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E.2 Antidepressants (duloxetine, fluoxetine, moclobemide) versus placebo
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Heterogeneity: Not applicable
Test for overall effect: Z = 0.09 (P = 0.93)

Figure 21:  Quality of life: SF-36 subscales at 12 weeks (duloxetine)
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Vitality
Arnold 2015 3.3 6.9389 100.0% 3.30[-10.30, 16.90]
Subtotal (95% CI) 100.0% 3.30 [-10.30, 16.90]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.48 (P = 0.63)
2.1.2 Physical functioning
Arnold 2015 6.8 7.8063 100.0% 6.80[-8.50, 22.10] t
Subtotal (95% CI) 100.0% 6.80 [-8.50, 22.10]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.87 (P = 0.38)
2.1.3 Role physical
Arnold 2015 11 10.2043 100.0% 11.00 [-9.00, 31.00] _t
Subtotal (95% CI) 100.0% 11.00 [-9.00, 31.00]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.08 (P = 0.28)
2.1.4 Mental health
Arnold 2015 -1.1 54593 100.0% -1.10[-11.80, 9.60] t
Subtotal (95% CI) 100.0% -1.10 [-11.80, 9.60]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.20 (P = 0.84)
2.1.5 Role emotional
Arnold 2015 4.4 145921 100.0% 4.40[-24.20, 33.00] i
Subtotal (95% CI) 100.0% 4.40 [-24.20, 33.00]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.30 (P = 0.76)
2.1.6 Bodily pain
Arnold 2015 11.4 6.0715 100.0% 11.40[-0.50, 23.30] t
Subtotal (95% CI) 100.0% 11.40 [-0.50, 23.30]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.88 (P = 0.06)
2.1.7 General health
Arnold 2015 0 55103 100.0% 0.00[-10.80, 10.80] t
Subtotal (95% CI) 100.0% 0.00 [-10.80, 10.80]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
2.1.8 Social functioning
Arnold 2015 0.7 7.8573 100.0% 0.70[-14.70, 16.10] i
Subtotal (95% CI) 100.0% 0.70 [-14.70, 16.10]
0
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Figure 22: Fatigue: 14-item Chalder fatigue scale at 26 weeks (fluoxetine)

Antidepressants Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Wearden 1998 -3 8.15 35 27 7.77 34 100.0% -0.30 [-4.06, 3.46]
Total (95% Cl) 35 34 100.0% -0.30 [-4.06, 3.46]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.16 (P = 0.88) -20 -10 0 10 20

Favours antidepressants  Favours placebo
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Figure 23:

Mean Difference

Fatigue: MFI-20 at 12 weeks (duloxetine)

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.10.1 General fatigue

Arnold 2015 -1 0.9184 100.0% -1.00 [-2.80, 0.80]

Subtotal (95% CI) 100.0% -1.00 [-2.80, 0.80]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.09 (P = 0.28)

2.10.2 Physical fatigue

Arnold 2015 -0.9 0.9184 100.0% -0.90 [-2.70, 0.90] t
Subtotal (95% CI) 100.0% -0.90 [-2.70, 0.90]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.98 (P = 0.33)

2.10.3 Reduced activity

Arnold 2015 0 0.9184 100.0% 0.00 [-1.80, 1.80] t
Subtotal (95% Cl) 100.0% 0.00 [-1.80, 1.80]

Heterogeneity: Not applicable

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

2.10.4 Reduced motivation

Arnold 2015 -0.8 0.9184 100.0% -0.80 [-2.60, 1.00] t
Subtotal (95% CI) 100.0% -0.80 [-2.60, 1.00]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.87 (P = 0.38)

2.10.5 Mental fatigue

Arnold 2015 -2.5 0.9694 100.0% -2.50[-4.40, -0.60] t
Subtotal (95% Cl) 100.0% -2.50 [-4.40, -0.60]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.58 (P = 0.010)
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Figure 24: Fatigue: Checklist Individual Strength (CIS) fatigue at 16 weeks (fluoxetine)

