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Adherence for CPAP

Behavioural therapy + CPAP versus control + CPAP —severe OSAHS

Figure 2: CPAP Device Usage (hours/night) (higher is better)

Behavioural+CPAP control+CPAP Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Aloia 2001 T.TH 1.86 B 465 3.38 B 1.3%  3.11[0.02, 6.20]
Aloia 2013 4.34 2.35 G2 365 236 85 171% 069017 1.585] T
Eakker 2016 4.4 249 41 3327 42 BE% 110[011, 23] T
Dantas 2015 6.2 1.3 20 51 14 200 17.8% 1.10[0.26,1.94] —
Diaferia 2017 5.1 23 22 36 18 27 80% 1.50[0.32 2.68] —
Lai 2014 14 1.8 49 24 23 51 18.2% 200[1.19 2.81] —
Olsen 2012 463 2649 a0 316 2649 500 11.2% 1.47[042 257 e
Sparrow 2010 2.4 25 110 148 25 112 Mot estimable
Wang 2012 37 23 38 26 16 38 158% 1.10[0.21,1.89] —
Total (95% CI) 288 289 100.0% 1.31[0.95, 1.66] &>
Heterogeneity: Chi®= 6.89, df= 7 (P = 0.44); F= 0% 54 52 é jl

Testfor overall effect 2= 7.24 (P = 0.00001)

Figure 3: N deemed adherent (2 four hours/night)

Favours control+CPAP  Favours behavioural+CPAP

behavioura+CPAP  Control+CPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aloia 2001 ] B 4 6 3.9% 1.25[0.64, 2.44] T
Diaferia 2017 11 22 8 27 T.0% 1.69[0.82, 3.459] T
Lai 2014 20 49 10 51 9.5% 2.081[1.09, 3.99 —
Smith 2009 30 54 24 42 26.4% 0.95[0.67,1.36] —a—
Sparrow 2010 46 104 38 111 35.7% 1.29[0.92 1.81] T
Wang 2012 26 38 18 3| 1T75% 1.44[0.87 2.15] T
Total (95% Cl) 274 275 100.0%  1.33[1.10,1.61] *
Total events 138 102

Heterogeneity: Chi*=581, df=5 (P =032, F=14%

0.01

0.1 10 100
Testfor overall effect. 2= 2.97 (P = 0.003) Favours Contral+CPAP  Favours behavioural+CPAP
Figure 4: Withdrawal
behavioura+CPAP  Control+CPAP Risk Ratio Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aloia 2001 0 B 1] G Mot estimable
Aloia 2013 11 T3 149 T4 27.0% 0.59[0.30,1.15] — &
Bakker 2016 3 41 2 42 2.8% 1.54 [0.27,8.73]
Dantas 2015 i 20 1 20 21% 0.33[0.01, 772
Lai 2014 1 49 1 51 1.4% 1.04 [0.07,16.18]
Olgen 2012 3 53 7 53 10.0% 0.71[0.24,2.11] i E—
Scala 2012 0 13 1] 15 Mot estimable
Smith 2009 11 55 13 42 MA1% 0.65[0.32,1.30] —
Sparrow 2010 14 124 14 126 19.9% 1.02 [0.51,2.04] —
Wang 2012 ] 38 11 38 157% 0.45([017,1.18] I —
Total (95% Cl) 472 467 100.0%  0.70 [0.51,0.98] <
Total events a0 68

S iR = _ _ 2o | , , |
Heterogeneity: Chi*= 328, df=7 (P=0.86); P=0% 'D.D1 0'1 T 1DD'

Testfor overall effect £=2.07 (P=0.04)
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Figure 5: Epworth Sleepiness Scale (Endpoint scores) (0-24; higher is worse)

behavioural+CPAP Control+CPAP Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Scala 2012 8.3 45 13 125 48 18 111% -7.20[-10.488,-382] ¥———
Dantas 2015 T 41 20 71 32 20 164% -340[5.68-112] e —
Lai 2017 T3 4.8 45 849 47 a1 18.9% -1.60 [-3.46, 0.26] e
Olsen 2012 B 316 48 747 383 46 21.7%  -1.47[-2.89,-0.05] — =
Wang 2012 94 3T 33 108 42 27 O178%  -1.40[3.43,063] s
Diaferia 2017 T3 a7 22 T2 36 27 139% 0.10[-2.64, 2.84] I —
Total (95% CI) 185 186 100.0% -2.22[-3.68, -0.75] -
Heterogeneity: Tau?= 2.04; Chi*=13.84, df = 5 (P = 0.02); I* = 64% _54 52 p é jl

