Table S1. Published randomized controlled trial of milk OIT.

First Sample size (n); Study Design; Safety Quality of Life Outcomes
Author, age range daily maintenance dose;
year (years) duration (wk)
Staden, U. 46 RCT; All patients in the N/A 3.3 g of milk DBPCFC: 64% passed in the OIT group
etal., 2007 ( OIT=25; A=20) DMD: 3300; OIT group showed vs. 35% in the A group
) Age: 6 mo-13 yrs Duration: 84 some ARs; 5/20 DBPCEFC after 2 mo after OIT withdrawal: 36%
(25%) children in the passed in the OIT group vs. 12% in the P group
A group had ARs
after accidental
ingestion
Morisset, 57 RCT; ARs in 3 patients in N/A 200 ml of milk SBPCFC: 89% passed in the OIT
M. et al., (OIT=27; A=30) DMD: na; the OIT group; no group vs. 60% in the 1 group
2007 (2) Age: 1-8 Duration: 24 ARs in the A group.
Longo G. et 60 RCT; Almost all children N/A OIT group: 36% completely tolerant (=
al., 2008 (3) (OIT=30; A=30); DMD: 150 mL presented with 1 or 150 mL) and 54% partially tolerant (5-
Age: 5-17 Duration: 1 yr more ARs in the OIT 150 mL)
group; 20% children
in the A group had
ARs after accidental
ingestion
Skripak 19 RDBPCT; ARs in 45.4% N/A Median threshold dose with DBPCFC was increased
JM. et al., (OIT=12; P=7); DMD: 500 mg (1107/2437) of doses from 5 to 140 mg in OIT group; P group: no change in
2008;(4) Age: 6-17 Duration: 13 in the OIT group; threshold dose
11.2% (134/1193) of
doses in the P group
Pajno GB. 30 RPCT; ARs in 10/13 (76.9%) N/A OIT group: 67% tolerant to 200 mL cow’s milk vs.
etal, 2010 (OIT=15; P=15); DMD: 150- 200 mL; patients in the OIT 0% in P group
) Age: 4-10 Duration: 48 group; no ARs in the
P group
Martorell 60 RPCT; ARs in 24/30 (80%) N/A 90% of patients in the OIT groupvs. 23% in the P
A.etal., (OIT=30; P=30); DMD:200 mL patients in the OIT group passed the final OFC
2011 (6) Age: 23 Duration: 1 yrs group
Salmivesi S. 28 RDBPCT; ARs in 100% patients N/A SU: 79% in the OIT group
etal, 2013 (OIT=18; P=10); DMD:200 ml in the OIT group;
(@) Age: 6-14 Duration:40 63% in the P group.




Yanagida 37 RCT, ARs in 19.5% N/A OIT group 58.3% vs P group 13.8% passed
N. et al., (OIT=12;P=25); DMD:3 ml (729/3739) of doses SU: OIT group 58.3%
2015 (8) Age:>5 Duration: 48 in the OIT group
Wood RA, 57 DBPCT; ARs in 8.5% of doses N/A Desensitization: no significant difference between
et al., 2016 (OIT+OMZ=28;C= DMD:3800; in patients in the OIT active (88.9%) and control group (71.4%)
(&) 29); Duration:30 + OMZ group; 26% SU: no significant difference between active (48.1%)
Age:7-32 (OMZ:16 wks pre-OIT) doses in the control and control (35.7%) group
group of OIT + P
Takahashi 16 RCT; 0.012 ARs per dose N/A OFC at 32 wk: 100% passed in the OIT+OMZ group
M, et al., (OIT+OMZ=10; DMD: per child occurred in vs. 0% in P group
2017 (10) P=0); Duration:32 the escalation phase, SCD in the OMB-OIT treated group was significantly
Age:6-14 (OMZ:8 wk pre-OIT; 0.048 ARs per dose higher than that in the untreated
OIT+OMZ 16 wk) per child occurred in
the maintenance
phase
Legend:

