
© Queen’s Printer and Controller of HMSO 2013. This work was produced by Meadows et al. under the terms of a commissioning contract issued by the Secretary of State 
for Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals 
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be 
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science 
Park, Southampton SO16 7NS, UK.

DOI: 10.3310/hta17270� HEALTH TECHNOLOGY ASSESSMENT 2013  VOL. 17  NO. 27

229

Subcutaneous immunotherapy

Comparison 1  Subcutaneous immunotherapy compared with placebo, all studies

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 17 1184 SMD (IV, random, 
95% CI)

–0.65 (–0.85 to –0.45)

2 MSs 16 1103 –0.55 (–0.75 to –0.34)

3 SMSs 8 617 –0.48 (–0.67 to –0.29)

IV, inverse variance.

Comparison 2  Subcutaneous immunotherapy compared with placebo, adults

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 16 1140 SMD (IV, random, 
95% CI)

–0.68 (–0.89 to –0.47)

2 MSs 15 1059 –0.53 (–0.75 to –0.32)

IV, inverse variance.

Comparison 3  Subcutaneous immunotherapy compared with placebo, < 6 months

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 5 274 SMD (IV, random, 
95% CI)

–1.29 (–2.10 to –0.49)

2 MSs 2 143 –0.34 (–0.68 to –0.01)

3 SMSs 3 221 –0.47 (–0.91 to –0.02)

IV, inverse variance.

Comparison 4  Subcutaneous immunotherapy compared with placebo, 6–12 months

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 2 309 SMD (IV, random, 
95% CI)

–0.54 (–0.78 to –0.29)

2 MSs 3 332 –0.46 (–0.69 to –0.23)

IV, inverse variance.
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Comparison 5  Subcutaneous immunotherapy compared with placebo, > 12 months

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 8 442 SMD (IV, random, 
95% CI)

–0.51 (–0.70 to –0.32)

2 MSs 9 469 –0.67 (–1.06 to –0.29)

3 SMSs 3 253 –0.51 (–0.76 to –0.25)

IV, inverse variance.

Comparison 6  Subcutaneous immunotherapy compared with placebo, 
major allergen content < 5 µg

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 3 228 SMD (IV, random, 
95% CI)

–0.43 (–0.69 to –0.16)

2 MSs 2 147 –0.31 (–0.63 to 0.02)

3 SMSs 3 228 –0.39 (–0.70 to –0.07)

IV, inverse variance.

Comparison 7  Subcutaneous immunotherapy compared with placebo, 
major allergen content 5–20 µg

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 5 231 SMD (IV, random, 
95% CI)

–0.54 (–0.80 to –0.27)

2 MSs 6 254 –0.45 (–0.70 to –0.20)

IV, inverse variance.

Comparison 8  Subcutaneous immunotherapy compared with placebo, > 20 µg

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 3 341 SMD (IV, random, 
95% CI)

–1.06 (–2.08 to –0.05)

2 MSs 2 305 –0.55 (–0.96 to –0.13)

IV, inverse variance.



© Queen’s Printer and Controller of HMSO 2013. This work was produced by Meadows et al. under the terms of a commissioning contract issued by the Secretary of State 
for Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals 
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be 
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science 
Park, Southampton SO16 7NS, UK.

DOI: 10.3310/hta17270� HEALTH TECHNOLOGY ASSESSMENT 2013  VOL. 17  NO. 27

231

Comparison 9  Subcutaneous immunotherapy compared with placebo, grass pollen

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 9 552 SMD (IV, random, 
95% CI)

–0.64 (–0.91 to –0.37)

2 MSs 8 483 –0.77 (–1.22 to –0.33)

3 SMSs 5 435 –0.43 (–0.62 to –0.24)

IV, inverse variance.

Comparison 10  Subcutaneous immunotherapy compared with placebo, Parietaria

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 3 353 SMD (IV, random, 
95% CI)

–1.15 (–2.09 to –0.21)

2 MSs 2 318 –0.43 (–0.67 to –0.20)

3 SMSs 2 77 –0.96 (–1.44 to –0.49)

IV, inverse variance.

Comparison 11  Subcutaneous immunotherapy compared with placebo, tree

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 4 235 SMD (IV, random, 
95% CI)

–0.46 (–0.72 to –0.20)

2 MSs 4 235 –0.34 (–0.60 to –0.09)

IV, inverse variance.

Comparison 12  Subcutaneous immunotherapy compared with placebo, QoL

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

All studies 8 955 SMD (IV, random, 
95% CI)

–0.53 (–0.66 to –0.39)

Duration > 12 months 6 662 –0.47 (–0.63 to –0.31)

MAC 5–20 µg 3 381 –0.52 (–0.74 to –0.31)

MAC > 20 µg 3 379 –0.65 (–0.87 to –0.43)

Grass pollen 4 561 –0.44 (–0.61 to –0.26)

Parietaria pollen 2 316 –0.63 (–0.87 to –0.39)

RQLQ 8 955 MD (IV, random, 95% CI) –0.74 (–0.92 to –0.56)

IV, inverse variance.
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Sublingual immunotherapy

Comparison 13  Sublingual immunotherapy compared with placebo, all studies

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 42 4819 SMD (IV, random, 
95% CI)

–0.33 (–0.42 to –0.25)

2 MSs 35 3779 –0.27 (–0.37 to –0.17)

3 SMSs 6 1394 –0.40 (–0.55 to –0.25)

IV, inverse variance.

Comparison 14  Sublingual immunotherapy compared with placebo, adults

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 33 3476 SMD (IV, random, 
95% CI)

–0.38 (–0.49 to –0.27)

2 MSs 27 2604 –0.35 (–0.47 to –0.23)

3 SMSs 5 1087 –0.44 (–0.62 to –0.27)

IV, inverse variance.

Comparison 15  Sublingual immunotherapy compared with placebo, children

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 9 1343 SMD (IV, random, 
95% CI)

–0.24 (–0.35 to –0.13)

2 MSs 8 1175 –0.08 (–0.25 to 0.08)

IV, inverse variance.

Comparison 16  Sublingual immunotherapy compared with placebo, < 6 months

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 15 1882 SMD (IV, random, 
95% CI)

–0.34 (–0.47 to –0.20)

2 MSs 14 1517 –0.33 (–0.47 to –0.19)

3 SMSs 2 376 –0.31 (–0.51 to –0.11)

IV, inverse variance.
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Comparison 17  Sublingual immunotherapy compared with placebo, 6–12 months

Outcome or subgroup 
No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 15 1539 SMD (IV, random, 
95% CI)

–0.31 (–0.47 to –0.16)

2 MSs 13 1223 –0.31 (–0.53 to –0.08)

3 SMSs 2 417 –0.66 (–1.63 to 0.30)

IV, inverse variance.

Comparison 18  Sublingual immunotherapy compared with placebo, > 12 months

Outcome or subgroup 
No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 12 1398 SMD (IV, random, 
95% CI)

–0.35 (–0.52 to –0.18)

2 MSs 8 1039 –0.16 (–0.31 to –0.01)

3 SMSs 2 601 –0.48 (–0.64 to –0.31)

IV, inverse variance.