Testfor overall effect 2= 2.97 (P = 0.003) Favours behavioural+CPAP  Favours control+CPAP

Figure 6: AHI on treatment — Endpoint (lower is better)

behavioural+CPAP Control+CPAP Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Dantas 20148 2.7 27 20 a7 3 20 52.2% -1.00[-2.80 080
Diaferia 2017 34 27 22 43 4 27 47.8% -080[-2.78 058
Total (95% Cl) 42 47 100.0% -0.95[-2.25, 0.35]
ity: Chiz= = = e I t 1 1 |
?et?;ogenemtl.l CQ ¥g?11 i;—;EPD—1g.94),I = 0% T a0 50 100
estfor overall effect Z=1.43 (P = 013) Favours behavioural+CPAP  Favours control+CPAP

Figure 7: Quality of Life - Comparison of Values at Endpoint (FOSQ 5-20, higher is
better) (SF- 36, 0-100, higher is better)

behavioural+CPAP Control+CPAP Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.6.1 QoL: FOSQ - Endpoint
Lai 2014 36 0.4 44 36 04 a1 87.3% 0.00[-0.16, 0.16]
Olsen 2012 17.78 261 50 1771 215 50 27% 007087 1.01]
Subtotal (95% CI) a8 101 100.0% 0.00 [-0.15, 0.16]

Heterogeneity: Chi®= 0.02, df=1 {P = 0.89); F= 0%
Testfor overall effect; £=0.02 (P =0.98)

1.6.2 QoL: SF-36 (PH} - Endpoint
Scala 2012 7793 13 781 175 15 100.0% -1.10F11.46, 9.26] t
Subtotal (95% CI) 13 15 100.0% -1.10 [11.46, 9.26]

Heterogeneity: Mot applicahle

Testfor averall effect Z=0.21 (P = 0.84)

100 -0 0 50 100
. . Favours behavioural+CPAP  Favours control+CPAP
Testfor subgroup differences: Chif=0.04, df=1 (P=083), F=0%

E.1.2 Educational interventions + CPAP versus usual care + CPAP- severe OSAHS

Figure 8: CPAP Device Usage (hours/night) (higher is better)

Educational+CPAP usual care+CPAP Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
Aloia 2013 4.48 2.5 66 365 236 95 11.0% 0.83 [-0.04,1.70] —
Basoglu 2011 8.5 1.2 GE a1 16 BY  14.7% 0.40 [-0.08, 0.88] .
Cheryin 1897 71 1.8 14 4.4 34 7 2.7% 2.70([0.01,5.39]
Falcone 2014 8.25 145 0 412 25 T1o11.9% 1.13[0.35,1.91] —_—
Hwang 2017 4 2.4 163 3.8 25 120 13.9% 0.20 [0.37,0.77] T
FPengo 2018 3065 24919 60 31 27 25 81%  -004[1.27,1.200 I —
Richards 2007 5.38 285 443 2. 27 48 9.5% 2.871.82, 397 e —
Roecklein 2010 2.35 2.23 13 14897 224 15 9.7% 0.38 [1.28, 2.04] [ E—
Sarac 2017 5.2 21 52 42 25 B3 11.3% 1.00[0.16,1.84] —_—
Wang 2012 34 21 38 26 16 3| 11.3% 0.80 [0.04,1.64] I
Total (95% CI) 610 518 100.0% 0.88 [0.40, 1.36] &
Heterogeneity: Tau®= 0.35; Chi= 26.30, df= 9 (P = 0.002%; F= 6% 54 52 ; é j‘
Test for overall effect: 2= 3.58 (P = 0.0003) Favours usual care+CPAFP  Favours educational+CPAP
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Figure 9: N deemed adherent (2 four hours/night)

