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.10 Central nervous system stimulants (methylphenidate, modafinil, dexamphetamine,

lisdexamphetamine) versus placebo

Figure 100: Quality of Life: SF36 physical total at 4-6 weeks (methylphenidate or dexamphetamine)

CNSSs Placebo

Study or Subgroup  Mean SD Total Mean SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

Blockmans 2006 528 19 60 512 187
Olson 2003 6.9 1397 10 52 10.76
Total (95% Cl) 70

Heterogeneity: Chi? = 0.00, df = 1 (P = 0.99); I>= 0%
Test for overall effect: Z = 0.56 (P = 0.58)

60
10

70

72.4%
27.6%

100.0%

1.60 [-5.15, 8.35]
1.70 [-9.23, 12.63]

1.63 [-4.11, 7.37]

I
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1 1 1
-50 0 50

Favours placebo Favours CNSSs
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Figure 101: Quality of Life: SF36 mental total at 4-6 weeks (methylphenidate or dexamphetamine)

Placebo
Mean SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

CNSSs
Study or Subgroup  Mean SD Total
Blockmans 2006 51.8 164 60
Olson 2003 42 11.46 10
Total (95% Cl) 70

473 16.7 60 76.5%
3.9 12.86 10 23.5%

70 100.0%

Heterogeneity: Chi? = 0.45, df = 1 (P = 0.50); I? = 0%

Test for overall effect: Z = 1.33 (P = 0.18)

4.50 [-1.42, 10.42]
0.30 [-10.38, 10.98]

3.51[-1.67, 8.69]
1

-100

-50 0 50 100
Favours placebo Favours CNSSs
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Pharmacological interventions

Figure 102:

Quality of Life: SF36 at 20 days (modafinil)

CNSSs Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.3.1 Vitality
Randall 2005 255 241 28 261 23.84 14 100.0% -0.60[-15.95, 14.75]
Subtotal (95% Cl) 28 14 100.0% -0.60 [-15.95, 14.75]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.94)
10.3.2 Physical role limitation
Randall 2005 14.95 30.13 28 214 3216 14 100.0% -6.45[-26.66, 13.76] t
Subtotal (95% Cl) 28 14 100.0% -6.45 [-26.66, 13.76]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.63 (P = 0.53)
10.3.3 Physical function
Randall 2005 52 29.53 28 536 273 14 100.0% -1.60 [-19.60, 16.40] i
Subtotal (95% Cl) 28 14 100.0% -1.60 [-19.60, 16.40]
Heterogeneity: Not applicable
Test for overall effect: Z=0.17 (P = 0.86)
10.3.4 Mental health
Randall 2005 68.6 20.44 28 749 1234 14 100.0%  -6.30[-16.26, 3.66] !
Subtotal (95% CI) 28 14 100.0% -6.30 [-16.26, 3.66]
Heterogeneity: Not applicable
Test for overall effect: Z=1.24 (P = 0.21)
10.3.5 Emotional role limitation
Randall 2005 759 41.44 28 952 11.97 14 100.0% -19.30[-35.88,-2.72] t
Subtotal (95% CI) 28 14 100.0% -19.30 [-35.88, -2.72]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.28 (P = 0.02)
10.3.6 Pain
Randall 2005 54.75 32.88 28 57.2 30.67 14 100.0% -2.45[-22.61,17.71] i
Subtotal (95% CI) 28 14 100.0% -2.45[-22.61,17.71]
Heterogeneity: Not applicable
Test for overall effect: Z=0.24 (P = 0.81)
10.3.7 Social
Randall 2005 413 296 28 437 30.68 14 100.0% -2.40[-21.85, 17.05] i
Subtotal (95% CI) 28 14 100.0% -2.40 [-21.85, 17.05]
Heterogeneity: Not applicable
Test for overall effect: Z=0.24 (P = 0.81)
10.3.8 General health
Randall 2005 48.8 21.82 28 492 217 14 100.0% -0.40[-14.35, 13.55] 1
Subtotal (95% Cl) 28 14 100.0% -0.40 [-14.35, 13.55]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.06 (P = 0.96)