Comparison 19  Sublingual immunotherapy compared with placebo, major 
allergen content < 5 µg

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 6 229 SMD (IV, random, 
95% CI)

–0.53 (–1.03 to –0.03)

2 MSs 5 194 –0.63 (–1.08 to –0.18)

IV, inverse variance.

Comparison 20  Sublingual immunotherapy compared with placebo, major 
allergen content 5–20 µg

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 13 2287 SMD (IV, random, 
95% CI)

–0.29 (–0.37 to –0.20)

2 MSs 12 2285 –0.18 (–0.30 to –0.05)

3 SMSs 3 985 –0.32 (–0.45 to –0.19)

IV, inverse variance.
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Comparison 21  Sublingual immunotherapy compared with placebo, major 
allergen content > 20 µg

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 12 1088 SMD (IV, random, 
95% CI)

–0.33 (–0.48 to –0.18)

2 MSs 10 708 –0.26 (–0.47 to –0.06)

IV, inverse variance.

Comparison 22  Sublingual immunotherapy compared with placebo, grass pollen

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 26 4045 SMD (IV, random, 
95% CI)

–0.31 (–0.39 to –0.22)

2 MSs 19 3005 –0.20 (–0.31 to –0.08)

3 SMSs 4 1299 –0.36 (–0.48 to –0.24)

IV, inverse variance.

Comparison 23  Sublingual immunotherapy compared with placebo, ragweed

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 3 244 SMD (IV, random, 
95% CI)

–0.44 (–0.48 to –0.18)

2 MSs 3 244 –0.34 (–0.60 to –0.09)

IV, inverse variance.

Comparison 24  Sublingual immunotherapy compared with placebo, Parietaria

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 4 124 SMD (IV, random, 
95% CI)

–0.27 (–0.62 to 0.09)

2 MSs 4 124 –0.49 (–0.85 to –0.13)

IV, inverse variance.
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Comparison 25  Sublingual immunotherapy compared with placebo, tree

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 SSs 9 380 SMD (IV, random, 
95% CI)

–0.42 (–0.77 to –0.06)

2 MSs 9 380 –0.38 (–0.62 to –0.13)

IV, inverse variance.

Comparison 26  Sublingual immunotherapy compared with placebo, QoL

Outcome or 
subgroup 

No. of 
studies

No. of 
participants Statistical method Effect size

1 All studies 7 1878 SMD (IV, random, 
95% CI)

–0.37 (–0.52 to –0.22)

2 Adults 6 1658 –0.39 (–0.56 to –0.21)

3 < 6 months 4 908 –0.45 (–0.74 to –0.17)

4 > 12 months 2 601 –0.37 (–0.54 to –0.21)

5 MAC 5–20 µg 2 507 –0.32 (–0.49 to –0.14)

6 MAC > 20 µg 2 323 –0.70 (–0.93 to –0.48)

7 RQLQ 4 924 MD (IV, random, 95% CI) –0.34 (–0.49 to –0.18)

IV, inverse variance.
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Balda 1998163

Bodtger 2002169

Bousquet 1990170

Brewczynski 1999171

Charpin 2007142

Corrigan 2005164

Drachenberg 200191

Ferrer 2005165

Frew 2006161

Jutel 2005166

Ortolani 1984174

Ortolani 1994167

Pauli 2008154

Varney 1991172

Walker 2001173

Zenner 1997168

Total (95% CI)

Heterogeneity: τ2 = 0.09; χ2 = 36.19, df = 15 (p = 0.002); I2 = 59%

6.56
2.2

63.6
59.5

3.3
166.5

0.75
0.44
3.31
3.93
2.01
0.61

0
1531

-1212
82.24

10.43
1

32.5
32.6
2.42

114.93
0.44
0.32
2.42
3.28
0.57
0.12

6.8
1875
2632
64.38

49
16
20
10
14
77
74
22

187
29

8
18
33
19
17
41

634

9.07
3.3

108.6
122.4

5.06
218

0.95
0.8

4.59
5.82
5.86

2.3
3.41

2230
-115

115.98

8.19
1.4

33.2
85.13

2.66
135.39

0.41
0.54
2.93
3.44
1.63
0.98

7.1
856

1159
83.67

56
17
18

8
14
77
50
20
89
28

7
17
36
16
13
40

506

8.7%
5.1%
5.1%
3.3%
4.7%
9.6%
9.0%
5.8%

10.5%
6.9%
1.5%
3.8%
7.5%
5.4%
4.9%
8.0%

100.0%

-4 -2 0 2 4

Study or subgroup

Test for overall effect: z = 6.32 (p < 0.00001)

Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.27 (-0.65 to 0.12)
-0.88 (-1.60 to -0.16)
-1.34 (-2.05 to -0.63)
-0.98 (-1.97 to 0.02)
-0.67 (-1.44 to 0.09)

-0.41 (-0.73 to -0.09)
-0.46 (-0.83 to -0.10)
-0.81 (-1.44 to -0.17)
-0.49 (-0.75 to -0.24)
-0.55 (-1.08 to -0.02)
-3.06 (-4.69 to -1.43)
-2.40 (-3.29 to -1.51)
-0.48 (-0.96 to -0.00)
-0.46 (-1.13 to 0.22)
-0.50 (-1.24 to 0.23)

-0.45 (-0.89 to -0.01)

-0.68 (-0.89 to -0.47)

Balda 1998163

Bodtger 2002169

Bousquet 1990170

Brewczynski 1999171

Charpin 2007142

Corrigan 2005164

Dolz 1996175

Drachenberg 200191

Ferrer 2005165

Frew 2006161

Jutel 2005166

Mirone 2004176

Pauli 2008154

Varney 1991172

Walker 2001173

Total (95% CI)

Heterogeneity: τ2 = 0.09; χ2 = 33.54, df = 14 (p = 0.002); I2 = 58%

9.03
9.9

38.6
17.2
3.98

68.58
6

0.54
0.35
2.93
2.73

0.7
0

2146
-1308

16.03
7

37.6
10.4
4.15

96.15
6.07
0.71
0.47
2.95
4.48

1.4
4.6

2513
983

49
17
20
10
14
77
18
74
22

187
29
11
33
19
16

596

13.63
14.5
66.4
36.8
5.23

101.21
48.66

0.71
0.92
4.29
3.78

2.2
1.9

14 ,491
101

19.67
8.5

51.7
35.46

4.41
126.01

17.95
0.77
1.73
3.53
4.92

3.1
4.8

15,066
1899

56
17
18

8
14
77
10
50
20
89
28
12
36
16
13

464

9.3%
5.7%
6.0%
3.6%
5.2%

10.3%
2.4%
9.7%
6.4%

11.2%
7.5%
4.4%
8.1%
5.3%
4.9%

100.0%

-4 -2 0 2 4

Study or subgroup

Test for overall effect: z = 4.82 (p < 0.00001)

Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.25 (-0.64 to 0.13)
-0.58 (-1.26 to 0.11)
-0.61 (-1.26 to 0.05)
-0.76 (-1.73 to 0.22)
-0.28 (-1.03 to 0.46)
-0.29 (-0.61 to 0.03)

-3.56 (-4.82 to -2.29)
-0.23 (-0.59 to 0.13)
-0.45 (-1.06 to 0.16)

-0.43 (-0.69 to -0.18)
-0.22 (-0.74 to 0.30)
-0.59 (-1.43 to 0.25)
-0.40 (-0.88 to 0.08)

-1.17 (-1.89 to -0.44)
-0.94 (-1.71 to -0.16)

-0.53 (-0.75 to -0.32)

FIGURE 31  Subcutaneous immunotherapy vs placebo, adults, SSs.

