Subcutaneous immunotherapy

Comparison 1 Subcutaneous immunotherapy compared with placebo, all studies

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 17 1184 SMD (IV, random, —0.65 (-0.85 to —0.45)
95% Cl)

2 MSs 16 1103 —0.55 (-0.75 to —0.34)

3 SMSs 8 617 —0.48 (-0.67 t0 -0.29)

|V, inverse variance.

Comparison 2 Subcutaneous immunotherapy compared with placebo, adults

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 16 1140 SMD (IV, random, —0.68 (-0.89 t0 —-0.47)
95% Cl)

2 MSs 15 1059 —0.53 (-0.75 10 -0.32)

IV, inverse variance.

Comparison 3 Subcutaneous immunotherapy compared with placebo, <6 months

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 5 274 SMD (IV, random, -1.29 (-2.10 to -0.49)
95% Cl)

2 MSs 2 143 -0.34 (-0.68 to -0.01)

3 SMSs 3 221 -0.47 (-0.91 t0 -0.02)

IV, inverse variance.

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

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 2 309 SMD (IV, random, -0.54 (-0.78 t0 -0.29)
95% Cl)

2 MSs 3 332 -0.46 (-0.69 to —0.23)

|V, inverse variance.



Comparison 5 Subcutaneous immunotherapy compared with placebo, >12 months

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 8 442 SMD (IV, random, -0.51 (-0.70 t0 -0.32)
95% Cl)

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 <5ug

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 3 228 SMD (IV, random, —0.43 (-0.69 to -0.16)
95% Cl)

2 MSs 2 147 -0.31 (-0.63 t0 0.02)

3 SMSs 3 228 -0.39 (-0.70 t0 -0.07)

IV, inverse variance.

Comparison 7 Subcutaneous immunotherapy compared with placebo,
major allergen content 5-20 ug

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 5 231 SMD (IV, random, —0.54 (-0.80 to -0.27)
95% Cl)

2 MSs 6 254 -0.45 (-0.70 to -0.20)

IV, inverse variance.

Comparison 8 Subcutaneous immunotherapy compared with placebo, >20ug

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 3 341 SMD (IV, random, -1.06 (-2.08 to -0.05)
95% Cl)

2 MSs 2 305 -0.55 (-0.96 to -0.13)

IV, inverse variance.



Comparison 9 Subcutaneous immunotherapy compared with placebo, grass pollen

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 9 552 SMD (IV, random, —0.64 (-0.91 t0 -0.37)
95% Cl)

2 MSs 8 483 -0.77 (-1.22 10 -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 No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 3 353 SMD (IV, random, -1.15 (-2.09 to -0.21)
95% Cl)

2 MSs 2 318 -0.43 (-0.67 to -0.20)

3 SMSs 2 77 -0.96 (-1.44 t0 -0.49)

|V, inverse variance.

Comparison 11 Subcutaneous immunotherapy compared with placebo, tree

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 4 235 SMD (IV, random, -0.46 (-0.72 t0 -0.20)
95% Cl)

2 MSs 4 235 -0.34 (-0.60 to -0.09)

IV, inverse variance.

Comparison 12 Subcutaneous immunotherapy compared with placebo, QoL

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

All studies 8 955 SMD (IV, random, —0.53 (-0.66 t0 —0.39)

_ 95% Cl)

Duration >12 months 6 662 -0.47 (-0.63 to -0.31)
MAC 5-20ug 3 381 -0.52 (-0.74 t0 -0.31)
MAC >20ug 3 379 —-0.65 (-0.87 to —0.43)
Grass pollen 4 561 -0.44 (-0.61 t0 -0.26)
Parietaria pollen 2 316 -0.63 (-0.87 to -0.39)
RQLQ 8 955 MD (IV, random, 95% Cl)  -0.74 (-0.92 to -0.56)

|V, inverse variance.



Sublingual immunotherapy

Comparison 13 Sublingual immunotherapy compared with placebo, all studies

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 42 4819 SMD (IV, random, -0.33 (-0.42 to -0.25)
95% Cl)

2 MSs 35 3779 -0.27 (-0.37 t0o -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 No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 33 3476 SMD (IV, random, -0.38 (-0.49t0 -0.27)
95% Cl)

2 MSs 27 2604 —0.35(-0.47 t0 -0.23)

3 SMSs 5 1087 —-0.44 (-0.62 t0 -0.27)

IV, inverse variance.

Comparison 15 Sublingual immunotherapy compared with placebo, children

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 9 1343 SMD (IV, random, —0.24 (-0.35t0 -0.13)
95% Cl)

2 MSs 8 1175 -0.08 (-0.25 t0 0.08)

IV, inverse variance.

Comparison 16 Sublingual immunotherapy compared with placebo, <6 months

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 15 1882 SMD (IV, random, -0.34 (-0.47 t0 -0.20)
95% Cl)

2 MSs 14 1517 -0.33 (-0.47 t0 -0.19)

3 SMSs 2 376 -0.31 (-0.51 to -0.11)

IV, inverse variance.



Comparison 17 Sublingual immunotherapy compared with placebo, 6-12 months

No. of No. of
Outcome or subgroup studies participants Statistical method Effect size
1SSs 15 1539 SMD (IV, random, -0.31 (-0.47 to -0.16)
95% Cl)
2 MSs 13 1223 —0.31 (-0.53 t0 —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

No. of No. of
Outcome or subgroup studies participants Statistical method Effect size
1 SSs 12 1398 SMD (IV, random, —0.35 (-0.52 to -0.18)
95% Cl)
2 MSs 8 1039 -0.16 (-0.31 t0 -0.01)
3 SMSs 2 601 -0.48 (-0.64 to -0.31)

|V, inverse variance.

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

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 6 229 SMD (IV, random, -0.53 (-1.03 to -0.03)
95% Cl)

2 MSs 5 194 -0.63 (-1.08 t0 -0.18)

|V, inverse variance.

Comparison 20 Sublingual immunotherapy compared with placebo, major
allergen content 5-20ug

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 13 2287 SMD (IV, random, -0.29 (-0.37 t0 -0.20)
95% Cl)

2 MSs 12 2285 -0.18 (-0.30 to -0.05)

3 SMSs 3 985 -0.32 (-0.45 t0 -0.19)

IV, inverse variance.



Comparison 21 Sublingual immunotherapy compared with placebo, major
allergen content >20 ug

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 12 1088 SMD (IV, random, -0.33 (-0.48 t0 -0.18)
95% Cl)

2 MSs 10 708 —0.26 (-0.47 t0 —0.06)

IV, inverse variance.

Comparison 22 Sublingual immunotherapy compared with placebo, grass pollen

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 26 4045 SMD (IV, random, -0.31 (-0.39 t0 -0.22)
95% Cl)

2 MSs 19 3005 -0.20 (-0.31 t0 -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 No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 3 244 SMD (IV, random, -0.44 (-0.48 t0 -0.18)
95% Cl)

2 MSs 3 244 -0.34 (-0.60 to -0.09)

IV, inverse variance.

Comparison 24 Sublingual immunotherapy compared with placebo, Parietaria

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 SSs 4 124 SMD (IV, random, -0.27 (-0.62 t0 0.09)
95% Cl)

2 MSs 4 124 -0.49 (-0.85 to —-0.13)

IV, inverse variance.



Comparison 25 Sublingual immunotherapy compared with placebo, tree

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1SSs 9 380 SMD (IV, random, —0.42 (-0.77 t0 -0.06)
95% Cl)

2 MSs 9 380 -0.38 (-0.62 t0 -0.13)

IV, inverse variance.

Comparison 26 Sublingual immunotherapy compared with placebo, QoL

Outcome or No. of No. of

subgroup studies participants Statistical method Effect size

1 All studies 7 1878 SMD (IV, random, -0.37 (-0.52 to -0.22)

95% Cl)

2 Adults 6 1658 -0.39 (-0.56 to -0.21)
3 <6 months 4 908 -0.45 (-0.74 t0 -0.17)
4 >12 months 2 601 -0.37 (-0.54 t0 -0.21)
5 MAC 5-20 ug 2 507 -0.32 (-0.49 t0 -0.14)
6 MAC >20 ug 2 323 —0.70 (-0.93 t0 -0.48)
7 RQLQ 4 924 MD (IV, random, 95% Cl) -0.34 (-0.49 to —-0.18)

|V, inverse variance.



Subcutaneous immunotherapy

SaT Placebo Standard mean difference  Standard mean difference
Study orsubgroup Mean SD  Total Mean  SD Total Weight IV, random, 95% ClI IV, random, 95% Cl
Balda 1998163 656 1043 49 907 819 56 87% -0.27 (-0.65 0 0.12) ]
Bodtger 2002169 22 1 16 33 14 17 51%  -0.88(-1.60t0o-0.16) —
Bousquet 199070 636 325 20 1086 332 18 51%  -134(-2.05to -0.63) —
Brewczynski 1999'7" 595 326 10 1224 8513 8 33% -0.98 (-1.97 t0 0.02) —
Charpin 200742 33 242 14 506 266 14 47% -0.67 (-1.44 10 0.09) —
Corrigan 2005'64 1665 11493 77 218 13539 77  9.6%  —0.41(-0.73t0 -0.09) -
Drachenberg2001®" 075 044 74 095 041 50 9.0%  -0.46(-0.83to -0.10) -
Ferrer 200565 044 032 22 08 054 20 58%  -0.81(-1.4410-0.17) —
Frew 20066 331 242 187 459 293 89 105%  -0.49(-0.75t0 -0.24) -
Jutel 2005166 393 328 29 582 344 28 69%  -0.55(-1.08t0-0.02) —]
Ortolani 1984'74 201 057 8 58 163 7 15%  -3.06(-469t0-143) ———
Ortolani 199467 061 012 18 23 098 17 38%  -240(-3.29t0-151) —
Pauli 2008 0 68 33 341 71 36 75%  —0.48(-0.96to -0.00) —
Varney 199172 1531 1875 19 2230 85 16 5.4% -0.46 (-1.1310 0.22) —
Walker 2001'73 1212 2632 17 -115 1159 13 49% -0.50 (-1.24t0 0.23) "
Zenner 1997168 8224 6438 41 11598 8367 40 8.0%  -0.45(-0.89t0-0.01) —
Total (95% Cl) 634 506 100.0%  -0.68 (-0.89 to -0.47) ¢
Heterogeneity: t2=0.09; %*=36.19, df=15 (p=0.002); =59% = i 2 : 2 4

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

FIGURE 31 Subcutaneous immunotherapy vs placebo, adults, SSs.

