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Figure 2(a): Risk ratios (RR) of desensitization following oral immunotherapy (OIT) or sublingual immunotherapy (SLIT) v. controls (random-effects model)




[image: ]Heterogeneity: τ2 = 0.617; χ2 = 62.845, df = 26 (P<0.0001); I2 =59%;
Test for overall effect: Z = -7.582 (P<0.0001)


	






















Figure 2(b): Sensitivity analysis RR of desensitization after OIT or SLIT (only randomized controlled trials)
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Heterogeneity: τ2 = 0.498; χ2 = 47.608, df = 20 (P<0.0001); I2 = 58%;
Test for overall effect: Z = -6.318 (P<0.0001)

























Figure 2c: Sensitivity analysis RR of desensitization after OIT or SLIT (only LRB and URB studies) (random-effects model)
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Heterogeneity: τ2 = 0.262; χ2 = 23.078, df = 16 (P<0.112); I2 = 31%;
Test for overall effect: Z = -7.406 (P<0.0001)























Figure 3: Risk ratios (RR) of desensitization as assessed by double-blind placebo-controlled food challenge in OIT v. controls (random-effects model)
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Heterogeneity: τ2 = 0.735; χ2 = 56.047, df = 21 (P<0.0001); I2 = 62%;
Test for overall effect: Z = -6.967 (P<0.0001)




























Figure 4: Risk ratios (RR) of desensitization as assessed by double-blind placebo-controlled food challenge in SLIT v. controls (random-effects model)


[image: ]Heterogeneity: τ2 = 0.413; χ2 = 6.799, df = 4 (P<0.147); I2 = 41%;
Test for overall effect: Z = -2.914 (P<0.004)





































Figure 5: Funnel plot showing: Log risk ratios potential publication bias
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Figure 6: Risk ratios (RR) of sustained unresponsiveness as assessed by double-blind placebo-controlled food challenge in OIT v. controls (random-effects model)
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Heterogeneity: τ2 = 1.043; χ2 = 7.044, df = 3 (P<0.071); I2 = 57%;
Test for overall effect: Z = -1.788 (P<0.074)

































Figure 7: Funnel plot showing: Log risk ratios potential publication bias
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Figure 8. Safety data – absence of systemic reactions during OIT or SLIT for food allergy. RR, risk ratio (random-effects model)
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Heterogeneity: τ2 = 0.0001; χ2 = 4.87, df = 6 (P<0.56); I2 = 0%;
Test for overall effect: Z = 1.86 (P<0.06)






























[bookmark: _GoBack]Figure 9: Safety data – absence of local reactions during OIT or EPIT for food allergy. RR, risk ratio (random-effects model)
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Heterogeneity: τ2 = 0.182; χ2 = 48.412, df = 8 (P<0.0001); I2 = 83%;
Test for overall effect: Z = 4.253 (P<0.0001)
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Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)




Study name Statistics for each study Events / Total Risk ratio and 95% CI

Risk  Lower  Upper  Relative 

ratio limit limit Control Experimental weight
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Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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Fig. 5. Safety data - absence of systemic reactions during OIT or SLIT for food allergy. RR, risk ratio (only RCTs) (random-effects model)


Heterogeneity: Tau2 = 0.0001; Chi2 = 4.87, df = 6 (P<0.56); I2 = 0%; Test for overall effect: Z = 1.86 (P<0.06)
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Fig. 5. Safety data - absence of systemic reactions during OIT or SLIT for food allergy. RR, risk ratio (only RCTs) (random-effects model)

Heterogeneity: Tau2 = 0.0001; Chi2 = 4.87, df = 6 (P<0.56); I2 = 0%; Test for overall effect: Z = 1.86 (P<0.06)
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Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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Patriarca 2003 0.039 0.003 0.597 0 / 16 45 / 59 2.96

Patriarca 2007 0.054 0.004 0.806 0 / 10 36 / 42 3.01

Skripak 2008 0.070 0.005 1.031 0 / 7 12 / 13 3.05

Syed 2014 0.028 0.002 0.433 0 / 20 20 / 23 2.95

Varshney 2011 0.061 0.004 0.910 0 / 9 16 / 19 3.01

0.150 0.091 0.248 23 / 283 367 / 477

0.01 0.1 1 10 100

Favours experimental Favours control

Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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Anagnostou 2014