FIGURE 32  Subcutaneous immunotherapy vs placebo, adults, MSs.

Subcutaneous immunotherapy
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Balda 1998163

Bousquet 1990170

Ortolani 1984174

Ortolani 1994167

Zenner 1997168

Total (95% CI)

Heterogeneity: τ2 = 0.68; χ2 = 31.23, df = 4 (p < 0.00001); I2= 87%
Test for overall effect: z = 3.14 (p = 0.002)

6.56
63.6
2.01
0.61

82.24

10.43
32.5
0.57
0.12

64.38

49
20
8

18
41

136

9.07
108.6
5.86
2.3

115.98

8.19
33.2
1.63
0.98

83.67

56
18
7

17
40

138

23.8%
21.1%
12.4%
19.3%
23.4%

100.0%

-4 -2 0 2 4

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.27 (-0.65 to 0.12)
-1.34 (-2.05 to -0.63)
-3.06 (-4.69 to -1.43)
-2.40 (-3.29 to -1.51)
-0.45 (-0.89 to -0.01)

-1.29 (-2.10 to -0.49)

Balda 1998163

Bousquet 1990170

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 0.84, df = 1 (p = 0.36); I2 = 0%
Test for overall effect: z = 2.03 (p = 0.04)

9.03
38.6

16.03
37.6

49
20

69

13.63
66.4

19.67
51.7

56
18

74

74.2%
25.8%

100.0%

-4 -2 0 2 4

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.25 (-0.64 to 0.13)
-0.61 (-1.26 to 0.05)

-0.34 (-0.68 to -0.01)

Balda 1998163

Ortolani 1994167

Zenner 1997168

Total (95% CI)

Heterogeneity: τ2= 0.09; χ2= 4.86, df = 2 (p = 0.09); I2 = 59%
Test for overall effect: z = 2.06 (p = 0.04)

201.42
12.88
153.8

97.41
3.61

63.47

49
18
41

108

221.26
17.81

174.45

87.54
4.91

58.95

56
17
40

113

40.2%
22.9%
36.9%

100.0%

-4 -2 0 2 4

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.21 (-0.60 to 0.17)
-1.12 (-1.84 to -0.40)
-0.33 (-0.77 to 0.10)

-0.47 (-0.91 to -0.02)

Bodtger 2002169

Frew 2006161

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 0.98, df = 1 (p = 0.32); I2 = 0%
Test for overall effect: z = 4.35 (p < 0.0001)

2.2
3.31

1
2.42

16
187

203

3.3
4.59

1.4
2.93

17
89

106

11.2%
88.8%

100.0%

-4 -2 0 2 4

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.88 (-1.60 to -0.16)
-0.49 (-0.75 to -0.24)

-0.54 (-0.78 to -0.29)

FIGURE 33  Subcutaneous immunotherapy vs placebo, < 6 months, SSs.

FIGURE 34  Subcutaneous immunotherapy vs placebo, < 6 months, MSs.

FIGURE 35  Subcutaneous immunotherapy vs placebo, < 6 months, SMSs.

FIGURE 36  Subcutaneous immunotherapy vs placebo, 6–12 months, SSs.
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Bodtger 2002169

Frew 2006161

Mirone 2004176

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 0.26, df = 2 (p = 0.88); I2 = 0%
Test for overall effect: z = 3.91 (p < 0.0001)

9.9
2.93

0.7

7
2.95

1.4

17
187

11

215

14.5
4.29

2.2

8.5
3.53

3.1

17
89
12

118

11.2%
81.3%

7.5%

100. 0%

-4 -2 0 2 4

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.58 (-1.26 to 0.11)
-0.43 (-0.69 to -0.18)
-0.59 (-1.43 to 0.25)

-0.46 (-0.69 to -0.23)

Brewczynski 1999171

Charpin 2007142

Corrigan 2005164

Ferrer 2005165

Jutel 2005166

Kuna 2011152

Pauli 2008154

Walker 2001173

Total (95% CI)
Heterogeneity: τ2 = 0.00; χ2 = 2.82, df = 7 (p = 0.90); I2 = 0%
Test for overall effect: z = 5.21 (p < 0.00001)

59.5
3.3

166.5
0.44
3.93

85
0

-1212

32.6
2.42

114.93
0.32
3.28
140
6.8

2632

10
14
77
22
29
25
33
17

227

122.4
5.06
218
0.8

5.82
140

3.41
-115

85.13
2.66

135.39
0.54
3.44
240
7.1

1159

8
14
77
20
28
19
36
13

215

3.6%
6.2%

35.6%
9.1%

12.9%
10.1%
15.8%

6.7%

100.0%

-4 -2 0 2 4

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.98 (-1.97 to 0.02)
-0.67 (-1.44 to 0.09)

-0.41 (-0.73 to -0.09)
-0.81 (-1.44 to -0.17)
-0.55 (-1.08 to -0.02)
-0.29 (-0.88 to 0.31)

-0.48 (-0.96 to -0.00)
-0.50 (-1.24 to 0.23)

-0.51 (-0.70 to -0.32)

Brewczynski 1999171

Charpin 2007142

Corrigan 2005164

Dolz 1996175

Ferrer 2005165

Jutel 2005166

Kuna 2011152

Pauli 2008154

Walker 2001173

Total (95% CI)

Heterogeneity: τ2 = 0.23; χ2 = 28.04, df = 8 (p = 0.0005); I2 = 71%
Test for overall effect: z = 3.43 (p = 0.0006)

17.2
3.98

68.58
6

0.35
2.73

2.3
0

-1308

10.4
4.15

96.15
6.07
0.47
4.48

5
4.6

983

10
14
77
18
22
29
25
33
16

244

36.8
5.23

101.21
48.66

0.92
3.78
21.4

1.9
101

35.46
4.41

126.01
17.95

1.73
4.92

35
4.8

1899

8
14
77
10
20
28
19
36
13

225

8.2%
10.4%
15.3%

6.0%
11.9%
13.0%
11.8%
13.5%
10.1%

100.0%

-4 -2 0 2 4

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Favours SCIT Favours placebo

-0.76 (-1.73 to 0.22)
-0.28 (-1.03 to 0.46)
-0.29 (-0.61 to 0.03)

-3.56 (-4.82 to -2.29)
-0.45 (-1.06 to 0.16)
-0.22 (-0.74 to 0.30)

-0.81 (-1.43 to -0.19)

-0.94 (-1.71 to -0.16)

-0.67 (-1.06 to -0.29)

-0.40 (-0.88 to 0.08)

FIGURE 37  Subcutaneous immunotherapy vs placebo, 6–12 months, MSs.