A=avoidance; ARs= adverse reactions; C=control; DBPCFC=double blinded placebo controlled food challenge; DBPC=double blinded placebo
controlled; DMD=daily maintenance dose; N/A= not available; n=number; mg=milligrams; ml= milligrams; mo=months; OMZ=omalizumab;

OIT=oral

immunotherapy;

P=placebo;

RCT=randomized-controlled trial;

RDBPL=randomized double blinded placebo controlled;

RPCT=randomized placebo-controlled trial; SBPCFC= single blinded placebo controlled food challenge; SCD=successfully consumed dose;
SU=sustained unresponsiveness; vs= versus; wk=week; yr=year; yrs=years.
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Table S2. Published randomized controlled trial of egg OIT.

First Sample size (n); Study Design; Safety QoL Outcomes
Autho,
year age range (years) daily maintenance dose (mg);
duration (wk)
Staden, U. 46 RCT; All patients in the OIT N/A 4.6 g of egg DBPCFC: 64% passed in
et al., 2007 group showed some ARs; the OIT group vs. 35% in the A group
(OIT=25; A=20) DMD: 1600; 5/20 (25%) children in the
1) ) A group had ARSs after DBPCFC 2 mo after OIT withdrawal:
Age: 6 mo-13 yrs Duration: 84 accidental ingestion 36% passed in the OIT group vs. 12%
in the P group
Morisset, 90 RCT; N/A N/A 7 g of egg SBPCFC: 69% passed in the
M. et al., OIT group vs. 51% in the A group
2007(2) (OIT:49; A:35) DMD: na;
Age: 1-8 Duration: 24
Burks 55 DBPCT; ARs in 25% of 11680 N/A 5 g of egg DBPCFC at 22 mo: 75%
AW. et al., doses in the OIT group passed in the OIT group vs. 0% in the P
2012 (11) (OIT=40; P=15) DMD: 2000; and 4% of 4018 doses in group
. the P group
Age:s-11 Duration:88 10 g of DEP DBPCFC at 24 mo after 6-
8 wk after OIT withdrawal: 28% passed
in the OIT group
Dello 20 RCT; All patients in the OIT N/A DBPCFC: 90% reached partial
Iacono 1. group had ARs; 30% of tolerance in the OIT group vs. 10% in
etal., Age: 5-11 DMD: 40 ml of raw egg; children in the A group the A group
2013(12) had reactions after

Duration: 24

accidental ingestion




Fuentes- 72 RCT; ARs in 21/37 (56.8%) N/A 1 egg OFC: 92.5% passed in the OIT
Aparicio patients in the OIT group. group vs. 21.8% in the A group
V,etal., (OIT=40; A=32); DMD: 10000; One patient developed
2013 (13 inophili hagiti
(3 Age:4-15 Duration: 4-28 COSHOPALIC cSOPRABIHS
Meglio P, 20 RCT; ARs in 21/37 (56.8%) N/A OFC: 80% passed in the OIT group vs.
etal, 2013 patients in the OIT group 20% in the A group
(14) (OIT=10; A=10) DMD: 25 ml raw egg
Age: 4-14 Duration: 24
Vazquez- 82 DBPCT; ARs in 45/50 (90%) N/A 3.8 g of raw egg OFC at 12 mo: 54%
Ortiz M. patients in the OIT group passed in the OIT group vs. 15.6% in
etal, 2014 (OIT=50; A=32); DMD: 1 raw egg; the A group
15

as Age: 5-18 Duration: 48-72
Caminiti 31 RPCT; Adverse ARs in OIT; no N/A 94.11% of patients on OIT were
L.etal, ARs in the P group. desensitized
2015 (16) (OIT=17; P=14) DMD: 4000 for 4 mo then 2-3

eggs per wk for 6 mo; 4 g of DBPCFC 3 mo after OIT

Aged-11 . withdrawal: 31% passed in the OIT
Duration:40 group vs. 7% in the P group
Escudero 61 RCT; 145 ARs in patients in N/A 93% on OIT were desensitized
C.etal, OIT
2015 (17) (OIT=30;P=31) DMD: 1 undercooked egg every 2808 mg of EWP DBPCFC 1 mo after
Age:5-17 48 hours; OIT withdrawal: 37% passed in the OIT
group vs. 3% in the A group
Duration:12
Giavi S. et 29; DBPCT; ARs in 7/15 (46.7%) N/A DBPCFC at 24 wk: 36% passed in the
al., 2016 patients in the OIT group; OIT group vs. 21% in the P group
(18) (OIT=15; P=14) DMD: 5000; 2/14 (14.3%) in the P
group.