Educational+CPAP  usual care+CPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Basodglu 2011 47 GE 38 67 14.0% 1.26[0.97,1.63] =
Falcone 2014 a7 90 a0 O22T% 1.37 117, 1.60] -
Hwang 2017 100 163 64 129 18.3% 1.15[0.94,1.40] ™
Richards 2007 v 48 14 42 A% 2.47[1.58 3.86) -
Sarac 2017 45 a2 43 B3 18.5% 1.27[1.04,1.585] I
Soares-Pires 2013 45 T 41 TA 13.3% 1.16[0.88,1.52] ™
Wang 2012 23 38 18 E] T.0% 1.28[0.84,1.95] I
Total (95% CI) 528 491 100.0% 1.31[1.15,1.48] *
Total events 384 274
Heterogeneity: Tau®= 0.01; Chi*= 10,66, df= 6 (P = 0.10%; = 44% ID o 051 150 1DD=
Testfor overall effect: Z= 4.18 (P = 0.0001) Favours control+CPAP  Favours educational+GPAP
Figure 10:  Withdrawals
Educational+CPAP  usual care+CPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
Aloia 2013 14 a0 18 T4 O1T3% 068 [0.37,1.26] — 1
Basoglu 2011 1] [al3] 1] 67 Mot estimahble
Falcone 2014 13 103 32 103 183% 0.41[0.23,073] e —
Hwang 2017 a1 ars a3 354 279% 081 [0.64,1.30] —
Richards 2007 2 a0 2 a0 2.9% 1.00([0.14, 6.82]
Roecklein 2010 1 14 1 16 1.5% 1.14 [0.08, 16.63]
Sarac 2017 1] 52 1] 63 Mot estimable
Soares-Pires 2013 28 100 27 102 238% 110([0.70,1.71] —
Wang 2012 4 38 11 38 8.2% 036013, 1.04] — 7
Total (95% Cl) ars 867 100.0% 0.73[0.52,1.02] e
Total events 114 145
Heterngeneity: Tau®= 0.07; Chif=1012, df=6 (P=012); F= 1% 011 012 D=5 é é 1=D

Testfor overall effect Z=1.84 (P=0.07)

Favours educational+CPAP  Favours usual care+CPAP

Figure 11: ESS - comparison of values at end point (0 to 24, higher is worse)

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 85% CI
Baszoglu 2011 38 1] GE 4.4 1] 67 Mot estimahle
Falcone 2014 414 0.3 90 404 0.23 71 851% 0.10[0.02, 018
Wang 2012 97 35 34 108 42 27 149%  -110[3.07,0.87]
Total (95% CI) 190 165 100.0%  -0.08 [-0.92, 0.76]

Heterogeneity: Tau®=0.21; Chi*=1.42, df=1 (P=023), F=29%

Testfor overall effect Z=018 (P =0.85)

Increased practical support and encouragement during follow-up + CPAP

I
-10

versus usual care + CPAP-severe OSAHS

Figure 12:

t
-5 1}

]

Favours educational+CPAP  Favours usual care+CPAP

CPAP Device Usage (hours/night) (higher is better)

Increased support+CPAP

usual care+CPAP

Mean Difference

Mean Difference

Study or Subgroup Mean 5D Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chetvin 1987 8.7 23 12 44 34 7 1.6% 1.30[1.54, 4.14]

Dehfolles 2004 4.4 3 18 249 24 18 3% 1.50[-0.44, 3.44] +
Fox 2013 318 245 28 175 1.87 26 6.2% 1.43[0.25, 2.67]

Hoet 2017 8.7 1.6 20 4.2 1.9 17 6.4% 1.60 [0.36, 2.64]

Hoy 1899 54 1.8974 40 3.8 25298 40 T.5% 1.60[0.62, 2.58]

Hwang 2017 4.4 22 125 a8 25 128 11.0% 0.60[0.02,1.18] —
hendelson 2014 312 297 a4 417 277 53 6.8% -1.05[-2.14,0.04] T

hiunafo 2016 a1 149 58 47 21 64 9.8% 0.40[0.31,1.11] -1
Miliug 2019 4.4 248 ar 21 2.2 ag 6.9% 2.30[1.23,3.37)

Parthasarathy 2012 4.35 26 22 34 2.6 18 3.8% 0.95 [-0.76, 2.66]

Pepin 2018 5.28 223 187 474 25 148 11.5% 0.53 [-0.00, 1.06] =
Stepnowesky 2007 41 1.8 20 28 2.2 20 5.8% 1.30[0.08, 2.54]

Stepnowesky 2013 349 23 126 32 24 114 10.9% 0.70[0.10,1.30] .
Turino 2017 a1 21 52 449 2.2 48 8.6% 0.20 [-0.64, 1.04] I