FIGURE 38  Subcutaneous immunotherapy vs placebo, > 12 months, SSs.

FIGURE 39  Subcutaneous immunotherapy vs placebo, > 12 months, MSs.
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Corrigan 2005164

Ferrer 2005165

Jutel 2005166

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 1.27, df = 2 (p = 0.53); I2 = 0%
Test for overall effect: z = 3.95 (p < 0.0001)

235.08
0.62
6.66

172.02
0.37
6.02

77
22
29

128

319.21
1.27
9.59

201.67
1.03
7.23

77
20
28

125

61.6%
15.7%
22.8%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.45 (-0.77 to -0.13)
-0.84 (-1.47 to -0.21)
-0.44 (-0.96 to 0.09)

-0.51 (-0.76 to -0.25)

Balda 1998163

Ferrer 2005165

Zenner 1997168

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 2.04, df = 2 (p = 0.36); I2 = 2%
Test for overall effect: z = 3.14 (p = 0.002)

6.56
0.44

82.24

10.43
0.32

64.38

49
22
41

112

9.07
0.8

115.98

8.19
0.54

83.67

56
20
40

116

46.6%
17.6%
35.8%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.27 (-0.65 to 0.12)
-0.81 (-1.44 to -0.17)
-0.45 (-0.89 to -0.01)

-0.43 (-0.69 to -0.16)

Balda 1998163

Ferrer 2005165

Total (95% CI)

Heterogeneity: τ2= 0.00; χ2= 0.29, df = 1 (p = 0.59); I2 = 0%
Test for overall effect: z = 1.86 (p = 0.06)

9.03
0.35

16.03
0.47

49
22

71

13.63
0.92

19.67
1.73

56
20

76

71.8%
28.2%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.25 (-0.64 to 0.13)
-0.45 (-1.06 to 0.16)

-0.31 (-0.63 to 0.02)

Balda 1998163

Ferrer 2005165

Zenner 1997168

Total (95% CI)

Heterogeneity: τ2 = 0.02; χ2 = 2.77, df = 2 (p = 0.25); I2 = 28%
Test for overall effect: z = 2.38 (p = 0.02)

201.42
0.62

153.8

97.41
0.37

63.47

49
22
41

112

221.26
1.27

174.45

87.54
1.03

58.95

56
20
40

116

43.1%
20.7%
36.2%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.21 (-0.60 to 0.17)
-0.84 (-1.47 to -0.21)
-0.33 (-0.77 to 0.10)

-0.39 (-0.70 to -0.07)

FIGURE 40  Subcutaneous immunotherapy vs placebo, > 12 months, SMSs.

FIGURE 41  Subcutaneous immunotherapy vs placebo, < 5 µg, SSs.

FIGURE 42  Subcutaneous immunotherapy vs placebo, < 5 µg, MS.

FIGURE 43  Subcutaneous immunotherapy vs placebo, < 5 µg, SMSs.
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Bodtger 2002169

Charpin 2007142

Jutel 2005166

Kuna 2011152

Pauli 2008154

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 1.71, df = 4 (p = 0.79); I2 = 0%
Test for overall effect: z = 4.00 (p < 0.0001)

2.2
3.3

3.93
85

0

1
2.42
3.28
140
6.8

16
14
29
25
33

117

3.3
5.06
5.82
140

3.41

1.4
2.66
3.44
240
7.1

17
14
28
19
36

114

13.5%
11.9%
24.8%
19.4%
30.3%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.88 (-1.60 to -0.16)
-0.67 (-1.44 to 0.09)

-0.55 (-1.08 to -0.02)
-0.29 (-0.88 to 0.31)

-0.48 (-0.96 to -0.00)

-0.54 (-0.80 to -0.27)

Bodtger 2002169

Charpin 2007142

Jutel 2005166

Kuna 2011152

Mirone 2004176

Pauli 2008154

Total (95% C I)

Heterogeneity: τ2 = 0.00; χ2 = 2.49, df = 5 (p = 0.78); I2 = 0%
Test for overall effect: z = 3.54 (p = 0.0004)

9.9
3.98
2.73

2.3
0.7

0

7
4.15
4.48

5
1.4
4.6

17
14
29
25
11
33

129

14.5
5.23
3.78
21.4

2.2
1.9

8.5
4.41
4.92

35
3.1
4.8

17
14
28
19
12
36

126

13.2%
11.3%
23.0%
16.2%

8.9%
27.4%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.58 (-1.26 to 0.11)
-0.28 (-1.03 to 0.46)
-0.22 (-0.74 to 0.30)

-0.81 (-1.43 to -0.19)
-0.59 (-1.43 to 0.25)
-0.40 (-0.88 to 0.08)

-0.45 (-0.70 to -0.20)

Frew 2006161

Ortolani 1994167

Walker 2001173

Total (95% CI)

Heterogeneity: τ2 = 0.69; χ2 = 16.37, df = 2 (p = 0.0003); I2 = 88%
Test for overall effect: z = 2.06 (p = 0.04)

3.31
0.61

-1212

2.42
0.12
2632

187
18
17

222

4.59
2.3

-115

2.93
0.98
1159

89
17
13

119

37.9%
29.9%
32.3%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.49 (-0.75 to -0.24)
-2.40 (-3.29 to -1.51)
-0.50 (-1.24 to 0.23)

-1.06 (-2.08 to -0.05)

FIGURE 44  Subcutaneous immunotherapy vs placebo, 5–20 µg, SSs.

FIGURE 45  Subcutaneous immunotherapy vs placebo, 5–20 µg, MSs.