Duration:24




Age:1-55

Jones SM. 55 RPCT; Mild ARs in 12/22 N/A DBPCFC at 4 years: 50% passed in the
et al, 2016 (54.5%) patients during OIT group
(follow-up | (OIT=40;P=15); DMD: 1600; the 3" and 4" year of OIT
of Burks .
AW. et al., Age:5-18 Duration:88
2012) (19)
Pérez- 33 RCT; ARs in 31% of doses N/A DBPCFC: 89% passed in the OIT group
Rangel 1. administered during the vs. 0% in the A group
etal., 2017 (OIT=15;A=14);, DMD: 1 undercooked egg every build-up phase.
20 48 hours;
(20) Age:5-18
Duration:20

Akaschi 36 RCT; ARs in 17/18 (94.4%) N/A 4000 mg of EP DBPCFC: 57% passed
M. et al., patients in the OIT group; in the OIT group vs. 0% in the A group
2017 (21) (OIT=18;A=18); DMD: 4000 DEP; no ARs in the A group.

Age: 3-15 Duration:24
Itoh- 45; RCT; ARs in 19/23 (82.6%) QoL was evaluated by the FAQL- | The ratio of the participants with a
Nagato N. patients in the OIT early- PB: significant increase in the TD was
etal, 2018 Age: 5-15 DMD: 60 g of cooked egg and 1 | gtart group, none in the ' significantly higher in the early-start
22) gof EWP late-start group The QOL in the early-start group | oroup (87.0%), than in the late-start

Duration: The early start group
received rush OIT for 3 mo,
while the late-start group
continued the egg elimination
diet (control). In the next stage,
both groups received OIT until
all participants had finished 12
mo of maintenance OIT

showed a significant
improvement of >10 points in
comparison to the late-start group.

QoL was significantly improved
even after 3 mo of OIT (median
13 point improvement and the
improvement was sustained after
the maintenance phase.

group (22.7%).




Y. etal,
2019 (24) | (OIT=21;P=12);

Mean age: 6

DMD: 7.9-11 EWP;

Duration: 20

intakes of OIT; 5/1,300
(0.4%) in the P group.

Martin- 101 DBPCT; ARs in 66/76 (86.8%) N/A PEW DBPCFC at T12: 84.2% passed in

Muiioz patients in the OIT group; the OIT group vs. 16% in the P group

MF. et al., (OIT=76; P=25); DMD: 3300 mg of PEW; 8/2 in the P group.

2019 (23) . PEW DBPCFC at T18: 93.1% passed in

Age: 6-9 Duration:36 the OIT group vs. 83.3% in the P group

PEW DBPCFC at T24: 97.4% passed in
the OIT group

Takaoka 33 DBPCT; ARs in 99/1,938 (5.1%) N/A 2 g of hard boiled EW OFC: 37%

passed in the OIT group vs. 8% in the P
group

Legend

A=avoidance; ARs=adverse reactions; DBPCFC=double blinded placebo controlled food challenge; DBPC=double blinded placebo controlled;
DMD=daily maintenance dose; EWP= egg white protein; DEP=dry egg powder; N/A= not available; n=number; mg=milligrams; mo=months;
OMZ=omalizumab; OIT=oral immunotherapy; P=placebo; PEW=pasteurized egg white; QoL= quality of life; RCT=randomized-controlled trial;
RPCT=randomized placebo-controlled trial; RCT= randomized controlled trial; SBPCFC= single blinded placebo controlled food challenge; TD=
threshold dose; vs= versus; wk=week; yrs=years.
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Table S3. Published randomized controlled trial of peanut OIT.