Total (95% CI) 766 735 100.0% 0.83 [0.45,1.22] .
Heterageneity, Tau®= 0.26; Chi*= 29.44, df= 13 (P = 0.006); F= 6% 2 1 1

Testfor overall effect Z=4.23 (F = 0.0001)
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Figure 13 Days PAP used >4 h at 12 months

Increased support+CPAP usual care+CPAP Mean Difference

Mean Difference

Study or Subgroup Mean SD_ Total Mean _ SD _Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Kolzian 2018 71 99 12 282 55 11 1000% -11.00[-F5.76, 5376 ‘
Total (95% CI1) 12 11 100.0% -11.00 [-75.76, 53.76] —+—

Heterogeneity: Mot applicable 2100

Testfor overall effect Z=033 (P=0.74)

Figure 14: Days PAP used >4 h at 3 months

-50 0 51 100
Favours usual care+CPAP  Favours increased support+CPAP

increased support+cpap Control Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Berry 2020 57.9 354 124 481 368 126 49.0% 9.80([0.8518.79) ——
Hanger 2018 89.9 131 25 835 158 19 51.0% 6.40[2.37,15.17] -
Total (95% CI) 149 145 100.0% 8.06[1.80,14.33] L 2
?etﬂogenewl:l CQ| TEESE ng:;EPD:D?.SQ);I =0% '-1DD -5'0 b 5.D 1DD'
estfor overall effect 2= 2.52 (P = 0.01) Favours control Favours increased support+cpap
Figure 15: Mean adherence all days (min per day)
Increased support+CPAP usual care+CPAP Mean Difference Mean Difference
Study or Subgroup Mean sD  Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kotzian 2019 352 a7 12 307 62 11 1000% 45002098, 110.99] +
Total (95% CI) 12 11 100.0% 45.00 [-20.99, 110.99] et —
Heterogeneity: Mot applicable Do e =0 100

Testfor overall effect Z=1.34 (P=018)

Figure 16: CPAP use min/night

Increased support+CPAP usual care+CPAP Mean Difference

Favours usual care+CPAP  Favours increased support+CPAP

Mean Difference

Study or Subgroup Mean S0 Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Murase 20149 337 91 161 307 107 166 100.0% 20.00[1.51, 41.51] T
Total {95% CI) 161 166 100.0% 20.00 [1.51, 41.51] e —
‘ &0 100

Heterogeneity: Mot applicable
Testfor overall effect Z=1.82 (P = 0.07)

Figure 17:

-1o0

-50
Favours usual care+CPAP  Favours increased support+CPAP

N deemed adherent (2 four hours/night)

Increased support+CPAP  usual care+CPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Huwang 2017 82 125 59 128 60.3% 1.23[1.00,1.581]
Munafo 2016 48 a8 47 B4 39.7% 1.13[0.93,1.36]
Total (95% CI) 183 193 100.0%  1.19[1.03,1.37]
Total events 130 118
| \ )

Heterogeneity: Chi®=0.39, df=1 {P=053); F=0%
Test for averall effect: Z=2.31 (P =0.02)
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Figure 18:  Withdrawals
Increased support+CPAP  usual care+CPAP Risk Ratio Risk Ratio

Study or Subgroup Events Total _ Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
DeMolles 2004 1} 15 1} 14 Mot estimable
Fox 2012 iA eiz] 10 36 2.9% 1.02[0.49,2.10] -t
Hoet 2017 B 23 3 23 2.6% 2.00[0.57, 7.08] —
Hoy 1959 a 40 i} 40 Mot estimable
Huwang 2017 58 380 a3 354 47.0% 1.02[0.72,1.44] ——
Mendelson 2014 14 54 11 53 9.5% 1.25[0.62, 2.50] e B
Munafo 2016 12 7o ] 70 51% 2.00[0.80, 5.03] =
Farthasarathy 2012 1] 22 2 17 2.4% 0.1610.01, 2.06] *
Fepin 20149 40 187 27 149 237% 1.41[0.91, 2.17] =
Steprowsky 2007 4 21 1 24 08% 4.57[0.55 37.77]
Turino 2017 1} a2 0 a2 Mot estimable
Total (95% CI) 873 829 100.0% 1.22 [0.97,1.52] .
Total events 145 1132

- Chit= - _ CEo I : \ )
Heterogeneity: Chi*= 6.74, df=7 (P=0.46); F=0% oo 01 10 100

