100.0% -0.46 [-0.58, -0.34] <
Heterogeneity: Tau®=0.00; Chi*=6.26, df=8 (P=062), F= 0% t

-1 -05 0 05 1

Testfor overall effect: 2= 7.76 (P < 0.00001) Favours multimodal Favours control

Testfor subgroup differences: Chi*= 2.71, df= 2 (P = 0.26), F=26.2%

Figure S2: Forest plots for WOMAC/KOOS/HOOS Total at 6-12 weeks (n=1013), 3-6 months (n=949)

and 1 year (n=575) comparing multimodal versus control intervention.



Experimental

Control

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% Cl IV, Random, 95% CI
1.1.1 TUG 6-12 weeks

Abbott, 2013 7.3 5.89 51 8.1 5.3 51 1.8%  -0.80[-2.97,1.37] —
Bergland, 2011 -0.5 1.3623 47 0.4 1.8254 42 14.5%  -0.890[-1.60,-0.20] —
Goode, 2017 -1.9817  4.414 35 111 42616 18 1.3% -3.09[-5.70,-0.49]

Hopman-Rock, 2000 107 33 45  11.6 3.4 38 40%  -0.80[-2.34,054] E———
Saraboon, 2015 10.07 218 40 121 2459 40 F.2%  -2.03[-3.08,-0.98] —

Skou, 2016 7 1.748 50 7.55 268 50 97%  -0.55[1.44,034] I
Tak, 2005 101 2.8 55 104 348 54 A7%  -0.30[-1.49,089] .
Subtotal (95% CI) 323 291 44.1% -1.01[-1.55, -0.48] <9
Heterogeneity: Tau®=0.15; Chi*= 8.61, df= 6 (P = 0.20); IF= 30%

Testfor overall effect: Z= 3.68 (P = 0.0002)

1.1.2 TUG 3-6 months

Abbott, 2013 5.09 1.69 40 845 2.05 43 1.4%  -2.36[-4.82,010]

Hopman-Rock, 2000 10.3 24 45 114 3.4 39 4.4%  -1.10[-2.46, 0.26] E
Tak, 2005 9.4 3.2 55 106 36 54 A0%  -1.20[-2.48,008] e
Subtotal (95% CI) 140 136 10.8% -1.30[-2.18, -0.43] e
Heterogeneity: Tau®=0.00; Chi*=0.82, df= 2 (P = 0.66); F= 0%

Test for overall effect: £= 2.93 (P =0.003)

1.1.3 TUG 1 year

Abhott, 2013 6.34 264 40 762 487 40 28%  -1.28[-3.00,0.44] EE——
Bergland, 2011 -0.6 1.3623 47 0.2 1.9254 42 14.5%  -0.80 [-1.50,-0.10] -
Skou, 2016 -1.4 0.7037 50 -1.1 21112 50 17.8%  -0.30[-0.92,032] T
Teirlinck, 2016 9.7 222 101 107 38 102 100% -1.00[1.87,-0.13] —_—
Subtotal (95% CI) 238 234 45.1% -0.66 [-1.06, -0.26] &
Heterogeneity: Tau®=0.00; Chi*= 2.5, df= 3(F =047, F= 0%

Testfor overall effect: £= 3.25 (F = 0.001)

Total (95% CI) 701 661 100.0% -0.88[-1.18,-0.59] *
Heterogeneity: Tau®=0.03; Chi*=14.27 df= 13 (P = 0.36); F= 9% 54 52 5 é 31

Test for averall effect: £= 587 (P = 0.00001)
Test for subaroup differences: Chit= 2.28, df= 2 (P=0.32), P=12.4%

Figure S3: Forest plots for Time Up and Go Test at 6-12 weeks (n=900), 3-6 months (n=651) and 1 year

(n=575) comparing multimodal versus control intervention.

Experimental
Study or Subgroup Mean SD Total

Control

Mean SD Total

Weight

Mean Difference
IV, Random, 95% CI

Favours multimodal

Mean Difference
IV, Random, 95% CI

Favours control

5.1.1 20mWT 6-12 weeks
Bergland, 2011
Hopman-Rock, 2000

Tak, 2005
Subtotal (95% CI)

-1.3 23841 47
19.7 39 45
19.8 43 39

131

0.6 2.8881 42
21.2 5.1 39
208 5 44

125

Heterogeneity: Tau®= 0.00; Chi*= 062, df=2 (P=0.73), F=0%

Testfor overall effect Z2=3.72 (P=0.0002)

5.1.2 20mWT 3-6months

Hoprman-Rock, 2000 19.8 a 448
Tak, 2005 19.4 a1 39
Subtotal (95% Cl) 84

207 4.3 39
2141 5.8 44
83

Heterageneity: Tau*=0.00; Chi*=0.26, df=1 {P=0E61), F=0%

Testfor overall effect: Z=1.60 (F=0.11)

5.1.3 20mWT 1 year
Bergland, 2011 -0.8 1.7029 47

Skou, 2016 -1.2 1.4075 50
Subtotal (95% CI) 97

0.6 3.894908 42
-0.6 1.7483 50
92

Heterogeneity: Tau®= 015, Chi®=1.57, df=1{P=0.21); "= 36%

Test for overall effect Z2=211 {(FP=0.03)