0.017


0.001


0.277


0 / 46


24 / 39


3.04


Burks 2012


0.057


0.004


0.884


0 / 15


22 / 40


3.08


Caminiti 2009


0.183


0.013


2.528


0 / 3


7 / 10


3.28


Caminiti 2015


0.011


0.000


1.952


0 / 14


16 / 17


1.06


Dello Lacono 2013


1.000


0.022


45.635


1 / 10


1 / 10


1.83


Escudero 2015


0.035


0.005


0.238


1 / 31


28 / 30


4.86


Fuentes-Aparicio 2013


0.236


0.122


0.458


7 / 32


37 / 40


9.77


Garcia-Ara 2013


0.057


0.009


0.388


1 / 19


33 / 36


4.92


Lee 2013


0.045


0.003


0.688


0 / 12


14 / 16


3.11


Longo 2008


0.043


0.003


0.706


0 / 30


11 / 30


3.01


Mansouri 2007


0.041


0.003


0.619


0 / 13


18 / 20


3.11


Martinez-Botas 2015


0.064


0.004


0.933


0 / 7


25 / 25


3.18


Martorell 2011


0.259


0.134


0.501


7 / 30


27 / 30


9.78


Meglio 2013


0.250


0.070


0.897


2 / 10


8 / 10


7.15


Morisset 2007b


0.692


0.468


1.023


18 / 39


34 / 51


10.70


Paino 2010


0.048


0.003


0.746


0 / 15


10 / 15


3.07


Patriarca 1998


0.055


0.004


0.826


0 / 10


12 / 14


3.12


Patriarca 2003


0.039


0.003


0.597


0 / 16


45 / 59


3.09


Skripak 2008


0.070


0.005


1.031


0 / 7


12 / 13


3.17


Staden 2007


0.722


0.347


1.504


7 / 21


12 / 26


9.48


Syed 2014


0.028


0.002


0.433


0 / 20


20 / 23


3.08


Varshney 2011


0.061


0.004


0.910


0 / 9


16 / 19


3.13


0.135


0.076


0.237


44 / 409


432 / 573
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Favours control


Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)




Study name Statistics for each study Events / Total Risk ratio and 95% CI

Risk  Lower  Upper  Relative 

ratio limit limit Control Experimental weight

Anagnostou 2014 0.017 0.001 0.277 0 / 46 24 / 39 3.04

Burks 2012 0.057 0.004 0.884 0 / 15 22 / 40 3.08

Caminiti 2009 0.183 0.013 2.528 0 / 3 7 / 10 3.28

Caminiti 2015 0.011 0.000 1.952 0 / 14 16 / 17 1.06

Dello Lacono 2013 1.000 0.022 45.635 1 / 10 1 / 10 1.83

Escudero 2015 0.035 0.005 0.238 1 / 31 28 / 30 4.86

Fuentes-Aparicio 2013 0.236 0.122 0.458 7 / 32 37 / 40 9.77

Garcia-Ara 2013 0.057 0.009 0.388 1 / 19 33 / 36 4.92

Lee 2013 0.045 0.003 0.688 0 / 12 14 / 16 3.11

Longo 2008 0.043 0.003 0.706 0 / 30 11 / 30 3.01

Mansouri 2007 0.041 0.003 0.619 0 / 13 18 / 20 3.11

Martinez-Botas 2015 0.064 0.004 0.933 0 / 7 25 / 25 3.18

Martorell 2011 0.259 0.134 0.501 7 / 30 27 / 30 9.78

Meglio 2013 0.250 0.070 0.897 2 / 10 8 / 10 7.15

Morisset 2007b 0.692 0.468 1.023 18 / 39 34 / 51 10.70

Paino 2010 0.048 0.003 0.746 0 / 15 10 / 15 3.07

Patriarca 1998 0.055 0.004 0.826 0 / 10 12 / 14 3.12

Patriarca 2003 0.039 0.003 0.597 0 / 16 45 / 59 3.09

Skripak 2008 0.070 0.005 1.031 0 / 7 12 / 13 3.17

Staden 2007 0.722 0.347 1.504 7 / 21 12 / 26 9.48

Syed 2014 0.028 0.002 0.433 0 / 20 20 / 23 3.08

Varshney 2011 0.061 0.004 0.910 0 / 9 16 / 19 3.13

0.135 0.076 0.237 44 / 409 432 / 573

0.01 0.1 1 10 100

Favours experimental Favours control

Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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Enrique 2005


0.218


0.030


1.588


1 / 11


5 / 12


15.08


Fernandez-Rivas 2009


0.695


0.295


1.641


5 / 19


14 / 37


35.88


Fleischer 2013


0.214


0.073


0.632


3 / 20


14 / 20


30.23


Kim 2011


0.065


0.004


0.957


0 / 7


11 / 11


9.47


Patriarca 2007


0.054


0.004


0.806


0 / 10


36 / 42


9.33


0.257


0.103


0.641


9 / 67


80 / 122
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Favours control


Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)




Study name Statistics for each study Events / Total Risk ratio and 95% CI

Risk  Lower  Upper  Relative 

ratio limit limit Control Experimental weight

Enrique 2005 0.218 0.030 1.588 1 / 11 5 / 12 15.08

Fernandez-Rivas 2009 0.695 0.295 1.641 5 / 19 14 / 37 35.88

Fleischer 2013 0.214 0.073 0.632 3 / 20 14 / 20 30.23

Kim 2011 0.065 0.004 0.957 0 / 7 11 / 11 9.47

Patriarca 2007 0.054 0.004 0.806 0 / 10 36 / 42 9.33

0.257 0.103 0.641 9 / 67 80 / 122

0.01 0.1 1 10 100

Favours experimental Favours control

Heterogeneity: Tau2 = 2.108; Chi2 = 266.517, df = 4; (P<0.0001); I2 = 98%; Test for overall effect: Z = -1.772 (P<0.076)
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