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Vercoulen 1996 -0.164 0.2429 100.0% -0.16 [-0.64, 0.31]
Total (95% CI) 100.0% -0.16 [-0.64, 0.31]
Heterogeneity: Not applicable T 5 ) : 10

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

Figure 25:  Physical functioning: Karnofsky Performance Index at 6 weeks (moclobemide)

Antidepressants Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Hickie 2000 0.86 1.2 40 0.58 1.3 37 100.0% 0.28 [-0.28, 0.84]
Total (95% CI) 40 37 100.0% 0.28 [-0.28, 0.84]

Heterogeneity: Not applicable T T t

PPIC: B 10 5 0 5 10
Test for overall effect: Z = 0.98 (P = 0.33) Favours placebo  Favours antidepressants
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Figure 26:

Antidepressants

Placebo

Study or Subgroup  Mean SD Total Mean SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Psychological status: Profile of mood states (POMS) at 6 weeks (moclobemide)

Mean Difference
IV, Fixed, 95% CI

2.17.1 Fatigue

Hickie 2000 005 04 40
Subtotal (95% Cl) 40

Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.62)

2.17.2 Vigour
Hickie 2000 (1) -0.51 1.2 40
Subtotal (95% CI) 40

Heterogeneity: Not applicable
Test for overall effect: Z = 1.95 (P = 0.05)

2.17.3 Depression

Hickie 2000 -0.06 1 40
Subtotal (95% Cl) 40

Heterogeneity: Not applicable
Test for overall effect: Z=10.10 (P = 0.92)

Footnotes
(1) Vigour subscale inverted for analysis
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Figure 27: Psychological status: HADS depression at 12-26 weeks (change scores) (fluoxetine or duloxetine)

Study or Subgroup  Mean Difference SE Weight

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

Armold 2015 0.94 0.1122 67.6%
Wearden 1998 0.4 0.8039 32.4%
Total (95% Cl) 100.0%

0.94[0.72, 1.16]
-0.40 [-1.98, 1.18]

0.51[-0.72, 1.74]
] ] ] ]

Heterogeneity: Tau? = 0.57; Chiz = 2.73, df = 1 (P = 0.10); I2 = 63% ' ' ' ' '

Test for overall effect: Z=0.81 (P = 0.42)

-20 -10 0 10 20
Favours antidepressants  Favours placebo

Figure 28: Psychological status: HADS anxiety at 12 weeks (duloxetine)

Study or Subgroup  Mean Difference SE Weight

Mean Difference Mean Difference

1V, Fixed, 95% CI IV, Fixed, 95% CI

Arnold 2015 -0.9 0.7653 100.0%

-0.90 [-2.40, 0.60]

Total (95% CI) 100.0% -0.90 [-2.40, 0.60]

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

20 -10 0 10 20
Favours antidepressants  Favours placebo

Figure 29:  Psychological status: Beck Depression Inventory at 16 weeks (fluoxetine)

Study or Subgroup  Mean Difference SE Weight

Mean Difference Mean Difference

1V, Fixed, 95% CI 1V, Fixed, 95% CI

Vercoulen 1996 -0.186 0.0837 100.0% -0.19[-0.35,-0.02]
Total (95% CI) 100.0% -0.19 [-0.35, -0.02]
Heterogeneity: Not applicable o 5 ) : 10

Test for overall effect: Z = 2.22 (P = 0.03)
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Mean Difference
IV, Fixed, 95% CI

Pain: Brief Pain Inventory at 12 weeks (duloxetine)

Mean Difference
IV, Fixed, 95% CI

Figure 30:
Study or Subgroup  Mean Difference SE Weight
2.24.1 Severity
Arnold 2015 -0.73 0.1378 100.0%
Subtotal (95% CI) 100.0%
Heterogeneity: Not applicable
Test for overall effect: Z = 5.30 (P < 0.00001)
2.24.2 Interference
Arnold 2015 -0.7 0.1327 100.0%
Subtotal (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 5.28 (P < 0.00001)