FIGURE 46  Subcutaneous immunotherapy vs placebo, > 20 µg, SSs.
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Frew 2006161

Walker 2001173

Total (95% CI)

Heterogeneity: τ2 = 0.04; χ2 = 1.47, df = 1 (p = 0.23); I2 = 32%
Test for overall effect: z = 2.58 (p = 0.010)

2.93
-1308

2.95
983

187
16

203

4.29
101

3.53
1899

89
13

102

77.4%
22.6%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.43 (-0.69 to -0.18)
-0.94 (-1.71 to -0.16)

-0.55 (-0.96 to -0.13)

Bousquet 1990170

Brewczynski 1999171

Corrigan 2005164

Drachenberg 200191

Jutel 2005166

Ortolani 1984174

Varney 1991172

Walker 2001173

Zenner 1997168

Total (95% CI)

63.6
59.5

166.5
0.75
3.93
2.01

1531
-1212

82.24

32.5
32.6

114.93
0.44
3.28
0.57

1875
2632
64.38

20
10
77
74
29

8
19
17
41

295

108.6
122.4

218
0.95
5.82
5.86

2230
-115

115.98

33.2
85.13

135.39
0.41
3.44
1.63
856

1159
83.67

18
8

77
50
28

7
16
13
40

257

9.2%
5.7%

18.7%
17.4%
12.8%

2.5%
9.8%
8.8%

15.1%

100.0%

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

Heterogeneity: τ2 = 0.07; χ2 = 15.84, df = 8 (p = 0.04); I 2 = 49%
Test for overall effect: z = 4.64 (p < 0.00001)

-4 -2 0 2 4
Favours SCIT Favours placebo

-1.34 (-2.05 to -0.63)
-0.98 (-1.97 to 0.02)

-0.41 (-0.73 to -0.09)
-0.46 (-0.83 to -0.10)
-0.55 (-1.08 to -0.02)
-3.06 (-4.69 to -1.43)
-0.46 (-1.13 to 0.22)
-0.50 (-1.24 to 0.23)

-0.45 (-0.89 to -0.01)

-0.64 (-0.91 to -0.37)

Bousquet 1990170

Brewczynski 1999171

Corrigan 2005164

Dolz 1996175

Drachenberg 200191

Jutel 2005166

Varney 1991172

Walker 2001173

Total (95% CI)

Heterogeneity: τ2 = 0.29; χ2 = 32.04, df = 7 (p < 0.0001); I2 = 78%
Test for overall effect: z = 3.41 (p = 0.0006)

38.6
17.2

68.58
6

0.54
2.73
2146

-1308

37.6
10.4

96.15
6.07
0.71
4.48

2513
983

20
10
77
18
74
29
19
16

263

66.4
36.8

101.21
48.66

0.71
3.78

14,491
101

51.7
35.46

126.01
17.95

0.77
4.92

15,066
1899

18
8

77
10
50
28
16
13

220

12.9%
9.6%

16.3%
7.3%

15.9%
14.3%
12.1%
11.5%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.61 (-1.26 to 0.05)
-0.76 (-1.73 to 0.22)
-0.29 (-0.61 to 0.03)

-3.56 (-4.82 to -2.29)
-0.23 (-0.59 to 0.13)
-0.22 (-0.74 to 0.30)

-1.17 (-1.89 to -0.44)
-0.94 (-1.71 to -0.16)

-0.77 (-1.22 to -0.33)

FIGURE 47  Subcutaneous immunotherapy vs placebo, > 20 µg, MSs.

FIGURE 48  Subcutaneous immunotherapy vs placebo, grass pollen, SSs.

FIGURE 49  Subcutaneous immunotherapy vs placebo, grass pollen, MSs.
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Corrigan 2005164

Drachenberg 200191

Jutel 2005166

Pastorello 1992177

Zenner 1997168

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 2.68, df = 4 (p = 0.61); I2 = 0%
Test for overall effect: z = 4.42 (p < 0.00001)

235.08
0.65
6.66
1.7

153.8

172.02
0.48
6.02
0.57

63.47

77
74
29
10
41

231

319.21
0.83
9.59
3.15

174.45

201.67
0.47
7.23
1.54

58.95

77
50
28
9

40

204

35.9%
28.0%
13.3%
3.7%

19.1%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.45 (-0.77 to -0.13)
-0.38 (-0.74 to -0.01)
-0.44 (-0.96 to 0.09)

-1.22 (-2.22 to -0.22)
-0.33 (-0.77 to 0.10)

-0.43 (-0.62 to -0.24)

Ferrer 2005165

Frew 2006161

Ortolani 1994167

Total (95% CI)

Heterogeneity: τ2 = 0.59; χ2 = 16.49, df = 2 (p = 0.0003); I2 = 88%
Test for overall effect: z = 2.39 (p = 0.02)

0.44
3.31
0.61

0.32
2.42
0.12

22
187

18

227

0.8
4.59

2.3

0.54
2.93
0.98

20
89
17

126

33.2%
37.9%
28.9%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.81 (-1.44 to -0.17)
-0.49 (-0.75 to -0.24)
-2.40 (-3.29 to -1.51)

-1.15 (-2.09 to -0.21)

Ferrer 2005165

Frew 2006161

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 0.00, df = 1 (p = 0.95); I2 = 0%
Test for overall effect: z = 3.61 (p = 0.0003)

0.35
2.93

0.47
2.95

22
187

209

0.92
4.29

1.73
3.53

20
89

109

14.7%
85.3%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.45 (-1.06 to 0.16)
-0.43 (-0.69 to -0.18)

-0.43 (-0.67 to -0.20)

Ferrer 2005165

Ortolani 1994167

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 0.33, df = 1 (p = 0.56); I2 = 0%
Test for overall effect: z = 3.97 (p < 0.0001)

0.62
12.88

0.37
3.61

22
18

40

1.27
17.81

1.03
4.91

20
17

37

56.3%
43.7%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.84 (-1.47 to -0.21)
-1.12 (-1.84 to -0.40)

-0.96 (-1.44 to -0.49)

FIGURE 50  Subcutaneous immunotherapy vs placebo, grass pollen, SMSs.

FIGURE 51  Subcutaneous immunotherapy vs placebo, Parietaria, SSs.

FIGURE 52  Subcutaneous immunotherapy vs placebo, Parietaria, MSs.

FIGURE 53  Subcutaneous immunotherapy vs placebo, Parietaria, SMSs.
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Balda 1998163

Bodtger 2002169

Charpin 2007142

Pauli 2008154

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 2.56, df = 3 (p = 0.47); I2 = 0%
Test for overall effect: z = 3.45 (p = 0.0006)

6.56
2.2
3.3

0

10.43
1

2.42
6.8

49
16
14
33

112

9.07
3.3

5.06
3.41

8.19
1.4

2.66
7.1

56
17
14
36

123

45.8%
13.1%
11.6%
29.5%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.27 (-0.65 to 0.12)
-0.88 (-1.60 to -0.16)
-0.67 (-1.44 to 0.09)

-0.48 (-0.96 to -0.00)

-0.46 (-0.72 to -0.20)

Balda 1998163

Bodtger 2002169

Charpin 2007142

Pauli 2008154

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 0.73, df = 3 (p = 0.87); I2 = 0%
Test for overall effect: z =  2.62 (p =  0.009)

9.03
9.9

3.98
0

16.03
7

4.15
4.6

49
17
14
33

113

13.63
14.5
5.23

1.9

19.67
8.5

4.41
4.8

56
17
14
36

123

44.8%
14.0%
12.0%
29.2%

100.0%

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.25 (-0.64 to 0.13)
-0.58 (-1.26 to 0.11)
-0.28 (-1.03 to 0.46)
-0.40 (-0.88 to 0.08)

-0.34 (-0.60 to -0.09)