Favours SCIT  Favours placebo

SCT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Balda 199863 903 16.03 49 1363 1967 56 9.3% -0.25 (-0.64 10 0.13) -
Bodtger 200219 99 7 17 145 85 17 57% -0.58 (-1.26t0 0.11) ]
Bousquet 1990'70 386 376 20 664 517 18 6.0% -0.61(~1.26 t0 0.05) ]
Brewczynski 1999'7" 172 104 10 368 3546 8 3.6% -0.76 (-1.73 10 0.22) ——
Charpin 200742 398 415 14 523 441 14 52% -0.28 (-1.03 to 0.46) —T
Corrigan 200564 68.58 96.15 77 101.21 12601 77 103% -0.29 (-0.61t0 0.03) ]
Dolz 1996'7 6 607 18 4866 17.95 10 24% -3.56(-4.82t0-2.29) ——
Drachenberg 2001°' 054 071 74 071 077 50 9.7% -0.23(-0.59t0 0.13) =T
Ferrer 200565 035 047 22 092 173 20 64% -0.45 (-1.06 t0 0.16) —
Frew 20066 293 295 187 429 353 89 11.2% -0.43 (-0.69 to -0.18) -
Jutel 200566 273 448 29 378 492 28 15% -0.22 (-0.74 t0 0.30) -
Mirone 2004176 07 14 11 22 31 12 44% -0.59 (-1.43 10 0.25) T
Pauli 2008'>4 0 46 33 19 48 36 81% -0.40 (-0.88 t0 0.08) —
Varney 1991172 2146 2513 19 14,491 15066 16 5.3% -1.17 (-1.89 to -0.44) —
Walker 2001'73 -1308 983 16 101 1899 13 4.9% -0.94 (-1.71t0 -0.16) E—
Total (95% Cl) 596 464 100.0% -0.53 (-0.75 to -0.32) ¢
Heterogeneity: t>=0.09; %*=33.54, df=14 (p=0.002); /*=58% + i -Iz ' 2 4

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

FIGURE 32 Subcutaneous immunotherapy vs placebo, adults, MSs.

Favours SCIT  Favours placebo



SCT Placebo Standard mean difference  Standard mean difference

Study or subgroup Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% ClI

Balda 199863 656 1043 49 9.07 819 56 238% -0.27 (-0.65t0 0.12) ]

Bousquet 1990170 636 325 20 1086 332 18 21.1%  -1.34(-2.05t0 -0.63) _—

Ortolani 1984174 201 057 8 586 163 7 124%  -3.06(-4.69t0 -143)

Ortolani 1994167 061 012 18 23 098 17 193% -240(-329t0-151) ——

Zenner 1997168 8224 6438 41 11598 8367 40 234%  -0.45(-0.89to -0.01) ]

Total (95% Cl) 136 138 100.0%  -1.29(-2.10to -0.49) ‘

Heterogeneity: ?=0.68; x2=31 .23, df=4 (p<0.00001); 1=87% f f f !
-4 -2 0 2 4

Test for overall effect: z=3.14 (p=0.002)

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

Standard mean difference
IV, random, 95% Cl

Favours SCIT  Favours placebo

Standard mean difference
IV, random, 95% CI

SaT Placebo
Study orsubgroup  Mean  SD Total Mean  SD Total Weight
Balda 1998163 9.03 16.03 49 13.63 19.67 56 74.2%
Bousquet 1990170 386 376 20 664 517 18 25.8%
Total (95% Cl) 69 74 100.0%

Heterogeneity: t*=0.00; %*=0.84, df=1(p=0.36); I*=0%
Test for overall effect: z=2.03 (p=0.04)

-0.25(-0.64 t0 0.13)
-0.61(-1.26 t0 0.05)

-0.34(-0.68 to -0.01)

-4

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

20 2 4
Favours SCIT  Favours placebo

SCIT Placebo Standard mean difference Standard mean difference
Study orsubgroup ~ Mean  SD Total Mean SD Total Weight IV, random, 95% ClI IV, random, 95% CI
Balda 1998'63 20142 97.41 49 221.26 87.54 56 402%  -0.21(-0.60t00.17) -
Ortolani 1994167 12.88  3.61 18 17.81 491 17 22.9% -1.12 (-1.84 to -0.40) -
Zenner 1997168 153.8 63.47 41 17445 5895 40 36.9% -0.33(-0.77 t0 0.10) il

Total (95% Cl)

108 113 100.0%

Heterogeneity: ©=0.09; %?=4.86, df=2 (p=0.09); *=59%

Test for overall effect: z=2.06 (p=0.04)

-0.47 (-0.91 to -0.02)

-4

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

2 0 2 4
Favours SCIT  Favours placebo

SCIT Placebo Standard mean difference Standard mean difference
Study orsubgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Bodtger 200269 22 1 16 33 14 17 11.2%  -0.88(-1.60t0 -0.16) ——
Frew 20066 331 242 187 459 293 89 88.8% -0.49 (-0.75 to -0.24)
Total (95% Cl) 203 106 100.0%  -0.54 (-0.78 to -0.29) ¢

Heterogeneity: t=0.00; x*=0.98, df=1(p=032); *=0%
Test for overall effect: z=4.35 (p<0.0001)

FIGURE 36 Subcutaneous immunotherapy vs placebo, 6-12 months, SSs.
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-2 0 2 4
Favours SCIT  Favours placebo



SCT Placebo Standard mean difference Standard mean difference

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Bodtger 2002169 99 7 17 145 85 17 11.2% -0.58 (-1.26 0 0.11) —

Frew 2006'6! 293 295 187 429 353 89 81.3% -0.43 (-0.69 to -0.18) 7

Mirone 2004'76 07 14 " 22 31 12 1.5% -0.59 (-1.43 t0 0.25) -

Total (95% Cl) 215 118 100.0% -0.46 (-0.69 to -0.23) ‘

Heterogeneity: t2=0.00; ?=0.26, df=2 (p=0.88); =0% ’ ’ ) ’ ’

-4 -2 0 2 4
Test for overall effect: z=3.91 (p<0.0001) Favours SCIT  Favours placebo

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

SaT Placebo Standard mean difference Standard mean difference

Study orsubgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Brewczynski 19997 595 326 10 1224 8513 8 3.6% -0.98 (-1.97 t0 0.02) —

Charpin 2007'%2 33 242 14 506 266 14 6.2% -0.67 (-1.44 t0 0.09) ——
Corrigan 200564 166.5 11493 77 218 13539 77 356%  -0.41(-0.73 to -0.09) i+

Ferrer 20056 044 032 22 08 054 20 91%  -0.81(-1.44t0-0.17) i

Jutel 2005166 393 328 29 582 344 28 129%  -0.55(-1.08t0-0.02) —

Kuna 2011152 85 140 25 140 240 19 10.1% -0.29 (-0.88 t0 0.31) -

Pauli 200854 0 68 33 341 71 36 158%  -0.48(-0.96to -0.00) —

Walker 2001173 -1212 2632 17 -115 1159 13 6.7% -0.50 (-1.24 t0 0.23) —T

Total (95% Cl) 227 215 100.0%  -0.51(=0.70 to -0.32) ¢

Heterogeneity: 2=0.00; %2=2.82, df=7 (p=0.90); ’=0% .

T
Test for overall effect: z=5.21 (p<0.00001) - Favorjis ST oFavoursszacebo4

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

SCIT Placebo Standard mean difference Standard mean difference
Study or subgroup Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Brewczynski 199971 172 104 10 368 3546 8 82% -0.76 (-1.73t0 0.22) ——|—
Charpin 2007'%2 398 415 14 523 441 14 104% -0.28 (-1.03 to 0.46) —
Corrigan 200564 68.58 96.15 77 101.21 126.01 77 153% -0.29 (-0.61 t0 0.03) —
Dolz 1996'7 6 607 18 4866 1795 10 6.0%  -356(-4.82t0-229) t——
Ferrer 2005165 035 047 22 092 173 20 11.9% -0.45 (-1.06 t0 0.16) —r
Jutel 200566 273 448 29 378 492 28 13.0% -0.22 (-0.74 10 0.30) -
Kuna 201132 23 5 25 214 35 19 11.8%  -0.81(-1.43t0-0.19) ——
Pauli 2008 0 46 33 19 48 36 13.5% -0.40 (-0.88 to 0.08) —
Walker 2001'73 -1308 983 16 101 1899 13 10.1%  -0.94(-1.71t0 -0.16) -
Total (95% Cl) 244 225 100.0%  -0.67 (~1.06 to -0.29) 2

Heterogeneity: 2=0.23; %?=28.04, df=8 (p=0.0005); ’=71% ! : i

Test for overall effect: z=3.43 (p=0.0006) -4 Favojs sl 0 Favourszplacebo4

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



Standard mean difference
IV, random, 95% CI

Standard mean difference
IV, random, 95% CI

saT Placebo
Study or subgroup  Mean  SD Total Mean  SD Total Weight
Corrigan 2005'64 235,08 172.02 77 31921 20167 77 61.6%
Ferrer 20056° 062 037 22 127 103 20 157%
Jutel 200566 6.66 602 29 959 723 28 228%
Total (95% Cl) 128 125 100.0%

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

-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)

-4

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

} }
-2 0 2
Favours SCIT

4

Favours placebo

SCIT Placebo Standard mean difference Standard mean difference
Study or subgroup  Mean ~ SD Total Mean  SD Total Weight IV, random, 95% CI IV, random, 95% Cl
Balda 1998163 6.56 10.43 49 9.07 819 56 46.6% -0.27 (-0.65t0 0.12) -
Ferrer 2005'6> 044 032 22 08 054 20 17.6% -0.81(-1.44t0-0.17) —
Zenner 1997168 82.24 6438 41 11598 83.67 40 358%  -0.45(-0.89to-0.01) 7
Total (95% Cl) 112 116 100.0%  -0.43(-0.69 to -0.16) ’
Heterogeneity: *=0.00; x2=2.04, df=2 (p=0.36); P=2% _=4 —=2 0 é ‘i
Test for overall effect: z=3.14 (p=0.002) Favours SCIT Favours placebo
FIGURE 41 Subcutaneous immunotherapy vs placebo, <5ug, SSs.
SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Balda 1998'63 9.03 16.03 49 13.63 19.67 56 71.8%  -0.25(-0.64t00.13) L
Ferrer 200565 035 047 22 092 173 20 282%  -0.45(-1.06100.16) T
Total (95% Cl) 7 76 100.0%  -0.31(-0.63 to 0.02) L
Heterogeneity: %=0.00; x2=0.29, df=1(p=0.59); P=0% I I I I
Test f Il effect: z=1.86 (p=0.06) = 0 2 4
est for overall effect: 2=1.86 (p=0. Favours SCIT  Favours placebo
FIGURE 42 Subcutaneous immunotherapy vs placebo, <5ug, MS.
SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Balda 1998163 201.42 9741 49 22126 8754 56 43.1% -0.21(-0.60t0 0.17) ur
Ferrer 2005'6> 062 037 22 127 103 20 207% -0.84(-147t0-0.21) -
Zenner 1997168 153.8 63.47 41 17445 58.95 40 36.2% -0.33 (-0.77 t0 0.10) —
Total (95% Cl) 112 116 100.0%  -0.39(-0.70 to -0.07) ®
Heterogeneity: ©=0.02; %?=2.77, df=2 (p=0.25); ’=28% I I I I
Test f Il effect: 7=2.38 (p=0.02 . 0 2 4
est for overall effect: 2=2.38 (0=0.02) Favours SCIT  Favours placebo

FIGURE 43 Subcutaneous immunotherapy vs placebo, <5ug, SMSs.