First Sample size (n); Study Design; Safety QoL Outcomes
Author, age range (years) ) )
year daily maintenance
dose (mg);
duration (wk)
Varshney P. 19 RPCT; ARs in 9/19 (47%) patients N/A 5000 mg peanut protein DBPCFC: 84%
etal., 2011 in the OIT group; no ARs in passed in the OIT group vs. 0% in the P
(25) Age: 3-11 DMD:2000; the P group. group
Duration:48
Anagnostou 99 RPCT; ARs in 6.3% of doses in the | FAQLQ-PF score was similar in OIT and A | 1400 mg peanut protein DBPCFC: 62%
K. etal., OIT group groups at baseline. Both groups showed | passed in the OIT group vs. 0% in the A
2014 (26) (0IT=49; A=50) DMD:800; a similar and clinically meaningful group
Age:7-16 Duration:26 improvement (decrease) in QoL after
OIT:
-1.61 and — 1.41, respectively.
Syed A, et 43 RPCT; N/A N/A DBPCFC 3 mo after withdrawal OIT: 30%
al., 2014 (27) passed in the OIT group vs. 0% in the P
(01T=23;P=20) DMD:4000; group
Age 4-45 Duration: 96

DBPCFC 6 mo after withdrawal: 43,8%
passed in the OIT group vs. 0% in the P

group




MacGinnitie 37 RPCT + open label ARs in 7.8% of OIT doses N/A 2000 mg peanut protein DBPCFC 6 wk
Aletal., given in the OMZ arm after withdrawal of OMZ: 73.9% passed in
2016 (28) (0IT=29;P=8); DMD: 2000; versus 16.8% in P group the OIT group vs .12.5% in the P group
Open label: 8 Duration: 7
Age:6-19 OMZ untill wk 19 (12 4000 mg peanut protein DBPCFC 12 wk
wk pre-OIT) after withdrawal of OMZ: 75.9% passed in
the OIT group vs. 12.5% in the P group
Kukkonen K. 60 DBPCT; ARs in 30/39 (77%) FAQLQ-CF and FAQLQ-TF in the OIT 1255 mg peanut protein DBPCFC: 67%
etal., 2017 patients in the OIT group group showed an improvement of QoL | passed in the OIT group vs. 0% in the A
(29) (0IT=39; P=21) DMD:100-2000; after OIT (p= 0.03). The same did not | group
Age:6 -18 Duration:32 occur for the caregivers. No further
improvement was shown in the longer
term.
Vickery B. et 194 DBPCT; ARs in 95% of patients in N/A 5000 mg peanut protein DBPCFC: 85 %
al., 2017 (30) the OIT group, most mild passed in the LD-OIT group vs. 76% in the
(OIT=40; P=154) DMD:300 LD-OIT - HD-OIT group
3000 HD-OIT;
Age:9 mo-3 yrs 5000 mg peanut protein DBPCFC after 4
Duration:116 wk elimination: 85% passed in the LD-OIT
group vs. 71% in the HD-OIT group
Bird JA. et 55 DBPCT; ARs in 28/29 (96.6%) N/A 2443 mg peanut protein
al., 2018 (31) patients in the OIT group; DBPCFC: 79% passed in the OIT
(OIT=29;P= 26) DMD:300;

Age:4-26

Duration:20-24

22/26 (84.6%) ARs in the
P group.