Colas 2006143

Corrigan 2005164

Ferrer 2005165

Jutel 2005166

Powell 2007156

Walker 2001173

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 3.06, df = 5 (p = 0.69); I2 = 0%
Test for overall effect: z = 5.81 (p < 0.00001)

1.9
1.63
1.39
1.43

1.4
1.6

1
1.09
1.03
1.31

2
1.2

41
77
21
29

203
22

393

2.7
1.95
2.06
2.27

2.3
2.4

1.1
1.27
1.18
1.51

1.6
1.5

19
77
20
28

103
22

269

8.1%
25.3%

6.5%
9.0%

44.2%
7.0%

100.0%

-0.77 (-1.33 to -0.20)
-0.27 (-0.59 to 0.05)
-0.59 (-1.22 to 0.03)

-0.59 (-1.12 to -0.06)
-0.48 (-0.72 to -0.24)
-0.58 (-1.18 to 0.03)

-0.47 (-0.63 to -0.31)

-4 -2 0 2 4
Favours SCIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SCIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

FIGURE 54  Subcutaneous immunotherapy vs placebo, tree pollen, SSs.

FIGURE 55  Subcutaneous immunotherapy vs placebo, tree pollen, MSs.

FIGURE 56  Subcutaneous immunotherapy vs placebo, QoL, > 12 months.
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Test for overall effect: z = 4.95 (p < 0.00001)
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Test for overall effect: z = 5.21 (p < 0.00001)
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FIGURE 58  Subcutaneous immunotherapy vs placebo, QoL, major allergen content, > 20 µg.

FIGURE 59  Subcutaneous immunotherapy vs placebo, QoL, grass.

FIGURE 60  Subcutaneous immunotherapy vs placebo, QoL, Parietaria.

Creticos 2006146
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Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 1.46, df = 2 (p = 0.48); I2 = 0%
Test for overall effect: z = 4.80 (p < 0.00001)

0.5
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-1.10 (-2.11 to -0.09)
-0.59 (-1.12 to -0.06)
-0.48 (-0.72 to -0.24)

-0.52 (-0.74 to -0.31)

FIGURE 57  Subcutaneous immunotherapy vs placebo, QoL, major allergen content, 5–20 µg.
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-0.38 (-0.49 to -0.27)

Sublingual immunotherapy

FIGURE 61  Sublingual immunotherapy vs placebo, adults, SSs.
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Heterogeneity: τ2 = 0.04; χ2 = 47.67, df = 26 (p = 0.006); I2 = 45%
Test for overall effect: z = 5.76 (p < 0.00001)

0.44
2.41

2.5
1.05
1.69

41
48.1

2.4
3.48

3.2
0.31
12.5
0.13

1.4
1.82

24.06
0.16

2334
1.25

-0.28
15.38

42
1.77

0.0003
17

3.39
22

1.2
3.09

2.1
1.6

2.46
34

46.6
3.9

5.37
0.7

3.63
18.7
0.17
2.13
3.01

25.72
0.37

2616
2.71

11.55
32.98

49.5
2.3

1.64
21

3.94
30

19
48
10
37

9
15
14
61
33
18

149
37
47

131
160

18
35
28

184
123

17
15
63
33
15
19
15

1353

0.14
4

5.3
1.26
2.13

94
124.37

4.2
7.57

4.9
0.47
23.8
0.17
2.03
3.04
75.9
0.31

2837
1.7

-0.92
44.57

83
2.13
0.63

33
4.71

39

0.24
4.24

4.9
1.24
2.22

37
121
4.1

8.23
1.5

3.71
26.4
0.19
2.39
3.01
50.3
0.45

2052
2.88
2.47

65.05
65

2.7
1.06

33
5

34

17
51
10
39

6
11
16
32
42
14

165
12
53

129
127

16
36
28

207
60
16
15
63
36
16
19
15

1251

2.5%
4.7%
1.5%
4.1%
1.2%
1.5%
2.0%
4.3%
4.0%
1.8%
7.4%
2.5%
4.8%
7.0%
7.2%
2.0%
3.9%
3.4%
7.8%
6.0%
2.3%
2.1%
5.4%
3.8%
2.2%
2.6%
2.1%

100.0%

-4 -2 0 2 4
Favours SLIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SLIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

0.33 (-0.33 to 0.99)
-0.42 (-0.82 to -0.02)
-0.71 (-1.62 to 0.20)
-0.15 (-0.60 to 0.30)
-0.17 (-1.21 to 0.86)

-1.45 (-2.34 to -0.57)
-0.79 (-1.54 to -0.04)
-0.45 (-0.88 to -0.02)
-0.57 (-1.03 to -0.10)
-1.48 (-2.28 to -0.68)
-0.04 (-0.26 to 0.18)
-0.54 (-1.20 to 0.12)
-0.22 (-0.61 to 0.17)

-0.28 (-0.52 to -0.03)
-0.40 (-0.64 to -0.17)
-1.29 (-2.04 to -0.54)
-0.36 (-0.83 to 0.11)
-0.21 (-0.74 to 0.31)
-0.16 (-0.36 to 0.04)

0.07 (-0.24 to 0.38)
-0.56 (-1.26 to 0.14)
-0.69 (-1.43 to 0.05)
-0.14 (-0.49 to 0.21)
-0.46 (-0.93 to 0.02)
-0.56 (-1.28 to 0.16)
-0.29 (-0.93 to 0.35)
-0.52 (-1.25 to 0.21)

-0.35 (-0.47 to -0.23)

Cortellini 2010190

Didier 201125

Durham 2010200

Nelson 2011192

Skoner 2010196

Total (95% CI)

Heterogeneity: τ2 = 0.02; χ2 = 6.82, df = 4 (p = 0.15); I2 = 41%
Test for overall effect: z = 4.98 (p < 0.00001)

231
3.46
0.17
5.08
0.19

113
3.625

0.19
5.4

2.32

15
149
160
184

33

541

414
5.28
0.26
6.39
1.63

173
3.942

0.19
4.8

2.99

11
165
127
207

36

546

3.8%
28.0%
26.7%
31.0%
10.5%

100.0%

-4 -2 0 2 4
Favours SLIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SLIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-1.26 (-2.12 to -0.39)
-0.48 (-0.70 to -0.25)
-0.47 (-0.71 to -0.24)
-0.26 (-0.46 to -0.06)
-0.53 (-1.01 to -0.05)

-0.44 (-0.62 to -0.27)

FIGURE 62  Sublingual immunotherapy vs placebo, adults, MSs.

FIGURE 63  Sublingual immunotherapy vs placebo, adults, SMSs.
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FIGURE 64  Sublingual immunotherapy vs placebo, children, SSs.

FIGURE 65  Sublingual immunotherapy vs placebo, children, MSs.
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FIGURE 66  Sublingual immunotherapy vs placebo, < 6 months, SSs.

FIGURE 67  Sublingual immunotherapy vs placebo, < 6 months, MSs.
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FIGURE 68  Sublingual immunotherapy vs placebo, < 6 months, SMSs.