Test for averall effect 2= 1.73 (F = 0.08) Favours increas.ed support+CPAP  Favours usual care+CPAP

Figure 19: ESS score — end point and change from baseline (0-24; higher is worse)

Increased support+CPAP Control Mean Difference Mean Difference

Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.4.1 ESS: Endpoint Scores

Berry 2020 8.9 5.4 120 8.3 9.5 120 104% 0E0[0.78 1.98] I
DeMolles 2004 1] 0 1] 1] 1] 1] Mot estimahle

Hanger 2018 4 27 24 6.5 41 19 44% -2.50[4.63,-037] —

Haoy 19949 5.5 37947 40 6.3 5.0596 40 51% -0.80[2.76,1.16] I
Mendelson 2014 6.4 4.4 40 5.1 3.3 42 6.9%  1.30[0.39, 2.99] T
Miliug 2019 37 3.2 36 6.1 4.1 a7 TO0% -240[4.08 -072] E—
Parthasarathy 2012 71 47 22 8.1 43 17 28% -1.00[3.83,1.83] -
Pepin 2019 4.58 3.88 108 6.05 407 111 178% -1.47[2.52,-042) —
Stepnowsky 2007 9.2 6.6 20 9.9 5.2 20 1.45% -0.70[-4.38, 2.98]
Stepnowsky 2013 71 4.5 126 57 36 114 187% 1.40[0.37, 2.43] —
Subtotal (95% CI) 537 520 74.3% -0.27[-0.78,0.25] <+
Heterogeneity. Chi®= 30.95, df= 8 (P = 0.0001); F=74%

Test for overall effect: Z=1.02 (P =0.31)

3.4.2 ESS: Change from Baseline

Fox 2012 -1.6 5.1 28 07 5.2 26 26% -0.90[3.65 1.88] .
Hwang 2017 =37 5.2 a0 -3.7 4.7 a3 91%  0.00[1.48, 1.48] I
Mendelsan 2014 -23 4 40 -21 41 42 64% -0.20[-1.95 1.558] I
Munafo 2016 -5.8 5.5 58 -51 54 64 48% -070[2.72,1.37] I
FPanthasarathy 2012 -3.4 g 22 -3 3.4 17 28% -040[3.07 227] B
Subtotal (95% CI) 238 232 257% -0.32[-1.19, 0.56] L 3
Heterogeneity, Ch*= 0481, df=4 {(P=0497), F=0%

Test for overall effect Z=0.71 {F =0.48)

Total (95% CI) 775 752 100.0% -0.28 [-0.73,0.16]

. .
-0 5 5 10
Favours Increased support+CPAP  Favours control

ol ®

Heterogeneity, Chi®= 31.47, df=13 (F=0.003); F= 53%
Testfor overall effect =124 {F =022
Testfor subgroup differences: Chif=0.01,df=1 (P =083), F=0%
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Figure 20:

better, SF-36 0-100; higher is better)

Increased support+CPAP

usual care+CPAP

Mean Difference

Quality of Life: Comparison of Values at Endpoint (FOSQ 5-20; higher is

Mean Difference

Study or Subgroup Mean sD Total Mean SD  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.5.1 QoL: FO'SQ - Endpoint |
Detolles 2004 18.1 28 14 17 a7 15 33.4% 1.10[1.25 3.49] = y
Parthasarathy 2012 171 348 22171 3 17 441% 0.00[2.04, 2.04] +
Stepnowsky 2007 148.2 g 20 144 4.2 200 2248% 0.80[2.06, 3.66] = +
Subtotal (95% Cl) 57 52 100.0% 0.55[-0.81,1.90] —b
Heterogeneity, Chi*= 052, df=2 {P=077), F=0%
Testfor averall effect Z= 079 (F =0.43)
3.5.2 QoL: SAQLI - Endpoint
Stepnowsky 2013 5.1 2 126 46 26 114 100.0% 0.50[-0.09,1.09] —t
Subtotal (95% CI) 126 114 100.0% 0.50 [-0.09, 1.09] -1
Heterageneity: Mot applicable
Testfor averall effect Z=1.66 (F=0.10)
3.5.3 QoL: SF-36 (PH) - Endpoint
Huiy 1999 49 12649 40 48 126491 40 6.7% 1.00[4.54 6.54] 4 +
Mendelsan 2014 446 9.4 40 4549 8.5 47 136% -1.30[519 2.59 4
Pepin 2018 156 53 a0 441 54 92 T88% 1.50[010, 3100 i *
Subtotal (95% CI) 160 174 100.0% 1.09 [-0.34, 2.52] —-*——
Heterageneity: Chi*=1.71,df=2 {(F=043), F=0%
Testfor averall effect Z=149(F=0.14)
) A 0 1 2