SCIT Placebo Standard mean difference  Standard mean difference

Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% ClI IV, random, 95% Cl
Bodtger 2002169 22 1 16 33 14 17 135%  -0.88(-1.60t0 -0.16) —

Charpin 2007'42 33 242 14 506 266 14 11.9% -0.67 (~1.44 t0 0.09) ]

Jutel 2005166 393 328 29 582 344 28 248%  -0.55(-1.08t0-0.02) —

Kuna 2011132 85 140 25 140 240 19 19.4% -0.29 (-0.88 t0 0.31) T

Pauli 2008'>* 0 68 33 341 71 36 303%  -0.48(-0.96 to -0.00) —

Total (95% Cl) 17 114 100.0%  -0.54 (-0.80 to -0.27) ¢

f f f !

Heterogeneity: ©=0.00; %=1.71, df=4 (p=0.79); =0%

Test for overall effect: z=4.00 (p<0.0001)

FIGURE 44 Subcutaneous immunotherapy vs placebo, 5-20ug, SSs.
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Favours SCIT  Favours placebo

SCIT Placebo Standard mean difference Standard mean difference

Study orsubgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Bodtger 2002'% 99 7 17 145 85 17 13.2% -0.58 (-1.26t0 0.11) ]

Charpin 2007'% 398 415 14 523 441 14 11.3% -0.28 (-1.03 to 0.46) T

Jutel 200566 273 448 29 378 492 28 23.0% -0.22 (-0.74 0 0.30) T

Kuna 201132 23 5 25 214 35 19 162%  -0.81(-143t0-0.19) —

Mirone 2004'76 07 14 11 22 31 12 89% -0.59 (-1.43 0 0.25) T

Pauli 2008 0 46 33 19 48 36 27.4% -0.40 (-0.88 t0 0.08) -

Total (95% Cl) 129 126 100.0%  -0.45 (-0.70 to -0.20) ¢

Heterogeneity: t2=0.00; x%=2.49, df=5 (p=0.78); *=0%

Test for overall effect: z=3.54 (p=0.0004)

-4

FIGURE 45 Subcutaneous immunotherapy vs placebo, 5-20ug, MSs.

22 0 2 4

Favours SCIT  Favours placebo

SCT Placebo Standard mean difference Standard mean difference
Study or subgroup ~ Mean  SD Total Mean SD Total Weight IV, random, 95% CI IV, random, 95% ClI
Frew 20066 331 242 187 459 293 89 37.9%  -0.49(-0.75to -0.24) L
Ortolani 1994167 061 012 18 23 098 17 299%  -2.40(-329t0o-151) ——
Walker 2001173 -1212 2632 17 -115 1159 13 32.3% -0.50 (-1.24t0 0.23) —iT
Total (95% Cl) 22 119 100.0%  -1.06 (~2.08 to —0.05) L =
Heterogeneity: ©=0.69; %°=16.37, df=2 (p=0.0003); /*=88% _L _21 : 'z zi
Test for overall effect: z=2.06 (p=0.04) Favours SCIT  Favours placebo

FIGURE 46 Subcutaneous immunotherapy vs placebo, >20 ug, SSs.



SCIT Placebo Standard mean difference  Standard mean difference

Study or subgroup  Mean SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% ClI
Frew 2006'%! 293 295 187 429 353 89 77.4%  -0.43(-0.69to-0.18)
Walker 200173 -1308 983 16 101 1899 13 22.6%  -0.94(-1.71to -0.16) —
Total (95% Cl) 203 102 100.0% -0.55(-0.96 to -0.13) ’
ity 22004 o= =1(p= 7Y f f f |
Heterogeneity: t°=0.04; "=1.47, df=1(p=0.23); I"'=32% ) > 0 5 2

Test for overall effect: z=2.58 (p=0.010) Favours SCIT  Favours placebo

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

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

Bousquet 1990'70 636 325 20 1086 332 18 92% -134(-2.05to-0.63) -
Brewczynski 1999'7" 595 326 10 1224 8513 8 57%  -0.98(-1.97t00.02) —
Corrigan 200514 1665 11493 77 218 13539 77 187% -0.41(-0.73 to -0.09) -
Drachenberg 2001%' 075 044 74 095 041 50 17.4% -0.46(-0.83to -0.10) -

Jutel 2005166 393 328 29 582 344 28 128% -0.55(-1.08 to -0.02) —
Ortolani 1984'74 201 057 8 58 163 7 25% -3.06(-4.69t0-143) t——
Varney 1991172 1531 1875 19 2230 85 16 9.8%  -0.46(-1.13t00.22) —T
Walker 2001173 -1212 2632 17 -115 1159 13 88%  -0.50(-1.24t00.23) —T

Zenner 1997168 8224 6438 41 11598 8367 40 151%  -0.45(-0.89 to -0.01) —

Total (95% Cl) 295 257 1000%  -0.64 (-0.91 to -0.37) ¢

Heterogeneity: *=0.07; x2=15.84, df=8 (p=0.04); 12=49% r

Test for overall effect: z=4.64 (p<0.00001) -4 Favo_uzrs ST OFavoursszaceb04

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

SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean  SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Bousquet 1990'70 386 376 20 664 517 18 12.9% -0.61(~1.26 t0 0.05) ]
Brewczynski 19997 172 104 10 368 3546 8 9.6% -0.76 (-1.73 10 0.22) — T
Corrigan 200564 68.58 96.15 77 101.21 12601 77 163% -0.29 (-0.61t0 0.03) -
Dolz 1996'75 6 607 18 4866 17.95 10 73%  -356(-482t0-229) t——
Drachenberg 2001%' 054 071 74 071 077 50 159% -0.23(-0.59t0 0.13) -
Jutel 2005166 273 448 29 378 492 28 143% -0.22 (-0.74 10 0.30) —T
Varney 1991172 2146 2513 19 14491 15066 16 12.1%  -1.17(-1.89 to -0.44) —
Walker 2001173 -1308 983 16 101 1899 13 115%  —0.94(-1.71to0 -0.16) —
Total (95% Cl) 263 220 100.0%  -0.77 (-1.22 to -0.33) <

Heterogeneity: *=0.29; X2=32.O4, df=7 (p<0.0001); =78% I

T
Test for overall effect: z=3.41 (p=0.0006) - Favo_uzrs o OFavoursszacebo4

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



SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean ~ SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Corrigan 2005'%4 23508 172.02 77 31921 20167 77 359%  -0.45(-0.77to -0.13) &+
Drachenberg 2001°" 065 048 74 083 047 50 28.0% -0.38(-0.74t0 -0.01) -
Jutel 2005166 666 602 29 959 723 28 133%  -0.44(-0.96t0 0.09) —
Pastorello 1992'77 1.7 057 10 345 154 9 37% -122(-2.22t0-022) I
Zenner 1997168 153.8 6347 41 17445 5895 40 19.1% -0.33(-0.77 t0 0.10) ]
Total (95% Cl) 231 204 100.0%  -0.43 (-0.62 to —0.24) 0
Heterogeneity: 2=0.00; x2=2.68, df=4 (p=0.61); P=0% I 52 é I
Test for overall effect: z=4.42 (p<0.00001) -4 Favo_urs s 0 Favours placeb04

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

SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Ferrer 200565 044 032 22 08 054 20 332%  -0.81(-1.44t0-0.17) ——
Frew 20066 331 242 187 459 293 89 37.9% 049 (~0.75t0 -024)
Ortolani 1994167 061 012 18 23 098 17 289%  -240(-329to-151) — "
Total (95% Cl) 27 126 100.0%  —1.15(-2.09 to -0.21) <D
Heterogeneity: ©=0.59; %=16.49, df=2 (p=0.0003); *=88% | . -=z ; 'z 21
Test for overall effect: z=2.39 (p=0.02) Favours SCIT  Favours placebo

FIGURE 51 Subcutaneous immunotherapy vs placebo, Parietaria, SSs.

SCIT Placebo Standard mean difference  Standard mean difference
Study orsubgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Ferrer 2005'6> 035 047 22 092 173 20 14.7% -0.45 (-1.06 t0 0.16) T
Frew 2006'6! 293 295 187 429 353 89 853%  -0.43(-0.69to-0.18)
Total (95% Cl) 209 109 100.0% -0.43 (-0.67 to -0.20) ‘
Heterogeneity: ©2=0.00; %°=0.00, df=1 (p=0.95); 2=0% l l l l
Test f Il effect: z=3.61 (p=0.0003 =2 0 2 4
est for overall effect: 2=3.61 (p=0. ) Favours SCIT Favours placebo

FIGURE 52 Subcutaneous immunotherapy vs placebo, Parietaria, MSs.

SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Ferrer 200565 0.62 037 22 127 1.03 20 56.3% -0.84 (-1.47 to -0.21) -
Ortolani 199467 12.88 3.61 18 17.81 4.91 17 43.7% -1.12 (-1.84 to -0.40) L
Total (95% CI) 40 37 100.0%  -0.96 (1.4 to -0.49) <&
Heterogeneity: T=0.00; %*=0.33, df=1 (p=0.56); 2=0% ! 1 _iz ' i h
Test for overall effect: z=3.97 (p<0.0001) Favours SCIT Favours placebo

FIGURE 53 Subcutaneous immunotherapy vs placebo, Parietaria, SMSs.



SCIT Placebo Standard mean difference  Standard mean difference

Study or subgroup Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl

Balda 1998163 6.56 10.43 49 9.07 819 56 45.8% -0.27 (-0.6510 0.12) .

Bodtger 2002169 2.2 1 16 33 14 17 131%  -0.88(-1.60t0 -0.16) —

Charpin 2007'42 33 242 14 506 266 14 11.6% -0.67 (-1.44 10 0.09) —]

Pauli 200854 0 68 33 341 71 36 295%  -0.48(-0.96to -0.00) —

Total (95% Cl) 12 123 100.0%  -0.46 (-0.72 to -0.20) ¢

Heterogeneity: t=0.00; %*=2.56, df=3 (p=0.47); *=0% | i _=2 : 2 4
Test for overall effect: z=3.45 (p=0.0006) Favours SCIT  Favours placebo

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

SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Balda 199863 9.03 16.03 49 13.63 19.67 56 44.8%  -0.25(-0.64100.13) .
Bodtger 200216° 99 7 17 145 85 17 140%  -0.58(-1.26100.11) —
Charpin 200742 398 415 14 523 441 14 12.0%  -0.28(-1.03t0 0.46) T
Pauli 2008'>4 0 46 33 19 48 36 292%  -0.40(-0.881t00.08) —
Total (95% Cl) 13 123 100.0% -0.34 (-0.60 to -0.09) ¢
Heterogeneity: ©=0.00; %*=0.73, df=3 (p=0.87); ’=0% | p -Iz : 2 4

Test for overall effect: z=2.62 (p=0.009)

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

Favours SCIT  Favours placebo

SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% ClI IV, random, 95% CI
Colas 20063 19 1 4 27 11 19 81% -0.77(-133t0-0.20) -
Corrigan 200564 163 1.09 77 195 127 77 253% -0.27(-0.59 to 0.05) -
Ferrer 200565 1.39 1.03 21 2.06 1.18 20 6.5% -0.59(-1.22t00.03) /]
Jutel 2005166 143 131 29 227 151 28  9.0% -0.59(-1.12to0 -0.06) -
Powell 2007'% 14 2 23 23 16 103 44.2% -0.48(-0.72t0-0.24)
Walker 200173 16 12 22 24 15 22 7.0% -0.58(-1.18t00.03) ]
Total (95% CI) 393 269 100.0% -0.47 (-0.63 to -0.31) ‘
Heterogeneity: 2=0.00; x2=3.06, df=5 (p=0.69); P=0% I I I I
Test for overall effect: z=5.81 (p<0.00001) - -2 0 2 4
Favours SCIT  Favours placebo

FIGURE 56 Subcutaneous immunotherapy vs placebo, QoL, >12 months.