© NICE 2021. All rights reserved. Subject to Notice of rights.
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Figure 103: Fatigue: Checklist Individual Strength (CIS) total score at 4-12 weeks (methylphenidate)

CNSSs Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
Blockmans 2006 102.8 224 60 1125 11.3 60 60.9% -9.70[-16.05, -3.35] —
Montoya 2018 -16.9 23.52 63 -13.8 22.15 65 39.1% -3.10[-11.02, 4.82] — .
Total (95% Cl) 123 125 100.0% -7.12[-12.07, -2.16] L 2
ity: Chiz = = = - |2 = 389 t t } t
Heterogeneity: Chi? = 1.62, df = 1 (P = 0.20); I = 38% 20 25 0 25 50

Test for overall effect: Z = 2.82 (P = 0.005)

Favours CNSSs Favours placebo

Figure 104: Fatigue: Fatigue Severity Scale at 6 weeks (dexamphetamine or lisdexamphetamine)

CNSSs Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Olson 2003 -1.45 1.09 10 -0.03 1.11 10 56.9% -1.42 [-2.38, -0.46]
Young 2013 -20.92 14.71 13 -5 11.73 11 43.1% -15.92[-26.50, -5.34] —
Total (95% ClI) 23 21 100.0% -7.67 [-21.75, 6.40]

Heterogeneity: Tau? = 90.43; Chi2=7.15, df = 1 (P = 0.007); 1> = 86%
Test for overall effect: Z=1.07 (P = 0.29)

-50 -25 0 25 50
Favours CNSSs Favours placebo

Figure 105: Fatigue: Chalder Physical Fatigue scale at 20 days (modafinil)

Mean Difference
IV, Fixed, 95% CI

Mean Difference
1V, Fixed, 95% CI

CNSSs Placebo
Study or Subgroup  Mean SD Total Mean SD Total Weight
Randall 2005 13.35 5.987 28 13.6 7.85 14 100.0%
Total (95% CI) 28

Heterogeneity: Not applicable
Test for overall effect: Z=0.10 (P = 0.92)

-0.25[-4.92, 4.42]

14 100.0% -0.25[-4.92, 4.42]

20 -10 0 10 20
Favours CNSSs Favours placebo
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Figure 106: Fatigue: Chalder Mental Fatigue scale at 20 days (modafinil)

CNSSs Placebo Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

Randall 2005 7.8 3.14 28 7.4 2.99 14 100.0% 0.40[-1.55, 2.35]

Total (95% CI) 28 14 100.0% 0.40 [-1.55, 2.35]

Heterogeneity: Not applicable ! 10
Test for overall effect: Z = 0.40 (P = 0.69)

1 1 1 1
-5 0 5 10

Favours CNSSs Favours placebo

Figure 107: Sleep quality: sleep latency (time taken to fall asleep in mins) at 6 weeks (dexamphetamine)

CNSSs Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Olson 2003 13 5.45 10 11.8 3.77 10 100.0% 1.20[-2.91, 5.31]
Total (95% CI) 10 10 100.0% 1.20[-2.91, 5.31]

Heterogeneity: Not applicable 20
Test for overall effect: Z = 0.57 (P = 0.57)

-10 0 10 20
Favours CNSSs Favours placebo
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Figure 108:
CNSSs Placebo
Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Psychological status: Hospital anxiety and depression scale (HADS) at 4 weeks (methylphenidate)

Mean Difference
IV, Fixed, 95% CI

10.17.1 Anxiety

Blockmans 2006 73 38 60 7.7 3.7 60 100.0%
Subtotal (95% CI) 60 60 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

10.17.2 Depression

Blockmans 2006 83 3.8 60 8.7 47 60 100.0%
Subtotal (95% CI) 60 60 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z=0.51 (P = 0.61)

Figure 109:

-0.40 [-1.74, 0.94]
-0.40 [-1.74, 0.94]

-0.40[-1.93, 1.13]
-0.40 [-1.93, 1.13]