) _ Favours [control] Favours [experimental]

Test far subaroup differences: Chi*= 0,85, df= 2 (P=0.76), F= 0%

Figure 21:

Quality of Life: Comparison of Change from Baseline Values(FOSQ, 5-

20; higher is better, SF-36 0-100; higher is better)

Increased support+CPAP

usual care+CPAP

Mean Difference

Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.6.1 QoL: FOSQ - Change from Baseline
Parthasarathy 2012 1.9 34 22 1.1 31 17 100.0% 0.80[1.25, 2.89]
Subtotal {95% CI) 22 17 100.0% 0.80 [-1.25, 2.85]
Heterogeneity: Mot applicakle
Testfor overall effect £=0.77 (P = 0.44)
3.6.2 QolL: SF-36 (PH) - Change from Baseline
Wendelson 2014 3.2 8.6 0 249 7 42 1000% 0.30F340,3.70 !
Subtotal {95% CI) 40 42 100.0% 0.30 [-3.10, 3.70]
Heterogeneity: Mot applicahle
Test for overall effect Z= 017 (P = 0.8E)
3.6.3 QoL: FOSQ-10 - Change from Baseline
Hwvang 2017 108 11.2 a0 142 103 53 100.0% 3.30[0.10, 6.50] !
Subtotal (95% CI) 90 83 100.0% 3.30 [0.10, 6.50]
Heterogeneity: Mot applicahle
Test for overall effect 2= 2.02 (P = 0.04)
= -25 35 a0
) _ Favours usual care+CPAP  Favours increased support+CPAP
Testfor subaroup differences: Chi®= 2.08, df= 2 (P = 0.368), F=2.8%
Figure 22:  diastolic blood pressure

Increased support+CPAP usual care+CPAP Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Milius 2019 T84 1141 26 828 8.2 29 100.0% -4.40[8.82,1.02]
Total (95% CI) 26 29 100.0% -4.40[9.82,1.02]
Heterogeneity, Mot applicable Moo e 1 = o0

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

Favours increased support+CPAP  Favours usual care+CPAP
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Figure 23:

Increased support+CPAP

systolic blood pressure

usual care+CPAP Mean Difference

Mean Difference

Study or Subgroup Mean sD Total Mean 8D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Milius 2019 129.5 152 26 1388 161 28 100.0% -9.30[17.57 -1.03]
Total (95% Cl) 26 -

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

29 100.0% -9.30[-17.57,-1.03]

T

-50 50 100

Favours increased support+CPAP  Favours usual care+CPAP

Figure 24:  AHI on treatment- comparison of values at end point (lower is better)
Increased support+CPAP Control Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Eerry 2020 4.6 43 124 44 39 126 28.2% 0.20[-0.82,1.22] —
Fox 2012 47 38 28 6.6 4.8 260 17.8%  -1.90[-4.22 042] - 71
Hanoger 2018 4.1 3 28 34 38 19 19.6% 0.70[1.37,277] T
Kotzian 2019 4.2 348 12 16 1.3 1M1 177% 2.60[0.26, 4.94] -
Stepnowsky 2007 Ta 4.1 20 i 4 200 16.6% 2.801[0.39, 5.41] -
Total (95% CI) 209 202 100.0% 0.80 [-0.66, 2.25]

Heterogeneity: Tau®=1.68; Chi*=11.08, df=4 (P=0.03), F=64%
Testfor overall effect Z=1.07 (P=0.28)