FIGURE 69  Sublingual immunotherapy vs placebo, 6–12 months, SSs.
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FIGURE 70  Sublingual immunotherapy vs placebo, 6–12 months, MSs.

FIGURE 71  Sublingual immunotherapy vs placebo, 6–12 months, SMSs.

FIGURE 72  Sublingual immunotherapy vs placebo, > 12 months, SSs.
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FIGURE 73  Sublingual immunotherapy vs placebo, > 12 months, MSs.

FIGURE 74  Sublingual immunotherapy vs placebo, > 12 months, SMSs.

FIGURE 75  Sublingual immunotherapy vs placebo, major allergen content, < 5 µg, SSs.



NIHR Journals Library  www.journalslibrary.nihr.ac.uk

Appendix 7

252

Cortellini 2010190

D'Ambrosio 199999

Passalacqua 1999111

Rolinck-Werninghaus 200488

Troise 1995116

Total (95% CI)

Heterogeneity: τ2 = 0.14; χ2 = 8.64, df = 4 (p = 0.07); I2 = 54%
Test for overall effect: z = 2.74 (p = 0.006)

41
48.1

42
2.54

17

34
46.6
49.5
3.58

21

15
14
15
39
15

98

94
124.37

83
2.85

33

37
121
65

3.87
33

11
16
15
38
16

96

15.4%
18.6%
18.8%
27.8%
19.4%

100.0%

-4 -2 0 2 4
Favours SLIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SLIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-1.45 (-2.34 to -0.57)
-0.79 (-1.54 to -0.04)
-0.69 (-1.43 to 0.05)
-0.08 (-0.53 to 0.36)
-0.56 (-1.28 to 0.16)

-0.63 (-1.08 to -0.18)

Amar 200994

Blaiss 2011189

Bufe 200484

Bufe 200985

Dahl 2006100

Drachenberg 20091

Dubakiene 2003103

Durham 2006104

Durham 2010200

Nelson 2011192

Pradalier 1999114

Wahn 200926

Wessner 2001118

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 11.29, df = 12 (p = 0.50); I2 = 0%
Test for overall effect: z = 6.78 (p < 0.00001)

3.83
3.71
1.54
2.67

2.1
29.5
0.48
2.48

2.7
3.83
2.33
3.25
0.32

4.9
4.88
0.77
2.38

1.7
24.2

0.3
2.1
2.1

4.07
1.6

2.86
0.26

19
149

68
117

61
37
47

131
142
184

63
131

14

1163

3.71
4.91
1.59
3.17

3.3
36.4
0.64
2.96

3.7
4.69
2.65
4.51
0.51

2.7
5.03
0.96
2.14

2.2
30.4
0.43
2.09

2.1
4.32

2
2.931

0.38

17
158

64
121

32
12
53

129
115
207

63
135

18

1124

1.6%
13.6%

5.9%
10.6%

3.6%
1.6%
4.4%

11.6%
11.1%
17.4%

5.6%
11.6%

1.4%

100.0%

-4 -2 0 2 4
Favours SLIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SLIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

0.03 (-0.63 to 0.68)
-0.24 (-0.47 to -0.02)
-0.06 (-0.40 to 0.28)
-0.22 (-0.48 to 0.03)

-0.63 (-1.07 to -0.19)
-0.26 (-0.92 to 0.39)

-0.42 (-0.82 to -0.03)
-0.23 (-0.47 to 0.02)

-0.47 (-0.72 to -0.23)
-0.20 (-0.40 to -0.01)
-0.18 (-0.53 to 0.17)

-0.43 (-0.68 to -0.19)
-0.56 (-1.27 to 0.16)

-0.29 (-0.37 to -0.20)

FIGURE 76  Sublingual immunotherapy vs placebo, major allergen content, < 5 µg, MSs.

FIGURE 77  Sublingual immunotherapy vs placebo, major allergen content, 5–20 µg, SSs.
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-0.98 (-1.72 to -0.23)
-0.43 (-0.67 to -0.20)
-0.24 (-0.93 to 0.44)

0.01 (-0.51 to 0.54)
-0.51 (-0.83 to -0.20)
-0.43 (-0.91 to 0.04)

0.12 (-0.28 to 0.52)
-0.49 (-1.03 to 0.04)

0.13 (-0.51 to 0.76)
-0.17 (-0.65 to 0.32)

-0.33 (-0.48 to -0.18)

FIGURE 78  Sublingual immunotherapy vs placebo, major allergen content, 5–20 µg, MSs.

FIGURE 79  Sublingual immunotherapy vs placebo, major allergen content, 5–20 µg, SMSs.

FIGURE 80  Sublingual immunotherapy vs placebo, major allergen content, > 20 µg, SSs.



NIHR Journals Library  www.journalslibrary.nihr.ac.uk

Appendix 7

254

Andre 200395
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Di Rienzo 2006102

La Rosa 199986
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Ott 2009108
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Valovirta 200690
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Heterogeneity: τ2 = 0.04; χ2 = 15.51, df = 9 (p = 0.08); I2 = 42%
Test for overall effect: z = 2.50 (p = 0.01)
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-4 -2 0 2 4
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Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SLIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

-0.42 (-0.82 to -0.02)
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-0.02 (-0.70 to 0.66)
-0.21 (-0.74 to 0.31)
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Nelson 2011192

Ott 2009108

Palma-Carlos 2006109
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Rolinck-Werninghaus 200488

Smith 2004115

Wahn 200926

Wessner 2001118

Total (95% CI)
Heterogeneity: τ2 = 0.02; χ2 = 42.46, df = 25 (p = 0.02); I2 = 41%
Test for overall effect: z = 6.81 (p < 0.00001)

3.83
3.71
1.54
2.67
2.1
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2.67
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4.9
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2.38
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2.1
2.1

92.46
3.05

2326
4.07
4.54

32.61
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0.483

123
1.6

1.48
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2.48
2.86
0.26

19
149
68

117
61
33

136
149
19

131
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18
35
28
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17
20
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42
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91
39
45
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14

2050

3.71
4.91
1.59
3.17
3.3

23.49
4.93
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3.7
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5.13

2465
4.69
1.32

55.86
321.6
0.78

236.2
2.65
2.74

12.66
2.32
4.51
0.51

2.7
5.03
0.96
2.14
2.2

18.76
3.229
3.71
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2.1
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3.6
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2
1.66

21.65
1.67

2.931
0.38
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64
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32
42
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7
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16
36
28
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16
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77
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1.5%
6.3%
4.1%
5.6%
2.9%
2.7%
6.0%
6.3%
0.9%
5.9%
5.7%
1.3%
2.6%
2.2%
6.9%
4.5%
1.4%
1.2%
6.7%
3.0%
4.0%
4.7%
2.8%
3.3%
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100.0%
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Favours SLIT Favours placebo

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SLIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