SCIT Placebo Standard mean difference  Standard mean difference

Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Creticos 2006'%6 05 06 9 16 12 9 45% -1.10(-2.11to -0.09) B

Jutel 200566 143 131 29 227 151 28 162% -0.59(-1.12to -0.06) =]

Powell 2007156 14 2 23 23 16 103 79.3% -0.48(-0.72t0 -0.24)

Total (95% Cl) 241 140 100.0%  -0.52(-0.74 to -0.31) ¢

Heterogeneity: 4=0.00; x2=1.46, df=2 (p=0.48); =0% I I I I

-4 -2 0 2 4

Test for overall effect: z=4.80 (p<0.00001) Favours SCIT  Favours placebo

FIGURE 57 Subcutaneous immunotherapy vs placebo, QolL, major allergen content, 5-20ug.

SCIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Colas 2006'3 19 1 41 27 11 19 150%  -0.77(-1.33t0-0.20) —
Frew 20066 14 142 183 229 1.34 92 72.1% -0.64 (-0.89 to -0.38) | |
Walker 200173 16 12 22 24 15 22 129% -0.58 (-1.18 t0 0.03) — ]
Total (95% Cl) 246 133 100.0% -0.65(~0.87 to -0.43) 0
Heterogeneity: ©=0.00; %2=0.22, df=2 (p=0.89); *=0% i i i i

-4 -2 0 2 4

Test for overall effect: z=5.84 (p<0.00001) FavoursSCIT  Favours placebo

FIGURE 58 Subcutaneous immunotherapy vs placebo, QoL, major allergen content, >20ug.

SCT Placebo Standard mean difference Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% CI IV, random, 95% Cl
Corrigan 200564 163 1.09 77 195 1.27 77 29.6% -0.27 (-0.59 to 0.05) i
Jutel 200566 143 131 29 227 151 28 10.6% -0.59 (-1.12 to -0.06) ]
Powell 2007'% 14 2 23 23 16 103 51.7%  -0.48(-0.72t0 -0.24)
Walker 200173 16 12 22 24 15 22 82% -0.58 (-1.18 10 0.03) ]
Total (95% Cl) 331 230 100.0% -0.44 (-0.61 to -0.26) ‘
Heterogeneity: *=0.00; X2=1.71, df=3 (p=0.64); P=0% : : : :

-4 -2 0 2 4

Test for overall effect: z=4.95 (p<0.00001) Favours ST Favours placebo

FIGURE 59 Subcutaneous immunotherapy vs placebo, QoL, grass.

SCIT Placebo Standard mean difference Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% ClI IV, random, 95% Cl
Ferrer 2005195 139 1.03 21 206 118 20 14.3% -0.59 (-1.22t0 0.03) ]
Frew 20066 14 142 183 229 134 92 85.7%  -0.64(-0.89t0-0.38)
Total (95% Cl) 204 112 100.0%  -0.63 (-0.87 to -0.39) ¢
Heterogeneity: *=0.00; x2=0.02, df=1(p=0.90); =0% I I I I

-4 -2 0 2 4

Test for overall effect: z=5.21 (p<0.00001) Favours SCIT Favours placebo

FIGURE 60 Subcutaneous immunotherapy vs placebo, QoL, Parietaria.



Sublingual immunotherapy

SLIT Placebo Standard mean difference  Standard mean difference
Study orsubgroup  Mean  SD Total Mean  SD Total Weight IV, random, 95% ClI IV, random, 95% Cl
Amar 2009% 383 49 19 371 27 17 20% 0.03 (~0.63 t0 0.68) —1—
Andre 2003% 227 142 48 309 214 51 37%  -0.45(-0.84 to -0.05) —
Ariano 2001% 18 175 10 538 157 10 08%  -2.06(-3.19t0-0.93)
Bowen 200497 395 245 37 503 254 39 32% -0.43 (-0.88 10 0.03) —
Casanovas 1994% 546 356 9 1098 7.1 6 0.8% -1.00 (-2.1110 0.12) —
Cortellini 2010'%0 182 67 15 315 115 11 12%  -1.43(-231t0o-0.54) —_—
D'Ambrosio 1999% 509 5142 14 897.06 6782 16 1.7% -0.62 (-1.3610 0.12) ——
Dahl 2006 21 17 61 33 22 32 33%  -0.63(-1.07t0-0.19) —_
de Blay 2003'"" 2055 1588 33 2349 1876 42 32% -0.17 (-0.62 t0 0.29) -
Di Rienzo 200602 04 03 18 08 05 14 16% -098(-1.72t0-0.23) —_—
Didier 200724 358 2976 136 493 3229 148 55%  —0.43(-0.67 to -0.20) -
Didier 20112 267 363 149 403 371 165 57%  —0.37(-0.59to -0.15) -
Drachenberg 2001%" 295 242 37 364 304 12 20% -0.26 (-0.92 t0 0.39) — T
Dubakiene 2003103 048 03 47 064 043 53 37%  —0.42(-0.82to -0.03) =
Durham 2006'% 248 21 131 296 209 129 54% -0.23 (-0.47 10 0.02) -
Durham 201020 27 21 142 37 21 15 54%  —0.47(-0.72t0 -0.23) -
Feliziani 199505 1097 9246 18 2158 1142 16 17%  -1.00(-1.72t0-0.28) —_—
Hordijk 199806 321 305 35 513 36 36 30% -0.57(-1.04t0-0.09) —
Lima 2002177 2494 2326 28 2465 1537 28 27% 0.01 (<051 to 0.54) -
Nelson 2011192 383 407 184 469 432 207 6.0%  -0.20(-0.40to -0.01) -
Ott 200908 -1.02 454 123 132 45 60 46%  -0.51(-0.83t0-0.20) -
Palma-Carlos 2006' 3115 3261 17 5586 5048 16 1.8% -0.57 (-1.2710 0.13) —
Panzner 20081 11135 11491 20 3216 21122 15 16%  -1.26(-2.00t0 -0.52) —_—
Passalacqua 1999 189 113 15 191 108 15 1.7% -0.02 (-0.73 t0 0.70) —
Peter 2009'12 0732 0483 176 078 0544 189 59% -0.09 (-0.30t0 0.11) -
Pfaar 2008'"3 1462 123 42 2362 1336 48 34%  -0.69(-1.12t0-0.27) -
Pradalier 1999'"4 233 16 63 265 2 63 42% -0.18(-0.53 0 0.17) =T
Skoner 2010'% 019 116 33 1 23 3% 3.0% -0.43 (-0.91 10 0.04) —
Smith 2004'"> 258 248 45 232 167 51 37% 0.12 (-0.28 t0 0.52) T
Troise 1995'16 87 76 15 102 58 16 1.8% -0.22 (-0.92 t0 0.49) —T
Vervloet 2006'"7 268 164 19 244 206 19 21% 0.13 (-0.51 t0 0.76) B
Voltolini 2001 130 154 15 83 79 15 1.7% 0.37 (-0.35t0 1.10) T
Wessner 200118 032 026 14 051 038 18 17% -0.56 (-1.27 10 0.16) —
Total (95% Cl) 1768 1708 100.0%  -0.38 (~0.49 to -0.27) |
Heterogeneity: t2=0.04; %*=62.78, df=32 (p=0.0009); =49% 4 2 ' 2 4
Test for overall effect: 2=6.94 (p<0.00001) Favours SLIT  Favours placebo

FIGURE 61 Sublingual immunotherapy vs placebo, adults, SSs.



SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Amar 2009% 044 12 19 014 024 17 25% 033 (-0.33 t0 0.99) T
Andre 2003% 241 309 48 4 424 51 47%  -0.42(-0.82t0 -0.02) —
Ariano 2001% 25 21 10 53 49 10 15% -0.71 (-1.62 10 0.20) —
Bowen 20049 105 16 37 126 124 39 41% -0.15 (-0.60 to 0.30) -
Casanovas 1994% 169 246 9 213 222 6 12% -0.17 (-1.21 0 0.86) —T
Cortellini 2010'%0 M 3 15 94 37 11 15%  -145(-2.34t0-0.57) —_—
D'Ambrosio 1999% 481 466 14 12437 121 16 2.0%  -0.79(-1.54 to -0.04) —
Dahl 200600 24 39 61 42 41 32 43%  -0.45(-0.88t0-0.02) —
de Blay 2003 348 537 33 757 823 42 40%  -0.57(-1.03t0-0.10) —
Di Rienzo 200602 32 07 18 49 15 14 18%  -1.48(-2.28t0-0.68) —_—
Didier 20112 031 363 149 047 371 165 7.4% -0.04 (-0.26 10 0.18) T
Drachenberg 2001%" 125 187 37 238 264 12 25% -0.54(-1.20t0 0.12) I
Dubakiene 2003'03 013 0417 47 017 019 53 48% -0.22 (-0.6110 0.17) -T
Durham 2006'%4 14 213 131 203 239 129 7.0%  -0.28(-0.52to0-0.03) -
Durham 201020 182 301 160 304 301 127 72%  -0.40(-0.64 to -0.17) -
Feliziani 1995105 2406 2572 18 759 503 16 2.0%  -1.29(-2.04to -0.54) —_—
Hordijk 1998106 0.16 037 35 031 045 36 3.9% -0.36(-0.83t0 0.11) —
Lima 200217 2334 2616 28 2837 2052 28 3.4% -0.21(-0.74 10 0.31) -1
Nelson 201192 125 271 184 17 288 207 7.8% -0.16 (-0.36 t0 0.04) -
Ott 200908 -0.28 1155 123 -092 247 60 6.0% 0.07 (-0.24 t0 0.38) T
Palma-Carlos 2006'® 1538 32.98 17 4457 65.05 16 23% -0.56 (-1.26 t0 0.14) —
Passalacqua 1999'"" 42 495 15 8 65 15 21% -0.69 (~1.43 10 0.05) —
Pradalier 19994 177 23 63 213 27 63 54% -0.14(-0.49 t0 0.21) -
Skoner 2010'% 0.0003 164 33 063 106 36 3.8% -0.46 (~0.93 10 0.02) —
Troise 19956 17 21 15 33 33 16 22% -0.56 (~1.28 10 0.16) —
Vervloet 2006'"7 339 394 19 471 5 19  26% -0.29 (-0.93 t0 0.35) —
Voltolini 20019 2 30 15 39 34 15 21% -0.52 (-1.25t0 0.21) —T
Total (95% Cl) 1353 1251 100.0%  -0.35(-0.47 to -0.23) )
Heterogeneity: t2=0.04; *=47.67, df=26 (p=0.006); 2=45% I I I I
Test for overall effect: z=5.76 (p<0.00001) -4 Favo_uzrs oUT 0 Favourszplacebo4

FIGURE 62 Sublingual immunotherapy vs placebo, adults, MSs.