,
V] 2 0 2 1

Favours Increased support+CPAP  Favours control

E.1.4 Mixed (SUP/EDU/BEH) Intervention + CPAP versus Usual Care + CPAP- severe

OSAHS
Figure 25: CPAP Device Usage (hours/night) (higher is better)
Mixed+CPAP usual care+CPAP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Eartlett 2013 348 257 109 4.1 274 97 101%  -060[1.33,013] I
Eouloukaki 2014 6.9 1.8 1550 5.2 22 1550 11.6% 1.70[1.56,1.84] -
Chen 20145 6.41 1.3 40 4.2 1.2 40 10.7% 221 [1.66, 2.76] e —
Hui 2000 5.3 1.4697 54 5.3 22045 54 101% 0.00[F0.71,0.71] D
Hwang 2017 4.8 23 138 38 2.8 128 10.6% 1.001[0.42,1.58] e —
Lewis 2006 449 1] 32 4.5 1] 26 Mot estimahle
Meutice 2007 51176 2.3664 85 47 24 27 BE% 042062, 1.45] R
Sawyer 2017 4.8 227 30 47 1.85 30 8.7% 0.10[0.85,1.15]
Sedkaoui 20145 4.57 228 188 413 242 189 10.9% 0.44 [-0.03, 0.91] I
Shapiro 2017 5.4 1.8 32 55 25 33 87% -010[1.16, 0.96] —
Wang 2012 5.2 2 38 2.6 1.6 38 9.7% 260[1.79, 3.41] —_—
Total (95% Cl) 2264 2187 100.0% 0.82[0.20,1.43] —~ai—
Heteroneneity: Tau®= 0.84; Chi®=111.83, df= 8 (P = 0.00001); F=92% 52 _51 b 15 é

Testfar overall effect: 2= 2.61 (P = 0.004)

Favours usual care+CPAFP  Favours mixed+CPAP

Figure 26: N deemed adherent (= four hours/night)
Mixed+CPAP  usual care+CPAP Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bartlett 2013 jati} 109 54 97 9.3% 0.91[0.70,1.17]
Bouloukaki 2014 1389 1487 1069 1339 28.4% 116[1.13,1.20] u
Hui 2000 40 54 38 44 10.5% 1.05[0.83,1.33] -,
Hwang 2017 101 138 69 129 13.5% 1.37[1.13,1.689] -
Sawyer 2017 19 30 20 30 5.3% 0.95 [0.66, 1.38] -
Sedkaoui 2015 14 188 124 189 18.7% 1.14[1.00,1.30] =
Shapiro 2017 23 33 28 33 7.6% 0.92 [0.68,1.24] -
Srmith 2006 9 10 4 9 1.5% 2.02[0.95, 4.33]
YWang 2012 il 38 18 3| 53% 1.67 [1.15, 2.42] -
Total (95% Cl) 2097 1918 100.0% 1.14 [1.04, 1.26] (]
Total events 1807 1421

Heterageneity: Tau®=0.01; Chif=16.31, df= 8 {P = 0.04); F=51%

0.01

Testfor averall effect: 2= 2.78 (P = 0.005)
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Figure 27: Withdrawal

Mixed+CPAP  usual care+CPAP Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bartlett 2013 10 109 19 97 14.4% 0.47 [0.23, 0.96] e —
Bouloukaki 2014 53 1450 211 15580 16.5% 0.25[0.19 0.34] -
Hui 2000 ] 54 2 54 9.5% 4.501[1.02,19.87] I —
Hwang 2017 a7 348 53 354 164% 1.10[0.78,1.558] T
Lewis 2008 4 36 10 3/ 121% 040014, 1.186] — 71
Meurice 2007 1] it} 1] 27 Mot estimable
Sawyer 2017 T 61 g A7 12.9% 0.82[0.32 2.11] T
Sedkaoui 2015 1 189 1 140 4. 6% 1.01 [0.06, 15.95]
Shapiro 2017 1 33 1] 33 3T7% 3.00([013,71.07]
Smith 2006 1] 10 1] ] Mot estimahle
Wang 2012 2 38 ih 38 9.8% 0.18[0.04, 0.77] I
Total {95% CI} 2511 2445 100.0% 0.64 [0.32, 1.28] -’-
Total events 144 15
Heterogeneity, Tau®= 0.73; Chi*= 55.10, df= § (P = 0.00001); F=85% Io o 0’1 1’0 100’
Testfor averall effect 2=1.25 (P = 0.21) Favours mixed+CPAP  Favours usual care+CPAP

Figure 28: Quality of Life: Comparison of Change from Baseline Values (FOSQ, 5-
20; higher is better, SF-36 0-100; higher is better)

Mixed+CPAP usual care+CPAP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.4.1 QoL: FOSQ-10 - Change from Baseline
Hwang 2017 -11.3 128 93 -142 103 83 100.0% 2490052, 6.32] l u
Subtotal (95% CI) 93 83 100.0% 2.90 [-0.52, 6.32] —