group vs. 19% in the P group

1043 mg peanut protein DBPCFC: 62%
passed in the OIT group vs. 0% in the P
group




PALISADE 496 DBPCT; ARs in 367/372 (98.7%) 2600 mg peanut protein
group, 2018 patients in the OIT group; DBPCFC: 67.2% passed in the OIT
(32) (OlT_ 372; P_124) DMD:300; 118/124 (952%) reactions N/A group Vs. 4% in the P group
Age:4-17 Duration:24 in the P group.
Nagakura K. 22 DBPCT; ARs in 45.4% of OIT doses N/A 3000 mg peanut protein DBPCFC after 2
etal., 2018 given in the rush phase, wk elimination: 68.1% passed in the OIT
(33) (0IT=22;P=11) DMD:795; 5.6% in the home dosing group vs. 18.1% in the P group
Age:5-18 Duration:96 phase
Fauquert JL. 30 DBPCT; ARs in 19/21 (90.5%) N/A 400 mg of peanut protein DBPCFC: 81.0 %
etal., 2018 patients in the OIT group; passed in the OIT group vs. 11.1% in the P
(34) (0IT=21; P=9) DMD:400 8/9 (88.9%) reactions in group passed
Age:12-18 Duration:24 the P group.
Reier-Nilsen 77; RCT 11/57 (19.3%) patients in PedsQL 4.0 in children showed a 7500 peanut protein OFC: 61% passed in
et al, 2019 the OIT group withdrew significant improvement of QoL in the the OIT group
(35) (0IT=57;A=20) DMD:250-5000 because of ARs; no OIT group (P < 0.0001), whereas in the A
Age: 5-15 Duration: 96 patients in the A group group did not change significantly. The

mean QoL change in the OIT group was
not significantly different from the
change in A group (p-value = 0.12).

The PedsQL 4.0 proxy report improved
significantly in the OIT group (p-value <
0.0001), which was significantly higher
than the improvement in QoL among
the A group. The mean change in
PedsQL 4.0 proxy report in the OIT

group was significantly different from
the A group (p-value = 0.02).




Parents' QoL reported by the FAQL-PB
improved significantly among both the
OIT and A groups.

Blumchen K.
etal., 2019
(36)

62
(0IT=31; P=31)

Age:3-17

DBPCT;
DMD:125-250;

Duration:64

ARs in 4.3% of doses in the
OIT group, 1.2% of doses
in the P group.

QoL improved for all domains in children
(FAQLQ-CF) and for the domain of
“social and dietary limitations” in

mothers’ proxy reports of the active
group (FAQLQ-PF), considering an
improvement of > 0.5 MCID as
significant. FAQLQ-PF and FAQLQ-CF not
exceeded MCID of 0.5 in the P group.

Comparing the placebo and active group
there was no significant group
difference in median change in QoL for
all domains of the FAQLQ-PF reported by
mothers post OIT. Children of the
peanut-OIT group reported a statistically
significant improvement in QoL within
the two domains of “risk of accidental
exposure” and “emotional impact” when
compared to the placebo group.

2300 mg peanut protein OFC: 74.2%
passed in the OIT group vs. 16.1% in the P
group

Chinthrajah
RS., etal.,
2019 (37)

120
(OIT=95;P=25)

Age:7-55

RCT;

DMD:4000

Duration:208

ARs in 32/35 (91%)
patients in the OIT group;
16/25 (64%) ARs in the P
group at year 1.

ARs in 20/31 (65%)
patients in the OIT group;

N/A

4 g of peanut protein OFC at 104 and 117
wk: 35% passed in the OIT group vs. 4% in
the A group




6/23 (26%) ARs in the P
group at year 2.

ARs in 6/30 (20%) patients
in the OIT group; 1/20
(5%) reactions in the P
group at year 3.

Legend

A=avoidance; ARs=adverse reactions; DBPCFC= double blinded placebo controlled food challenge; DBPC=double blinded placebo controlled; DMD=daily
maintenance dose; FAQLQ-PF= Food Allergy Quality of Life- Parent Form; FAQLQ-CF= Food Allergy Quality of Life Questionnaire — Child Form; FAQLQ-TF=
Food Allergy Quality of Life Questionnaire-Teenager Form; HD-OIT= high dose oral immunotherapy; LD-OIT= low dose oral immunotherapy; MCID:
minimum clinically important difference; N/A= not available; n=number; mg=milligrams; mo=months; OMZ=omalizumab; OIT=oral immunotherapy;
P=placebo; RC=randomized-controlled; RPC=randomized placebo-controlled; SLIT=sublingual immunotherapy; SU: sustained unresponsiveness; vs= versus;
wk=week.
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