0.03 (-0.63 to 0.68)
-0.24 (-0.47 to -0.02)
-0.06 (-0.40 to 0.28)
-0.22 (-0.48 to 0.03)

-0.63 (-1.07 to -0.19)
-0.17 (-0.62 to 0.29)

-0.43 (-0.67 to -0.20)
-0.37 (-0.59 to -0.15)
-0.47 (-1.34 to 0.41) 
-0.23 (-0.47 to 0.02)

-0.47 (-0.72 to -0.23)
-1.00 (-1.72 to -0.28)
-0.57 (-1.04 to -0.09)

0.01 (-0.51 to 0.54)
-0.20 (-0.40 to -0.01)
-0.51 (-0.83 to -0.20)
-0.57 (-1.27 to 0.13)

-1.26 (-2.00 to -0.52)
-0.09 (-0.30 to 0.11)

-0.69 (-1.12 to -0.27)
-0.18 (-0.53 to 0.17)
-0.18 (-0.49 to 0.12)

0.05 (-0.40 to 0.49)
0.12 (-0.28 to 0.52)

-0.43 (-0.68 to -0.19)
-0.56 (-1.27 to 0.16)

-0.31 (-0.39 to -0.22)

FIGURE 81  Sublingual immunotherapy vs placebo, major allergen content, > 20 µg, MSs.

FIGURE 82  Sublingual immunotherapy vs placebo, grass pollen, SSs.
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Total (95% CI)

Heterogeneity: τ2 = 0.03; χ2 = 39.32, df = 18 (p = 0.003); I2 = 54%
Test for overall effect: z = 3.31 (p = 0.0009)
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61
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1.7
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44.57
2.13
2.85
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2.51
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3.03
4.1
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3.71
31.4
2.39
3.01
50.3
0.45
2052
2.88
2.47
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2.7

3.87
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7
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36
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2.4%
7.9%
5.6%
7.3%
4.4%
4.0%
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1.5%
7.5%
7.7%
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Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
SLIT Placebo Standard mean difference Standard mean difference

IV, random, 95% CI

0.33 (-0.33 to 0.99)
-0.13 (-0.36 to 0.09)
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-0.40 (-0.64 to -0.17)
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-0.56 (-1.26 to 0.14)
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Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 3.69, df = 3 (p = 0.30); I2 = 19%
Test for overall effect: z = 5.77 (p < 0.00001)

4.62
3.46
0.17
5.08

6.1
3.625

0.19
5.4

149
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184
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5.28
0.26
6.39
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4.8
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FIGURE 83  Sublingual immunotherapy vs placebo, grass pollen, MSs.

FIGURE 84  Sublingual immunotherapy vs placebo, grass pollen, SMSs.
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Skoner 2010196

Total (95% CI)

Heterogeneity: τ2 = 0.00; χ2 = 0.00, df = 2 (p = 1.00); I2 = 0%
Test for overall effect: z = 3.37 (p = 0.0008)

2.27
3.95
0.19

1.42
2.45
1.16

48
37
33

118
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5.03

1

2.14
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2.3
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39
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Heterogeneity: τ2 = 0.00; χ2 = 1.10, df = 2 (p = 0.58); I2 = 0%
Test for overall effect: z = 2.66 (p = 0.008)
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Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI
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-0.42 (-0.82 to -0.02)
-0.15 (-0.60 to 0.30)
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-0.34 (-0.60 to -0.09)
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Troise 1995116

Total (95% CI)

Heterogeneity: τ2= 0.00; χ2 = 1.38, df = 3 (p = 0.71); I2 = 0%
Test for overall effect: z = 1.48 (p = 0.14)

509
1.21
189

87

514.2
1.66
113

76

14
16
15
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60
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FIGURE 85  Sublingual immunotherapy vs placebo, ragweed, SSs.

FIGURE 86  Sublingual immunotherapy vs placebo, ragweed, MSs.

FIGURE 87  Sublingual immunotherapy vs placebo, Parietaria, SSs.
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Heterogeneity: τ2 = 0.00; χ2 = 2.75, df = 3 (p = 0.43); I2 = 0%
Test for overall effect: z = 2.68 (p = 0.007)
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Heterogeneity: τ2 = 0.17; χ2 = 20.17, df = 8 (p = 0.010); I2 = 60%
Test for overall effect: z = 2.29 (p = 0.02)
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197

5.38
10.98
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0.64
2.2

2.44
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1.38

1.57
7.1
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-0.42 (-0.82 to -0.03)
-0.49 (-1.03 to 0.04)

0.13 (-0.51 to 0.76)
0.37 (-0.35 to 1.10)

-0.17 (-0.65 to 0.32)

-0.42 (-0.77 to -0.06)
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Vervloet 2006117
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Total (95% CI)

Heterogeneity: τ2 = 0.03; χ2 = 10.24, df = 8 (p = 0.25); I2 = 22%
Test for overall effect: z = 3.02 (p = 0.002)

2.5
1.69

3.2
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0.13

2.9
3.39
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1.39

2.1
2.46

0.7
17.4
0.17

3.4
3.94
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9
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39
1.77

4.9
2.22

1.5
20.7
0.19

4.6
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-0.71 (-1.62 to 0.20)
-0.17 (-1.21 to 0.86)
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FIGURE 88  Sublingual immunotherapy vs placebo, Parietaria, MSs.

FIGURE 89  Sublingual immunotherapy vs placebo, tree, SSs.

FIGURE 90  Sublingual immunotherapy vs placebo, tree, MSs.
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Total (95% CI)

Heterogeneity: τ2 = 0.03; χ2 = 14.48, df = 5 (p = 0.01); I2 = 65%
Test for overall effect: z = 4.33 (p < 0.0001)

0.5
-0.43

0.78
-0.3

1.3
-1.127

1.52
1.02
0.71
0.44
1.31

1.531
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149
160
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1.83
0
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Total (95% CI)

Heterogeneity: τ2 = 0.06; χ2 = 11.54, df = 3 (p = 0.009); I2 = 74%
Test for overall effect: z = 3.09 (p = 0.002)
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-0.68 (-0.92 to -0.44)
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Didier 201125

Durham 2010200
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Heterogeneity: τ2 = 0.00; χ2 = 0.35, df = 1 (p = 0.56); I2 = 0%
Test for overall effect: z = 4.53 (p < 0.00001)

-0.43
0.78

1.02
0.71

149
160
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0
1.01

1.02
0.71
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127
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47.7%
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-4 -2 0 2 4
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-0.32 (-0.56 to -0.09)

-0.37 (-0.54 to -0.21)

FIGURE 91  Sublingual immunotherapy vs placebo, QoL, adults.

FIGURE 92  Sublingual immunotherapy vs placebo, QoL, < 6 months.

FIGURE 93  Sublingual immunotherapy vs placebo, QoL, > 12 months.
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FIGURE 94  Sublingual immunotherapy vs placebo, QoL, major allergen content, 5–20 µg.

FIGURE 95  Sublingual immunotherapy vs placebo, QoL, major allergen content, > 20 µg.