¢

-20

1 1 1
-10 0 10 20

Favours CNSSs Favours placebo

Psychological status: Hamilton Anxiety Scale (improvement) at 6 weeks (lisdexamphetamine)

CNSSs Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Young 2013 11.31 9.74 13 6.18 8.28 11 100.0% 5.13[-2.08, 12.34] ]
Total (95% CI) 13 11 100.0% 5.13 [-2.08, 12.34] —
Heterogeneity: Not applicable 20 30 0 10 20

Test for overall effect: Z = 1.39 (P = 0.16)

Favours placebo Favours CNSSs
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Figure 110: Adverse events: AEs leading to discontinuation (lisdexamphetamine)

CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Montoya 2018 8 63 3 65 83.8% 2.75[0.76, 9.90] ]
Young 2013 2 15 0 11 16.2% 3.75[0.20, 71.12] =
Total (95% CI) 78 76 100.0% 2.91[0.90, 9.43] i
Total events 10 3
ity: Chi2 = = = S 2= 09 I } t {
?ete:rfogeneltyl.I C;I t(;0_41 d7f8 ;(—Po 0(;.85), 12=0% 0.01 o1 10 100
est for overall effect: Z = 1.78 (P = 0.07) Favours CNSSs Favours placebo
Figure 111: Adverse events: Serious AEs (pyelonephritis) (methylphenidate)
CNSSs Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Montoya 2018 1 63 0 65 100.0%  7.63[0.15, 384.58]
Total (95% Cl) 63 65 100.0% 7.63 [0.15, 384.58] ——ee—
Total events 1 0
Heterogeneity: Not applicable t f f f
o _ 0.005 0.1 10 200
Test for overall effect: Z = 1.02 (P = 0.31) Favours CNSSs  Favours placebo
Figure 112: Adverse events: sleepiness (methylphenidate)
CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Blockmans 2006 21 60 23 60 100.0% 0.91[0.57, 1.46]
Total (95% CI) 60 60 100.0% 0.91 [0.57, 1.46]
Total events 21 23
Heterogeneity: Not applicable 0.01 01 1 10 100

Test for overall effect: Z=0.38 (P = 0.71)

Favours CNSSs Favours placebo
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Figure 113:

Adverse events: dry mouth (lisdexamphetamine)

Test for overall effect: Z = 0.91 (P = 0.36)

Favours CNSSs Favours placebo

CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Blockmans 2006 34 60 18 60 96.9% 1.89[1.21, 2.95]
Young 2013 1 15 0 11 3.1% 2.25[0.10, 50.54]
Total (95% CI) 75 71 100.0% 1.90 [1.22, 2.96] <o
Total events 35 18
ity: Chi2 = = = S 2= 09 I } t {
Heterogeneity: Chi? = 0.01, df =1 (P = 0.91); I>= 0% 0.01 o1 10 100
Test for overall effect: Z = 2.84 (P = 0.004) Favours CNSSs Favours placebo
Figure 114: Adverse events: dizziness (methylphenidate)
CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Blockmans 2006 30 60 38 60 100.0% 0.79[0.57, 1.08]
Total (95% CI) 60 60 100.0% 0.79 [0.57, 1.08]
Total events 30 38
Heterogeneity: Not applicable f f r f |
0.01 0.1 1 10 100
Test for overall effect: Z = 1.46 (P = 0.15) Favours CNSSs  Favours placebo
Figure 115: Adverse events: akathisia (methylphenidate)
CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Blockmans 2006 29 60 34 60 100.0% 0.85[0.61, 1.20]
Total (95% CI) 60 60 100.0% 0.85[0.61, 1.20]
Total events 29 34
Heterogeneity: Not applicable 0.01 01 1 10 100
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Figure 116:

Adverse events: abdominal pain (methylphenidate)

Test for overall effect: Z=1.61 (P =0.11)