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% ClI
Cortellini 20109 231 113 15 414 173 11 38%  -1.26(-2.12t0-0.39) B
Didier 20112 346 3.625 149 528 3.942 165 28.0%  -0.48(-0.70to -0.25)
Durham 2010200 017 019 160 026 019 127 267%  -0.47(-0.71to -0.24) *
Nelson 2011192 508 54 184 639 48 207 31.0%  -0.26(-0.46 to -0.06)
Skoner 2010% 019 232 33 163 299 36 105%  -0.53(-1.01to -0.05) ]
Total (95% Cl) 541 546 100.0%  -0.44(-0.62 to -0.27) ¢
Het ity: t2=0.02; %*=6.82, df=4 (p=0.15); =419 I I I I
eterogeneity: T X (p ) % 1 ) 0 5 A

Test for overall effect: z=4.98 (p<0.00001)

FIGURE 63 Sublingual immunotherapy vs placebo, adults, SMSs.

Favours SLIT  Favours placebo



SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Blaiss 2011189 371 4838 149 491 503 158 229%  -0.24(-0.47 to -0.02) L

Bufe 200434 154 077 68 159 096 64 99% -0.06 (~0.40 to 0.28) -

Bufe 20098 267 238 17 317 214 121 178% -0.22 (-0.48 t0 0.03) -

La Rosa 199986 121 166 16 161 156 17 25% -0.24 (-0.93 to 0.44) ——
Roder 20078 245 148 91 274 166 77 125% -0.18 (-0.49t0 0.12) =T
Rolinck-Werninghaus 200488 1371 23.12 39 1266 2165 38 58% 0.05 (-0.40 t0 0.49) -
Valovirta 2006% 15 14 27 22 14 29 41% -0.49 (-1.03 t0 0.04) -
Vourdas 19982 107 163 34 138 201 32 49% -0.17 (-0.65 t0 0.32) -1

Wahn 2009% 325 286 131 451 2931 135 196%  -0.43(-0.68t0 —0.19) -

Total (95% Cl) 672 671 1000%  -0.24(~0.35to -0.13) ()
Heterogeneity: T2=0.00; %>=6.22, df=8 (p=0.62); *=0% : ' : :

4 2 0 2 4

Test for overall effect: z=4.37 (p<0.0001) Favours ST Favours placebo

FIGURE 64 Sublingual immunotherapy vs placebo, children, SSs.

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Blaiss 2011188 091 366 149 133 251 158 19.9% -0.13(-0.36 t0 0.09) .
Bufe 200484 024 019 68 018 0019 64 13.2% 0.44 (0.09 t0 0.78) -
Bufe 20098 213 348 117 253 303 121 179% -0.12(-0.38t0 0.13) B
La Rosa 19998 228 389 16 236 395 17 49% -0.02 (~0.70 to 0.66) -
Rolinck-Werninghaus 200438 254 358 39 285 387 38 95% -0.08 (-0.53 to 0.36) -1
Valovirta 2006% 29 34 27 39 46 29 15% -0.24(-0.77 t0 0.28) —T
Vourdas 1998%° 139 341 34 177 38 32 85% -0.10 (-0.59 to 0.38) -
Wahn 2009% 06 0611 131 079 0647 135 187%  -0.30(-0.54 to -0.06) -
Total (95% Cl) 581 594 100.0% -0.08 (-0.25 to 0.08) 4
Heterogeneity: T=0.02; %*=12.33, df=7 (p=0.09); P=43% I I |

l
4 2 0 2 4

Test for overall effect: z=0.99 (p=0.32) Favours LT Favours placebo

FIGURE 65 Sublingual immunotherapy vs placebo, children, MSs.



SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup  Mean  SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Blaiss 201183 371 488 149 491 503 158 12.2%  -0.24(-0.47 to -0.02) l
Bowen 2004%7 395 245 37 503 254 39 59% -0.43 (-0.88 t0 0.03) 7
Casanovas 1994% 546 356 9 1098 7.1 6 13% -1.00 (21110 0.12) —
Dahl 2006% 21 17 61 33 22 32 62%  -0.63(-1.07t0-0.19) -
Di Rienzo 2006'02 04 03 18 08 05 14 27%  -098(-1.72t0-023) B
Dubakiene 2003' 048 03 47 064 043 53 7.0%  -0.42(-0.82t0 -0.03) -
Durham 2006'% 248 21 131 296 2.09 129 11.5% -0.23 (-0.47 t0 0.02) -
Feliziani 1995'05 109.7 92.46 18 2158 1142 16 2.9%  -1.00(-1.72t0 -0.28) B
Hordijk 1998'% 321 305 35 513 36 36 55%  -0.57(-1.04t0-0.09) -
Peter 2009'12 0732 0483 176 0.78 0544 189 13.0% -0.09 (-0.30t0 0.11) 1
Pradalier 1999 233 16 63 265 2 63 82% -0.18(-0.53t0 0.17) =T
Skoner 2010'% 019 116 33 1 23 3 55% -0.43 (<091 t0 0.04) —
Vervloet 2006'"7 268 164 19 244 206 19  3.6% 0.13(-0.5110 0.76) i
Voltolini 20017 130 154 15 83 79 15 29% 0.37 (-0.35t0 1.10) T
Wahn 2009% 325 286 131 451 2931 135 11.5%  -0.43(-0.68t0 -0.19) -
Total (95% Cl) 942 940 100.0%  -0.34(-0.47 to -0.20) )

o 2 2 _ _ L2 ! | | |
Heterogeneity: t°=0.02; “=23.96, df=14 (p=0.05); I"'=42% _'4 —|2 0 IZ A

Test for overall effect: z=4.94 (p<0.00001)

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

Favours SLIT  Favours placebo

SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup ~ Mean  SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Blaiss 2011189 091 366 149 133 251 158 14.5% -0.13(-0.36 t0 0.09) L
Bowen 200497 .05 16 37 126 124 39 67% -0.15 (<0.60 to 0.30) —T
Casanovas 1994% 169 246 9 213 222 6 17% -0.17 (-1.2110 0.86) — T
Dahl 2006% 24 39 61 42 41 32 711%  -0.45(-0.88t0-0.02) —
Di Rienzo 200602 32 07 18 49 15 14 27%  -1.48(-2.28t0-0.68) E—
Dubakiene 2003'3 013 0417 47 0417 019 53 8.1% -0.22 (<0610 0.17) -T
Durham 2006'% 14 213 131 203 239 129 135%  -0.28(-0.52t0-0.03) -
Feliziani 199505 2406 2572 18 759 503 16 3.0%  -1.29(-2.04 to -0.54) —
Hordijk 1998106 016 037 35 031 045 36 6.4% -0.36 (-0.83t0 0.11) —
Pradalier 19994 177 23 63 213 27 63 9.4% -0.14 (-0.49t0 0.21) -
Skoner 2010'% 0.0003 164 33 063 106 36 6.2% -0.46 (-0.93 t0 0.02) —
Vervloet 2006'"7 339 394 19 471 5 19 39% -0.29 (-0.93 t0 0.35) —T
Voltolini 2001'% 2 3 15 39 34 15 31% -0.52(~1.25t0 0.21) —T
Wahn 20092 06 0611 131 079 0.647 135 13.6%  -0.30(-0.54to -0.06) -
Total (95% C) 766 751 100.0%  -0.33 (-0.47 to -0.19) ]

ity: 12=0.02; ’= =13 (p=0.10); P=35¢ : | | |
Heterogeneity: t°=0.02; "=19.96, df=13 (p=0.10); I°=35% o ) 5 5 1

Test for overall effect: z=4.67 (p<0.00001)

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

Favours SLIT  Favours placebo



SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Blaiss 201182 462 61 149 625 63 158 82.1%  -0.26(-0.49 to -0.04)
Skoner 2010'% 019 232 33 163 299 36 17.9%  -0.53(-1.01t0-0.05) -
Total (95% Cl) 182 194 100.0% -0.31(-0.51t0 -0.11) 0
Heterogeneity: 2=0.00; X2=0.97, df=1(p=0.32); =0% I I T I I
Test f Il effect: z=2.98 (p=0.003 R 0 2 4
est for overall effect: 2=2.98 (0=0.003) Favours SLIT  Favours placebo

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

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% ClI
Amar 2009% 383 49 19 371 27 17 43% 0.03 (~0.63 to 0.68) —1
Andre 2003% 227 142 48 309 214 51  84%  -0.45(-0.84 to -0.05) -
Ariano 2001% 18 175 10 538 157 10 17%  -2.06(-3.19t0-0.93)
Bufe 20043 154 077 68 159 096 64 9.9% -0.06 (~0.40 t0 0.28) -
Bufe 200985 267 238 M7 347 214 121 126% -0.22 (-0.48 t0 0.03) .
Cortellini 2010 182 67 15 315 115 11 26%  -1.43(-2.31t0-0.54) —
D'Ambrosio 1999%° 509 514.2 14 897.06 678.2 16  3.5% -0.62(-1.36t0 0.12) —]
de Blay 2003'" 2055 15.88 33 2349 1876 42 7.1% -0.17 (<062 t0 0.29) -1
Didier 20072 358 2.976 136 493 3.229 148 133%  -0.43(-0.67to -0.20) -
Drachenberg2001%" 295 242 37 364 304 12 43% -0.26 (-0.92 t0 0.39) -
Nelson 201192 383 407 184 469 432 207 146%  -0.20(-0.40t0 -0.01) L
Passalacqua 1999~ 189 113 15 191 108 15 3.7% -0.02 (-0.73 t0 0.70) —_
Troise 1995'16 87 76 15 102 58 16 3.8% -0.22 (-0.92 t0 0.49) —
Vourdas 1998% 107 163 34 138 201 32 66% -0.17 (-0.65t0 0.32) -
Wessner 2001118 032 026 14 051 038 18 37% -0.56 (~1.27 t0 0.16) —
Total (95% Cl) 759 780 100.0%  -0.31(-0.47 to -0.16) ¢
Heterogeneity: t2=0.03; %%=23.94, df=14 (p=0.05); =42% 54 52 ; 52 i
Test for overall effect: z=4.03 (p<0.0001) Favours SLIT  Favours placebo

FIGURE 69 Sublingual immunotherapy vs placebo, 6-12 months, SSs.



SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% CI IV, random, 95% Cl

Amar 2009% 044 12 19 014 024 17 63% 0.33(-0.33t0 0.99) T

Andre 2003% 241 309 48 4 424 51 97%  -0.42(-0.82t0-0.02) -

Ariano 2001% 25 21 10 53 49 10 42% -0.71(~1.62t0 0.20) —

Bufe 200434 024 019 68 0.18 0.019 64 10.5% 0.44 (0.09 t0 0.78) =

Bufe 200985 213 348 117 253 3.03 121 11.9% -0.12(-0.38t0 0.13) -

Cortellini 2010'% 4 34 15 9% 37 11 44%  -145(-2.3410-0.57) —

D'Ambrosio 1999%  48.1 466 14 12437 121 16 55%  -0.79(-1.54t0 -0.04) —

de Blay 2003’ 348 537 33 757 823 42 87%  -0.57(-1.03t0-0.10) -

Drachenberg 2001%' 125 187 37 238 264 12 63% -0.54 (-1.20t0 0.12) —

Nelson 2011'%2 125 271 184 1.7 288 207 12.6% -0.16 (-0.36 t0 0.04) L

Passalacqua 1999'"" 4 495 15 8 65 15 55% -0.69 (-1.43 t0 0.05) —

Troise 1995'16 17 21 15 33 33 16 57% -0.56 (-1.28 t0 0.16) —T

Vourdas 1998% 139 341 34 177 385 32 85% -0.10 (-0.59 to 0.38) -

Total (95% Cl) 609 614 100.0%  -0.31(-0.53 to -0.08) ¢

Heterogeneity: 2=0.09; *=34.63, df=12 (0=0.0005); =65% I I I I

Test for overall effect: z=2.70 (p=0.007) -4 -2 0 2 4
Favours SLIT  Favours placebo

FIGURE 70 Sublingual immunotherapy vs placebo, 6-12 months, MSs.

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Cortellini 201019 231 113 15 414 173 11 408%  -1.26(-2.12t0-0.39) -
Nelson 2011192 508 54 184 639 48 207 59.2%  —0.26(-0.46 to —0.06)
Total (95% Cl) 199 218 100.0% -0.66 (-1.63 to 0.30)
Heterogeneity: t2=0.40; %2=4.90, df = 1 (p=0.03); *=80% | 1 _iz ; 2 4

Test for overall effect: z=1.35 (p=0.18)

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

Favours SLIT

Favours placebo

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean  SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Didier 20112 267 363 149 403 371 165 138%  _037(-0.59t0 -0.15) -
Durham 201020 27 21 142 37 21 15 130%  —0.47(-0.72t0 -0.23) B
La Rosa 199986 121 166 16 161 156 17 45%  _024(-0.93100.44) —T
Lima 2002'07 2494 2326 28 2465 1537 28 65% 0.01 (~0.51 0 0.54) -
Ott 200908 -102 454 123 132 454 60 11.1%  _051(-0.83to ~0.20) -
Palma-Carlos 2006'% 3115 3261 17 5586 5048 16 43% -0.57 (-1.27 10 0.13) 7
Panzner 2008110 11135 11491 20 3216 21122 15 40% 126 (-2.00 to ~0.52) —
Pfaar 200813 1462 123 42 2362 1336 48 83%  _069(-1.12t0-0.27) -
Roder 200787 245 148 91 274 166 77 114%  _018(-049100.12) -
Rolinck-Werninghaus 200438 1371 23.12 39 1266 2165 38 79% 0.05 (~0.40 o 0.49) -
Smith 2004'"> 258 248 45 232 167 51 89% 0.12 (~0.28 t0 0.52) T
Valovirta 2006% 15 14 27 22 14 29 64%  _0.49(-1.03t00.04) —]
Total (95% Cl) 739 659 1000%  -0.35(-0.52 to -0.18) ¢
Heterogeneity: T2=0.04; %%=22.47, df=11 (p=0.02); *=51% b 52 : é L
Test for overall effect: z=4.11 (p<0.0001) h Favo_ursSLIT Favours placebo

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



SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Didier 20112 031 363 149 047 371 165 26.1% -0.04 (-0.26 10 0.18) +
Durham 201020 182 301 160 304 301 127 243%  -0.40(-0.64to -0.17) *
La Rosa 199986 228 389 16 236 395 17 45% -0.02 (-0.70 to 0.66) —
Lima 2002177 2334 2616 28 2837 2052 28 72% -0.21(-0.74 10 0.31) -
Ott 2009108 -028 1155 123 -092 247 60 17.0% 0.07 (<0.24 t0 0.38) T
Palma-Carlos 20060 1538 3298 17 4457 6505 16  43% -0.56 (~1.26 10 0.14) —
Rolinck-Werninghaus 200488 2.54 358 39 285 387 38 95% -0.08 (~0.53 t0 0.36) -
Valovirta 2006% 29 34 27 39 46 29 72% -0.24 (-0.77 10 0.28) -
Total (95% Cl) 559 480 100.0%  —0.16 (~0.31to -0.01)

Heterogeneity: 2=0.01; *=8.92, df=7 (p=0.26); *=22%

-2

-4 0 2 4
Test for overall effect: z=2.14 (p=0.03) Favours SLIT  Favours placebo
FIGURE 73 Sublingual immunotherapy vs placebo, >12 months, MSs.
SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Didier 20112 3.46 3625 149 528 3.942 165 52.5%  -0.48(-0.70 to -0.25)
Durham 20102% 0.17 019 160 026 0.19 127 475%  -0.47(-0.71t0-0.24)
Total (95% Cl) 309 292 100.0% -0.48 (-0.64 to -0.31) ‘
Heterogeneity: ©=0.00; %2=0.00, df=1 (p=0.97); ’=0% I " 2 : 2 4
Test for overall effect: z=5.73 (p<0.00001) Favours SLIT  Favours placebo
FIGURE 74 Sublingual immunotherapy vs placebo, >12 months, SMSs.
SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean  SD Total Mean  SD Total Weight IV, random, 95% ClI IV, random, 95% Cl
Cortellini 201090 182 67 15 315 115 11 140%  -1.43(-2.31t0-0.54) -
D'Ambrosio 1999% 509 5142 14 897.06 6782 16 161%  -0.62(-136100.12) — ]
Panzner 200810 11135 11491 20 3216 211.22 15 161%  -1.26(-2.00to -0.52) -
Passalacqua 1999'"" 189 113 15 191 108 15 165%  -0.02(-0.73t00.70) —
Rolinck-Werninghaus 2004% 1371 23.12 39 1266 21.65 38 208% 0.05 (~0.40 to 0.49) -+
Troise 19956 8 76 15 102 58 16 166% -0.22 (-0.92 t0 0.49) T
Total (95% Cl) 118 111 1000%  -0.53 (-1.03 to -0.03) <&
Heterogeneity: ©2=0.26; %>=15.94, df=5 (p=0.007); *=69% _14 _12 § =2 [i

Test for overall effect: z=2.09 (p=0.04)

Favours SLIT

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

Favours placebo



SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Cortellini 2010 M 3 15 9 37 11 154%  -145(-234t0-057) —_—
D'Ambrosio 1999%° 481 466 14 12437 121 16 186%  —0.79(-1.54to -0.04) — ]
Passalacqua 1999'"" 42 495 15 8 65 15 18.8% -0.69 (-1.43 t0 0.05) —
Rolinck-Werninghaus 200488 254 358 39 285 387 38 27.8% -0.08 (-0.53 t0 0.36) -
Troise 199516 17 21 15 33 33 16 194% -0.56 (-1.28 t0 0.16) T
Total (95% Cl) 98 96 1000%  -0.63 (-1.08 to -0.18) <&
Heterogeneity: ©2=0.14; %°=8.64, df=4 (p=0.07); ’=54% _=4 _=2 ; =2 jl
Test for overall effect: z=2.74 (p=0.006) Favours ST Favours placebo

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

SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Amar 2009% 383 49 19 371 27 17 16% 0.03 (-0.63 0 0.68) -
Blaiss 201189 371 488 149 491 503 158 13.6%  —0.24(-0.47to -0.02) .
Bufe 2004% 154 077 68 159 096 64 59% -0.06 (-0.40 t0 0.28) T
Bufe 2009% 267 238 117 317 214 121 10.6% -0.22 (-0.48 t0 0.03) -
Dahl 2006 21 17 61 33 22 32 36%  -0.63(-1.07t0-0.19) -
Drachenberg 200°' 295 242 37 364 304 12 16% -0.26 (-0.92 t0 0.39) .
Dubakiene 2003'03 048 03 47 064 043 53 44%  -0.42(-0.82t0-0.03) -
Durham 2006'%4 248 21 131 296 209 129 11.6% -0.23 (<047 t0 0.02) .
Durham 201020 27 21 142 37 21 115 1M.1%  -0.47(-0.72t0-0.23) -
Nelson 2011'% 383 407 184 469 432 207 17.4%  -0.20(-0.40to -0.01)
Pradalier 1999'1 233 16 63 265 2 63 56% -0.18 (<0530 0.17) -T
Wahn 2009% 325 2.86 131 451 2931 135 11.6%  -0.43(-0.68t0 -0.19) -
Wessner 200118 032 026 14 051 038 18 1.4% -0.56 (~1.27 t0 0.16) —
Total (95% Cl) 1163 1124 100.0%  -0.29 (-0.37 to -0.20) \

itv: 2=0.00: 2 P : : : |
Heterogeneity: ©°=0.00; y“=11.29, df=12 (p=0.50); I"'=0% o B ! > H

Test for overall effect: z=6.78 (p<0.00001)

FIGURE 77 Sublingual immunotherapy vs placebo, major allergen content, 5-20ug, SSs.

Favours SLIT

Favours placebo



SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Amar 2009% 044 12 19 014 024 17  3.0% 0.33(-0.3310 0.99) T
Blaiss 20118 091 366 149 133 251 158 11.4% -0.13 (-0.36 t0 0.09) B
Bufe 20048 024 019 68 018 0.019 64 7.6% 0.44 (0.09 t0 0.78) —
Bufe 20098 213 348 117 253 3.03 121 10.3% -0.12 (-0.38 t0 0.13) -
Dahl 20069 24 39 61 42 41 32 58%  -045(-0.88t0-0.02) ]
Drachenberg 2001°' 125 187 37 238 264 12 3.0% -0.54(-1.200 0.12) E—
Dubakiene 2003'% 013 017 47 017 019 53  65% -0.22 (-0.61100.17) -T
Durham 2006% 14 213 131 203 239 129 107%  -0.28(-0.52t0 -0.03) -
Durham 20102%0 182 301 160 3.04 3.01 127 11.0%  -0.40(-0.64t0-0.17) -
Nelson 2011192 125 271 184 17 288 207 12.3% -0.16 (~0.36 t0 0.04) .
Pradalier 19994 177 23 63 213 27 63 15% -0.14 (-0.49 t0 0.21) -
Wahn 2009% 06 0611 131 079 0.647 135 10.8%  -0.30 (~0.54 to -0.06) -
Total (95% Cl) 1167 1118 100.0%  -0.18 (-0.30 to -0.05) (]
Heterogeneity: t=0.02; %2=22.58, df=11 (p=0.02); ’=51% 54 2 : 2 4
Test for overall effect: z=2.76 (p=0.006) Favours SLIT  Favours placebo

FIGURE 78 Sublingual immunotherapy vs placebo, major allergen content, 5-20ug, MSs.