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.66 (P=0.10)

4.4.2 QoL: SF-36 (MH) - Change from Baseline

Bouloukaki 2014 129 101 1497 84 649 1339 Mot estimahle
Subtotal (95% CI) ] 0 Not estimable
Heterogeneity: Mot applicahle

Testfor overall effect: Mot applicable

4,43 QoL: SF-36 (PH) - Change from Baseline
Boulaukaki 2014 116 7.7 1497 59 114 1339 100.0% 5.70[4.98 642 o
Subtotal (95% CI) 1497 1339 100.0% 5.70 [4.98, 6.42] :
Heterogeneity: Mot applicahle

Testfor overall effect: Z=15.42 (P = 0.00001}

-4 2 0 2 4
Favours usual care+CPAP  Favours mixed+CPAP

Testfor subaroup differences: Chif= 247 df=1 (P=012), F=59.5%

Figure 29:  Quality of Life: Comparison of Values at Endpoint (FOSQ, 5-20; higher is
better, SF-36 0-100; higher is better)

Mixed+CPAP usual care+CPAP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.5.1 QoL: FOSQ - Endpoint
Bartlett 2013 17 24 98 167 24 T8 100.0% 0.30 [-0.56, 1.18]
Subtotal (95% CI) 99 78 100.0% 0.30 [-0.56, 1.16]

Heterogeneity: Mot applicable
Testfor overall effect Z= 068 (P = 0.49)

4.5.2 Qol: SF-36 (PH) - Endpoint

Bouloukaki 2014 86.3 6.2 1497 817 182 1339 472% 4.60[3.58, 5.62] ——

Chen 2014 a0 5 40 43 5 40 358% 7.00([4.81,8149] — &
Meurice 2007 47.0351 78229 74 46 108 24 17.0% 1.04 [-3.685, 5.72]

Subtotal (95% CI) 1611 1403 100.0% 4.85[2.49,7.21] —eai—

Heterogeneity: Tau®= 2.79; Chi*= 647, df= 2 (P=0.04); F=69%
Testfor averall effect Z=4.03 (P = 0.00013)

10 -5 0 5 10
Favours usual care+CPAP  Favours mixed+CPAP

Testfor subgroup differences: Chi®=12.63, df=1 {P = 0.0004), F=921%
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Figure 30:

ESS score (0-24; higher is worse)

Mixed+CPAP usual care+CPAP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.8.1 ESS: Endpoint Scores
Bartlett 2013 7T 47 99 76 45 78 11.8% 017 [1.18,1.53] —
Bouloukaki 2014 42 1.6 1497 72 43 1339 141% -3.00[3.24,-2.76) -
Chen 2015 10.3 1.35 40 11.2 165 40 135%  -0.90 [1.56,-0.24] —_—
Meurice 2007 62188 5.0831 85 52 41 27 10.3% 1.02 [-0.87, 2.91] e B —
Wang 2012 7.3 32 36 108 42 27 103%  -350[540,-1600  ———————————
Subtotal (95% CI) 1757 1511 60.0% -1.29 [-2.86, 0.28] ——ell—
Heterogeneity: Tau®= 2.75, Chi*= 66.58, df= 4 (P = 0.00001); F= 94%
Testfor overall effect Z=1.61 (F=0.11)
4.8.2 ESS: Change from Baseline
Bouloukaki 2014 -84 6 1487 -43 6.1 1339 139% -3.80[4.25-3.35) —
Hui 2000 -8.1 0.8 54 74 0.8 54 14.0% -0.70[-1.00,-0.40] -
Hwang 2017 -3 v 93 -37 47 83 121% 0.70 [-0.56, 1.96] —T
Subtotal (95% CI) 1644 1476  40.0%  -1.31[-3.78,1.15] e ———
Heterogeneity: Tau®= 4.59; Chi*= 14032, df= 2 (P = 0.00001); F= 99%
Testfor overall effect Z=1.04 (F = 0.30)
Total (95% CI) 3401 2987 100.0% -1.32[-2.48, -0.16] —~i—
Heterogeneity: Tau®= 2.48; Chi*= 24510, df= 7 (F = 0.00001), F=97% 54 52 b é jl

Testforoverall effect Z= 223 (F=0.03)

Testfor subgroun differences: Chi®=0.00. df=1 (P = 0.949), F=0%
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