Favoijrs CNSSs Favours placebo

CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Blockmans 2006 28 60 23 60 100.0% 1.2210.80, 1.85]
Total (95% CI) 60 60 100.0% 1.22 [0.80, 1.85]
Total events 28 23
Heterogeneity: Not applicable F t f f |
0.01 0.1 1 10 100
Test for overall effect: Z =0.92 (P = 0.36) Favours CNSSs  Favours placebo
Figure 117: Adverse events: chest pain (methylphenidate)
CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Blockmans 2006 17 60 25 60 100.0% 0.68[0.41, 1.12]
Total (95% CI) 60 60 100.0% 0.68 [0.41, 1.12]
Total events 17 25
Heterogeneity: Not applicable f f I f |
0.01 0.1 1 10 100
Test for overall effect: Z=1.51 (P = 0.13) Favours CNSSs  Favours placebo
Figure 118: Adverse events: anorexia (lisdexamphetamine)
CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Olson 2003 5 10 1 10 100.0% 5.00 [0.70, 35.50] T
Total (95% Cl) 10 10 100.0%  5.00 [0.70, 35.50] —
Total events 5 1
Heterogeneity: Not applicable '0_01 0'1 1'0 100'
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Figure 119: Adverse events: headache (lisdexamphetamine)

CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Young 2013 2 15 1 11 100.0% 1.47 [0.15, 14.21]
Total (95% CI) 15 11 100.0% 1.47[0.15, 14.21]
Total events 2 1
Heterogeneity: Not applicable .01 01 3 1 100

Test for overall effect: Z=0.33 (P = 0.74) Favours CNSSs  Favours placebo

Figure 120: Adverse events: insomnia (lisdexamphetamine)

CNSSs Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Young 2013 1 15 0 11 100.0%  5.66[0.11, 299.01]
Total (95% CI) 15 11 100.0% 5.66 [0.11, 299.01] e —
Total events 1 0
Heterogeneity: Not applicable f f f f
0.005 0.1 10 200
Test for overall effect: Z = 0.86 (P = 0.39) Favours CNSSs  Favours placebo
Figure 121: Adverse events (modafinil)
CNSSs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Randall 2005 21 28 8 14 100.0% 1.31[0.79, 2.17]
Total (95% Cl) 28 14 100.0%  1.31[0.79, 2.17]
Total events 21 8
Heterogeneity: Not applicable '0_01 0'1 i 1'0 100'

Test for overall effect: Z =1.06 (P = 0.29) Favoijrs CNSSs  Favours placebo
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Figure 122:

improvement at 6 weeks (lisdexamphetamine)

Placebo

Mean Difference

SD Total Weight IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

Cognitive function: Behaviour Rating Inventory of Executive Function (BRIEF), global executive composite

CNSSs
Study or Subgroup  Mean SD Total Mean
Young 2013 21.38 15.85 13 3.36 7.26
Total (95% Cl) 13

Heterogeneity: Not applicable
Test for overall effect: Z = 3.67 (P = 0.0002)

11 100.0% 18.02 [8.39, 27.65]

11 100.0% 18.02 [8.39, 27.65]

-50

-25 0
Favours placebo Favours CNSS

. .

50

Figure 123:

Study or Subgroup

Pain: McGill pain Questionnaire (improvement) at 6 weeks (lisdexamphetamine)
CNSSs Placebo Mean Difference Mean Difference
Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Young 2013

10.38 8.84 13 254 9.53 11 100.0% 7.84[0.44, 15.24]

Total (95% CI)

13

11 100.0% 7.84[0.44, 15.24]

Heterogeneity: Not applicable
Test for overall effect: Z =2.08 (P = 0.04)

Figure 124:

—l—

-20

10 0 10
Favours placebo Favours CNSSs

20

Symptom scales: Clinical Global Improvement — severity (improvement) at 6 weeks (lisdexamphetamine)

CNSSs Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Young 2013 192 1.5 13 0.64 0.92 11 100.0% 1.28[0.30, 2.26]
Total (95% CI) 13 11 100.0% 1.28 [0.30, 2.26] . 4
Heterogeneity: Not applicable 70 % S 3 5

Test for overall effect: Z = 2.56 (P = 0.01)

Favours placebo Favours CNSSs
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