-0.73 [-1.00, -0.46]
-0.73 [-1.00, -0.46]
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-0.70 [-0.96, -0.44]
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Figure 31:
Antidepressants

Study or Subgroup Events Total

Placebo

Events Total Weight

Adverse events (fluoxetine)

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

2.26.1 Tremor

Vercoulen 1996 18 45
Subtotal (95% CI) 45
Total events 18

Heterogeneity: Not applicable
Test for overall effect: Z=1.50 (P = 0.13)

2.26.2 Perspiration

Vercoulen 1996 30 45
Subtotal (95% CI) 45
Total events 30

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

Figure 32:

Antidepressants
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20

20

51
51

51
51

Placebo

Study or Subgroup  Mean SD Total Mean

100.0%
100.0%

100.0%
100.0%

SD Total Weight

1.57 [0.87, 2.83]
1.57 [0.87, 2.83]

1.70 [1.14, 2.53]
1.70 [1.14, 2.53]
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Exercise performance measure: VO2 max (mL O2/kg/min) at 26 weeks (fluoxetine)
Mean Difference
IV, Fixed, 95% CI

Difference

1V, Fixed, 95% CI

Wearden 1998 1 582 35

Total (95% Cl) 35

Heterogeneity: Not applicable
Test for overall effect: Z = 0.85 (P = 0.39)

-0.1 4.87

34 100.0%

34 100.0%

1.10 [-1.43, 3.63]

1.10 [-1.43, 3.63]
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Figure 33:

Study or Subgroup  Mean Difference

SE Weight

Mean Difference
IV, Fixed, 95% CI

Symptom scales: Clinical Global Impression at 12 weeks (duloxetine)

Mean Difference
IV, Fixed, 95% CI

2.29.1 Severity

Arnold 2015
Subtotal (95% Cl)

Heterogeneity: Not applicable

-0.1  0.102 100.0%
100.0%

Test for overall effect: Z = 0.98 (P = 0.33)

2.29.2 Improvement

Arnold 2015
Subtotal (95% Cl)

Heterogeneity: Not applicable

-0.8 0.4592 100.0%
100.0%

Test for overall effect: Z = 1.74 (P = 0.08)

-0.10 [-0.30, 0.10]
-0.10 [-0.30, 0.10]

-0.80 [-1.70, 0.10]
-0.80 [-1.70, 0.10]

|

-10 -5 0 5 10
Favours antidepressants  Favours placebo
Figure 34: Symptom scales: CDC symptom inventory at 12 weeks (duloxetine)
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Arnold 2015 -2.7 6.5307 100.0% -2.70[-15.50, 10.10]
Total (95% Cl) 100.0% -2.70 [-15.50, 10.10] ’
Heterogeneity: Not applicable >0 10 ) 10 20

Test for overall effect: Z = 0.41 (P = 0.68)

Favours antidepressants
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Figure 35: Symptom scales: Improvement of symptoms (patient-reported) at 6-14 weeks (fluoxetine or moclobemide)

Antidepressants Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hickie 2000 24 47 14 43 75.7% 1.57 [0.94, 2.62]
Vercoulen 1996 8 45 5 51 24.3% 1.81[0.64, 5.15] -
Total (95% Cl) 92 94 100.0% 1.63 [1.02, 2.59] s 2
Total events 32 19

ity: Chiz = = = - 12= 09 I t t {
Heterogeneity: Chi? = 0.06, df =1 (P = 0.80); I = 0% 0.01 01 10 100

Test for overall effect: Z = 2.05 (P = 0.04)

Favours placebo Favours antidepressants

Figure 36: Symptom scales: Worsening of symptoms (patient-reported) at 14 weeks (fluoxetine)

Antidepressants Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Vercoulen 1996 7 45 12 51 100.0% 0.66 [0.28, 1.53]
Total (95% CI) 45 51 100.0% 0.66 [0.28, 1.53]
Total events 7 12

Heterogeneity: Not applicable
Test for overall effect: Z=0.96 (P = 0.34)
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