Total (95% CI) 32

300

Heterogeneity: Tau®= 0.00; Chi*=5.26, df =6 {(P=051); F=0%

Testfor overall effect £2= 4558 (F = 0.00001)

Testfor subaroup diferences: Chif=1.63, df=2 (P = 0.44), F= 0%

Figure S4: Forest plots for 20-meters Walking Test at 6-12 weeks (n=256), 3-6 months (n=167) and 1
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5.2%
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100.0%

-1.80 F3.01,-0.79]
-1.50 [-3.46, 0.46]
-1.00 [-3.00, 1.00]

1.65[-2.52, -0.78]

-0.80 [-2.89, 1.04]
-1.70 [-4.04, 0.54]
-1.23[-2.75, 0.28]

-1.80[-2.76,-0.24]
-0.60[-1.22,0.02]
-0.88 [-1.69, -0.06]

-1.05 [-1.50, -0.60]

year (n=189) comparing multimodal versus control intervention.
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Experimental Control

Mean Difference

Mean Difference

Stucly or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI

Bergland, 2011 17 55102 48 22 54434 47 B27% -3.890[6.10,-1.70] —u—

Micholas, 2013 -23 iR ] 44 1.5 6.7 3 37 3%  -380[6.66,-0.94] — &

Taotal (95% CI) a7 86 100.0% -3.86[-5.61,-2.12] ‘*‘

Heterogeneity: Tau?= 0.00; Chi*=0.00, df=1 (P = 0.96%; F= 0% 5_1 0 ES D :53 o

Testfor overall effect: £=4.34 (P = 0.0001)

Favours multimodal Favours control

Figure S5: Forest plot for Functional Reach Test at 6-12 weeks (n=183) comparing multimodal versus

control intervention.

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight NN, Random, 95% CI IV, Random, 95% CI
6.1.1 QoL 6-12 weeks
Bergland, 2011 -21 72322 48 0.2 81741 A7 TT% -0.30 FO.FO, 0.11] —
Teitlinck, 2016 -0.F8  01B2 101 -D.FFF 0147 102 155% -0.02 [-0.29, 0.26] —
Tse, 2013 -2.65 91689 30 -265 7.3308 23 44% 0.00 [-0.54, 0.54]
Subtotal (95% CI) 179 172 27.6% -0.09 [-0.30, 0.12] -
Heterogeneity: Tau®=0.00; Chi*=1.358,df= 2 (P =051, F= 0%
Test for overall effect: Z=0.85 (F = 0.40)
6.1.2 QoL 3-6 months
Hurley, 2007 -0.64 02541 278 -066 03591 140 257% 0.07 [0.14, 0.27] I
Teitlinck, 2016 -0.771 0187 101 -0.75% 0174 102 1545% -0.07 [0.34, 0.21] I
Subtotal (95% CI) 379 242 41.2% 0.02[-0.14,0.18] <
Heterogeneity: Tau®=0.00; Chi*=0.59, df=1 (P=044) F=0%
Test for overall effect: Z= 025 (P = 0.80)
6.1.3 QoL 1 year
Bergland, 2011 -33 6471 a7 S04 8174 47 TE% -0.39 [F0.80, 0.02] —
Skou, 2016 -0.14 01483 50 -0.075 0.2008 50 8.1% -0.36 [0.75,0.04] —
Teitlinck, 2016 -0.784 0198 101 -0.FB4 0151 102 155% 0.00 [-0.28, 0.28] T
Subtotal (95% CI) 198 199 31.2% -0.21[-0.48, 0.06] B
Heterogeneity: Tau®= 002, Chi*=343 df= 2 (P=018); F=42%
Test for overall effect: Z=1.485(F=012)
Total (95% Cl) 756 613 100.0% -0.08[-0.19, 0.04]

Heterogeneity: Tau®= 0.00; Chi*=7.80, df= 7 (P=0.358); F=10%
Test for overall effect: Z=1.30(F=019)
Test for subaroup differences: Chi*= 2.26, df= 2 (P=0.32), F=11.5%
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1

Figure S6: Forest plots for Quality of Life (EQ5D, Qualeffo-41, SF-12) at 6-12 weeks (n=351), 3-6

months (n=621) and 1 year (n=397) comparing multimodal versus control intervention.
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Figure S8: Funnel plots for NRS-VAS Pain at 6-12 weeks, 3-6 months and 1 year comparing multimodal

versus control interventions.
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Figure S9: Funnel plots for WOMAC/KOOS/HOOS Pain

comparing multimodal versus control intervention.

at 6-12 weeks, 3-6 months and

1 year
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Figure S10: Funnel plots for WOMAC/KOOS/HOOS Function at 6-12 weeks, 3-6 months and 1 year

comparing multimodal versus control intervention.
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Figure S11: Funnel plots Time Up and Go Test at 6-12 weeks, 3-6 months and 1 year comparing

multimodal versus control intervention.