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% CI IV, random, 95% ClI
Blaiss 201182 462 61 149 625 63 158 31.7%  -0.26(-0.49 to -0.04) "
Durham 201020 0.17 019 160 0.26 019 127 29.0%  -0.47(-0.71t0 -0.24) *
Nelson 20112 508 54 184 639 48 207 39.2%  —0.26(-0.46 to -0.06)
Total (95% Cl) 493 492 100.0% -0.32 (-0.45 to -0.19) [
Het ity: ©=0.00; %%=2.24, df=2 (p=0.33); =119 I | : |
eterogeneity: t X df=2(p=0.33) % 2 3 0 > 1

Test for overall effect: z=4.71 (p<0.00001)

Favours SLIT  Favours placebo

FIGURE 79 Sublingual immunotherapy vs placebo, major allergen content, 5-20ug, SMSs.

SLIT Placebo Standard mean difference  Standard mean difference
Study orsubgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Andre 2003% 227 142 48 309 214 51 99%  -0.45(-0.84 to -0.05) -
Bowen 20049 395 245 37 503 254 39 82% -0.43 (-0.88 0 0.03) -]
Di Rienzo 2006'%2 04 03 18 08 05 14 36%  -098(-1.72t0-0.23) —
Didier 20072 358 2976 136 4.93 3229 148 182%  —0.43(-0.67 to -0.20) -
La Rosa 1999%6 121 166 16 161 156 17  42% -0.24 (-0.93 to 0.44) —
Lima 200207 2494 2326 28 2465 1537 28  6.6% 0.01 (-0.51 to 0.54) -
Ott 200908 -102 454 123 132 454 60 135%  -0.51(-0.83t0-0.20) -
Skoner 2010'% 019 116 33 1 23 36 76% -0.43 (-0.91 t0 0.04) -]
Smith 2004'"> 258 248 45 232 167 51 9.8% 0.12 (-0.28 t0 0.52) T
Valovirta 2006% 15 14 27 22 14 29 64% -0.49 (-1.03 t0 0.04) -]
Vervloet 2006'"7 268 164 19 244 206 19 47% 0.13 (-0.51t0 0.76) i
Vourdas 19988 1.07 163 34 138 201 32 7.4% -0.17 (-0.65 0 0.32) -
Total (95% Cl) 564 524 100.0%  -0.33(-0.48 to -0.18) [
Heterogeneity: ©2=0.02; %°=14.97, df=11 (p=0.18); *=27% : : : L
Test for overall effect: z=4.32 (p<0.0001) -4 Favo_uzrsSLlT 0 Favourszplacebo

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



SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% ClI IV, random, 95% CI
Andre 2003% 241 309 48 4 424 51 129%  -0.42(-0.82 to -0.02) -
Bowen 2004 1.05 16 37 126 124 39 11.4% -0.15 (~0.60 to 0.30) -1
Di Rienzo 2006'%2 32 07 18 49 15 14 53%  -148(-2.28t0-0.68) E—
La Rosa 1999% 228 389 16 236 395 17  6.7% -0.02 (-0.70 to 0.66) —
Lima 200207 2334 2616 28 2837 2052 28  9.5% -0.21(-0.74t0 0.31) -
Ott 200908 -0.28 11.55 123 -092 247 60 16.0% 0.07 (-0.24 t0 0.38) T
Skoner 2010'% 0.0003 164 33 063 106 36 10.7% -0.46 (-0.93 10 0.02) ]
Valovirta 2006% 29 34 27 39 46 29 95% -0.24(-0.77 t0 0.28) -
Vervloet 2006'"7 339 394 19 471 5 19 74% -0.29 (-0.93 t0 0.35) -
Vourdas 1998% 139 341 34 177 385 32 10.6% -0.10 (-0.59 to 0.38) -1
Total (95% Cl) 383 325 100.0%  -0.26 (-0.47 to -0.06) ¢
Heterogeneity: t2=0.04; %*=15.51, df=9 (p=0.08); ’=42% i ' i i

4 2 0 2 4

Test for overall effect: z=2.50 (p=0.01) Favours SLIT  Favours placebo

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

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean SD Total Mean  SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Amar 2009% 383 49 19 371 27 17 15% 0.03 (-0.63 t0 0.68) -
Blaiss 2011189 371 488 149 491 503 158 63%  —0.24(-0.47to -0.02) -
Bufe 200484 154 077 68 159 096 64 41% -0.06 (-0.40 t0 0.28) -
Bufe 2009% 267 238 117 317 214 121 56% -0.22 (-0.48 10 0.03) -
Dahl 2006% 21 17 61 33 22 32 29%  -0.63(-1.07t0-0.19) —_
de Blay 2003'" 2055 1588 33 2349 1876 42 27%  -0.17(-0.62t00.29) -
Didier 200724 358 2976 136 493 3229 148 60%  -0.43(-0.67 to -0.20) -
Didier 20112 267 363 149 403 371 165 63%  —0.37(-0.59to -0.15) -
Drachenberg 2001°! 252 199 19 374 37 7 09%  -0.47(-134t0041) — T
Durham 2006'%4 248 21 131 296 209 129 59% -0.23 (-0.47 t0 0.02) -
Durham 201020 27 21 142 37 21 115 57%  -0.47(-0.72t0 -0.23) -
Feliziani 1995'05 1097 9246 18 2158 1142 16 13%  -1.00(-1.72to -0.28) —
Hordijk 1998106 321 305 35 513 36 36 26%  -0.57(-1.04to0-0.09) —
Lima 2002177 2494 2326 28 2465 1537 28 22% 0.01(-0.51t0 0.54) -
Nelson 2011192 383 407 184 469 432 207 69%  -0.20(-0.40to -0.01) -
Ott 2009108 -1.02 454 123 132 454 60 45%  -0.51(-0.83t0 -0.20) -
Palma-Carlos 2006'%° 3115 3261 17 5586 5048 16 14% -0.57 (-1.27t00.13) —
Panzner 200810 11135 11491 20 321.6 21122 15 12%  -1.26(-2.00 to -0.52) —_—
Peter 2009'"2 0732 0483 176 078 0544 189 6.7% -0.09 (-0.30t0 0.11) -
Pfaar 2008'"3 1462 123 42 2362 1336 48 3.0%  -0.69 (-1.12t0 -0.27) -
Pradalier 1999'"4 233 16 63 265 2 63 40% -0.18 (-0.53 10 0.17) -T
Roder 200787 245 148 91 274 166 77 4T% -0.18(-0.49 10 0.12) -
Rolinck-Werninghaus 2004% 1371 23.12 39 1266 2165 38 28% 0.05 (-0.40 to 0.49) -
Smith 2004'"5 258 248 45 232 167 51 33% 0.12 (-0.28 t0 0.52) -
Wahn 2009% 325 286 131 451 2931 135 59%  —0.43(-0.68to -0.19) -
Wessner 2001118 032 026 14 051 038 18 13% -0.56 (~1.27 t0 0.16) —T
Total (95% Cl) 2050 1995 1000%  -0.31(-0.39 to -0.22) ]
Heterogeneity: 2=0.02; x*=42.46, df=25 (p=0.02); =41% 4 2 ; 2 1
Test for overall effect: z=6.81 (p<0.00001) Favours ST Favours placebo

FIGURE 82 Sublingual immunotherapy vs placebo, grass pollen, SSs.



SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Amar 2009% 044 12 19 014 024 17 24% 033 (-0.33 10 0.99) T
Blaiss 2011189 091 366 149 133 251 158 7.9% -0.13(-0.36 0 0.09) -
Bufe 200484 024 019 68 0.18 0019 64 56% 0.44 (0.09 o 0.78) —
Bufe 20098 213 348 117 253 303 121 73% -0.12(-0.38 10 0.13) -T
Dahl 2006% 24 39 61 42 41 32 44%  -0.45(-0.88t0-0.02) —
de Blay 2003 348 537 33 757 823 42 40%  -057(-1.03t0-0.10) -
Didier 20112 031 363 149 047 371 165 8.0% -0.04 (-0.26 10 0.18) T
Drachenberg 2001°" 96 199 19 243 314 7 15% -0.61(~1.50t0 0.27) —
Durham 2006'%4 14 213 131 203 239 129 75%  -0.28(-0.52to -0.03) -
Durham 201020 182 301 160 3.04 301 127 77%  -0.40(-0.64t0-0.17) -
Feliziani 1995'05 2406 2572 18 759 503 16 20%  -1.29(-2.04 to -0.54) —_—
Hordijk 1998106 016 037 35 031 045 36 4.0% -0.36(-0.83t0 0.11) —
Lima 200207 2334 2616 28 2837 2052 28 34% -0.21(-0.74 10 0.31) -
Nelson 2011192 125 271 184 17 288 207 84% -0.16 (-0.36 t0 0.04) -
Ott 2009108 -0.28 1155 123 -092 247 60 63% 0.07 (-0.24 t0 0.38) T
Palma-Carlos 2006'%° 1538 3298 17 4457 6505 16 2.2% -0.56 (~1.26 t0 0.14) —T
Pradalier 19994 177 23 63 213 27 63 56% -0.14 (-0.49 t0 0.21) -
Rolinck-Werninghaus 2004%8 254 358 39 285 387 38 42% -0.08 (-0.53 10 0.36) -
Wahn 2009% 06 0611 131 079 0647 135 75%  -0.30(-0.54 to -0.06) -
Total (95% Cl) 1544 1461 1000%  -0.20 (-0.31to -0.08) ]
Heterogeneity: t2=0.03; %*=39.32, df=18 (p=0.003); *=54% 2 ! 2 ]

Test for overall effect: z=3.31 (p=0.0009)

FIGURE 83 Sublingual immunotherapy vs placebo, grass pollen, MSs.

Favours SLIT

Favours placebo

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% CI IV, random, 95% ClI
Blaiss 20118 462 61 149 625 63 158 242%  -0.26(-0.49to -0.04) "
Didier 20112 346 3625 149 528 3942 165 242%  -0.48(-0.70 to -0.25) *
Durham 201020 017 019 160 026 0.19 127 223%  -0.47(-0.71t0-0.24) *
Nelson 2011192 508 54 184 639 48 207 29.3% -0.26 (~0.46 to -0.06)
Total (95% Cl) 642 657 100.0% -0.36 (~0.48 to -0.24) ‘
H ity: t2=0.00; v2=3. f=3 (p=0.30); =199 I I I
eterogeneity: t°=0.00; “=3.69, df=3 (p=0.30); I'=19% 4 ) 0 5 J

Test for overall effect: z=5.77 (p<0.00001)

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

Favours SLIT

Favours placebo



SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% CI

Andre 2003% 227 142 48 3.09 214 51 40.6%  -0.45(-0.84 to -0.05) -

Bowen 2004%7 395 245 37 503 254 39 31.2% -0.43 (-0.88 10 0.03) —i

Skoner 2010'% 019 1.16 33 1 23 36 283% -0.43 (-0.91 t0 0.04) =

Total (95% Cl) 118 126 100.0%  -0.44(-0.69 to -0.18) ¢

Heterogeneity: t=0.00; %2=0.00, df=2 (p=1.00); =0% l l l l
Test f Il effect: z=3.37 (p=0.0008 =2 0 2 4
est for overall effect: 2=3.37 (p=0.0008) Favours SLIT  Favours placebo

FIGURE 85 Sublingual immunotherapy vs placebo, ragweed, SSs.

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% CI
Andre 2003% 2.41 3.09 43 4 424 51 40.4% -0.42 (-0.82 to -0.02) i
Bowen 200497 1.05 16 37 1.26 1.24 39 31.6% -0.15 (-0.60 to 0.30) -
Skoner 2010'% 0.0003 1.64 33 063 1.06 36 28.0% -0.46 (-0.93 10 0.02) ]
Total (95% Cl) 118 126 100.0%  -0.34(-0.60 to -0.09) ¢
Heterogeneity: ©=0.00; %= 1.10, df=2 (p=0.58); =0% | . -Iz ; 2 4
Test for overall effect: z=2.66 (p=0.008) FavoursSLIT  Favours placebo

FIGURE 86 Sublingual immunotherapy vs placebo, ragweed, MSs.

SLIT Placebo Standard mean difference  Standard mean difference
Study orsubgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
D'Ambrosio 1999% 509 5142 14 897.06 6782 16 23.2% -0.62 (-1.36 0 0.12) —
La Rosa 199986 121 166 16 161 156 17 26.9% -0.24 (-0.93 t0 0.44) —
Passalacqua 1999'"" 189 113 15 191 108 15 246%  -0.02(-0.73t00.70) ——
Troise 199516 87 76 15 102 58 16 253% -0.22 (-0.92 t0 0.49) —
Total (95% Cl) 60 64 100.0%  -0.27(-0.62 to 0.09)
Heterogeneity: 2=0.00; %*=1.38, df=3 (p=0.71); =0% _=4 _Iz ; 2 4

Test for overall effect: z=1.48 (p=0.14) Favours SLT  Favours placebo

FIGURE 87 Sublingual immunotherapy vs placebo, Parietaria, SSs.



SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% CI IV, random, 95% CI
D'Ambrosio 1999%  48.1 46.6 14 12437 121 16 23.2%  -0.79(-1.54 to -0.04) —ﬂ

La Rosa 199986 228 389 16 236 395 17 27.9% -0.02 (-0.70 to 0.66) -
Passalacqua 1999'"" 4 495 15 83 65 15 23.8% -0.69 (-1.43 0 0.05) —

Troise 1995'16 17 21 15 33 33 16 25.1% -0.56 (-1.28 10 0.16) —

Total (95% Cl) 60 64 100.0%  -0.49 (-0.85 to -0.13) 3

Heterogeneity: 2=0.00; x2=2.75, df=3 (p=0.43); P=0% I T

- - 4
Test for overall effect: z=2.68 (p=0.007) 4 FavourszLIT OFavoursszacebo

FIGURE 88 Sublingual immunotherapy vs placebo, Parietaria, MSs.

SLIT Placebo Standard mean difference Standard mean difference
Study orsubgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Ariano 2001% 18 175 10 538 157 10 67%  -2.06(-3.19t0-0.93) B —
Casanovas 1994% 546 356 9 10.98 7.1 6  6.8% -1.00(-2.11t00.12) —
Di Rienzo 2006'%2 04 03 18 08 05 14 107%  -0.98(-1.72t0-0.23) E—
Drachenberg 2001°' 34 278 18 35219 5 7.9% -0.04 (-1.03 t0 0.95) I —
Dubakiene 2003'%3 048 03 47 064 043 53 16.1%  -0.42(-0.82t0-0.03) ]
Valovirta 2006% 15 14 27 22 14 29 13.9% -0.49 (-1.03 0 0.04) —
Vervloet 2006'"7 268 164 19 244 206 19 12.3% 0.13 (-0.51 0 0.76) .
Voltolini 2001 130 154 15 83 79 15 11.0% 0.37(-0.35t0 1.10) T
Vourdas 19988 1.07 163 34 138 201 32 147% -0.17 (-0.65 0 0.32) -
Total (95% Cl) 197 183 100.0%  -0.42 (-0.77 to -0.06) ¢
Heterogeneity: t2=0.17; %2=20.17, df=8 (p=0.010); *=60% l l l l

-4 -2 0 2 4

Test for overall effect: z=2.29 (p=0.02) FavoursSLIT  Favours placebo

FIGURE 89 Sublingual immunotherapy vs placebo, tree, SSs.

SLIT Placebo Standard mean difference Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% CI 1V, random, 95% Cl
Ariano 2001% 25 21 10 53 49 10 6.3% -0.71(-1.62 t0 0.20) E——
Casanovas 1994% 1.69 2.46 9 213 2.22 6 5.0% -0.17 (-1.21 t0 0.86) - T
Di Rienzo 2006'%2 32 07 18 49 15 14 79%  -1.48(-2.28t0-0.68) —
Drachenberg 2001%" 156 17.4 18 232 207 5 5.4% -0.41 (~1.40 to0 0.59) — 1
Dubakiene 2003'03 013 017 47 017 019 53 22.2% -0.22 (-0.61t00.17) =
Valovirta 2006% 29 34 27 39 46 29 153% -0.24 (-0.77 10 0.28) -
Vervloet 2006'"7 339 394 19 471 5 19 11.4% -0.29 (-0.93 t0 0.35) —
Voltolini 2001 2 3 15 39 34 15 93% -052(-1.25t0 0.21) —T
Vourdas 1998% 139 341 34 177 38 32 17.2% -0.10 (~0.59 to 0.38) -
Total (95% Cl) 197 183 100.0%  -0.38(-0.62 to -0.13) ¢
Heterogeneity: 2=0.03; X2=10.24, df=8 (p=0.25); =22% I I I I

-4 -2 0 2 4

Test for overall effect: z=3.02 (p=0.002) Favours SLIT  Favours placebo

FIGURE 90 Sublingual immunotherapy vs placebo, tree, MSs.



SLIT Placebo Standard mean difference  Standard mean difference

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% ClI IV, random, 95% Cl
Di Rienzo 200602 05 152 18 1.8 114 14 46%  -095(-1.69t0-0.21) B

Didier 20112 -043 1.02 149 0 1.02 165 189%  -0.42(-0.64to -0.20) *
Durham 201020 078 071 160 1.01 071 127 184%  -0.32(-0.56to -0.09) -

Horak 2009202 -03 044 143 0 044 148 183%  -0.68(-0.92to -0.44) -

Nelson 201192 13 131 172 157 14 197 19.9% -0.20 (-0.40 t0 0.01) -

Peter 2009'"2 -1.127 1531 176 -0.81 1.601 189 19.9% -0.20 (-0.41 t0 0.00)

Total (95% Cl) 818 840 100.0%  -0.39 (-0.56 to -0.21) ¢

Heterogeneity: t2=0.03; %*=14.48, df=5 (p=0.01); *=65% .

T
-4 22 0 2 4
Test for overall effect: z=4.33 (p<0.0001) Favours SLIT  Favours placebo

FIGURE 91 Sublingual immunotherapy vs placebo, QoL, adults.

SLIT Placebo Standard mean difference  Standard mean difference

Study orsubgroup  Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Blaiss 2011189 145 104 109 177 1.05 111 28.3% -0.31(-0.57 to -0.04) -
Di Rienzo 2006'%2 05 152 18 183 114 14 107%  -0.95(-1.69t0o-0.21) E—
Horak 2009202 -03 044 143 0 044 148 29.8%  -0.68(-0.92to -0.44)
Peter 2009'"2 -1.127 1531 176 -0.81 1.601 189 31.3% -0.20 (-0.41 t0 0.00)
Total (95% Cl) 446 462 100.0% -0.45 (-0.74 to -0.17) ‘

200 a2 2 (p= . R_749 f f f |
Heterogeneity: t°=0.06; “=11.54, df=3 (p=0.009); I"'=74% _4 B 0 5 1

Test for overall effect: z=3.09 (p=0.002) Favours LT Favours placebo

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

SLIT Placebo Standard mean difference  Standard mean difference
Study or subgroup  Mean SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
Didier 20112 -043 1.02 149 0 1.02 165 52.3% -0.42 (~0.64 to -0.20) [
Durham 201020 078 0.71 160 1.01 0.71 127 47.7%  -0.32(-0.56 to -0.09)
Total (95% Cl) 309 292 100.0%  -0.37 (-0.54 to -0.21) ’
Heterogeneity: t=0.00; %?=0.35, df=1 (p=0.56); 2=0% I I I I
Test f Il effect: z=4.53 (p<0.00001 R 0 2 4
est for overall effect: 2=4.53 (p<0. ) Favours SLIT  Favours placebo

FIGURE 93 Sublingual immunotherapy vs placebo, QoL, >12 months.



Standard mean difference

1V, random, 95% Cl

Standard mean difference
IV, random, 95% Cl

M 43.7%
127 56.3%

238 100.0%

SLIT Placebo
Study or subgroup  Mean SD Total Mean SD Total Weight
Blaiss 2011189 1.45 1.04 109 1.77 1.05
Durham 2010200 078 0.71 160 1.01 0.71
Total (95% Cl) 269

Heterogeneity: ©=0.00; %°=0.01, df=1 (p=0.92); #=0%
Test for overall effect: z=3.51 (p=0.0004)

-0.31(-0.57 to -0.04)
-0.32(-0.56 to -0.09)

-0.32(-0.49 to -0.14)

-4

20
Favours SLIT

FIGURE 94 Sublingual immunotherapy vs placebo, QoL, major allergen content, 5-20ug.

Standard mean difference

IV, random, 95% CI

]

T

2
Favours placebo

Standard mean difference
IV, random, 95% Cl

4

14 92%
148 90.8%

SLIT Placebo
Study or subgroup  Mean SD Total Mean SD Total Weight
Di Rienzo 2006'% 05 152 18 1.83 1.14
Horak 2009202 -03 044 143 0 0.44
Total (95% CI) 161

Heterogeneity: *=0.00; X2=0.45, df=1(p=0.50); =0%
Test for overall effect: z=6.13 (p<0.00001)

162 100.0%

-0.95 (-1.69 to -0.21)
-0.68 (-0.92 to -0.44)

-0.70 (-0.93 to -0.48)

Favours SLIT

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

Favours placebo

4



