lim/2 /2 H "0TQMb2 HvKT?Q+vi B2 h/ Mb H
H62M7 Mi- m /B ;MQbiB+ 2i m +Qm b /2 H /i
"aMa/B+i2JB+? m/

hQ +Bi2 i?Bb p2 ' bBQM,

"GMQ/B+i2 JB+? m/X 1im/2 /2 H GTQMb2 HVKT?2Q+vi B’'2h/ Mb H6 HH:
m+Qm'b/2H /0b2MbB#BHBb iBQMX J0/2+BM2 ?mK BM2 2i T i?QHQ;|
o- KyRjX 6° Mi BbX LLh, kyRjS y8hyk8 X i2H@yy33Rd8d

> G A/, i2ZH@yy33Rd8d
?21iTb,ffi2HX "+?Bp2b@Qmp2 i2bX7 fiZH@yy33
am#KBii2/ QM 3 LQp kyRj

> G Bb KmHiB@/Bb+BTHBM v GOT24WB p2 Dmbp2 "i2 THm B/BbBIBTHBN
"+?Bp2 7Q i?72 /2TQbBi M/ /Bbb2KIBEBMBR MNQ@T™+B2® " H /BzmbBQM /2 /
2MiB}+ "2b2 "+?2 /Q+mK2Mib- r?2i?@+B2MMiB}2mM2b#/@ MBp2 m "2+?22 +?22- T
HBb?2/ Q° MQiX h?2 /IQ+mK2Mib MK VW+RK2Z2EF IQKHBbb2K2Mib /62Mb2B;M
i2 +?BM; M/ "2b2 "+? BMbiBimiBQWER BM?8 7M#M2I @b Qm (i~ M;2 b- /2b H
#Q /-Q 7 QK Tm#HB+ Q T ' Bp i2T2HRAB+B @2MT2BIpXib X
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V. ethics committee. A written and standardizeainfed consent was

obtained from all parents.

Inclusion criteria

Children with diagnosis of IgE mediated cow!s nallergy (defined as a history of reaction
to the ingestion of cow!s milk product and positsian prick test (wheal 3 mm in the
absence of a positive reaction to the negativerabrib cow!s milk and specific IgE >0.35

kU/L). Children were aged more than age of natural healing, aee than 3 years of age.

Double blind placebo control oral food challenge

Double blind placebo control oral food challengesenvperformed outside of episodes of
exacerbation of acute illness. Children were aduaitb the allergy clinic on 2 separate days
and food challenges were performed under the supervision of an experimented .aflergist

peripheral intravenous line was inserted in each patidatéstarting the challenge (25).

Increasing doses of cow!s milk were administeredri2@utes apart. Doses were 1, 2, 5, 10,
20, 40 and 80 mL for a cumulative dose of 158 mlresponding to 5.7g of cow!s milk
proteins. The vehicle used was mashed potatoesomiitis milk or with water for placebo.
Challenge was stopped in case of clinical reactcympatible with anaphylaxis.
Antihistamine, methylprednisolone, bronchodilator epinephrine was administered if

necessary. Cumulative dose of cow!s milk defines rgmctive threshold in cow!s milk
















































Entire

CMA Non-CMA p- populatio
valu n
Mean Mean c n Mean 1Q
n spy QR n (D) IQR (%) (D) R
Age 17 53 3,7 12 4,4 2,9 0.22 29 5.08 3.5
(years) (2,3) (1,8) 2
male/fema 11/ 71 0.95 18/1
le 6 5 1
Age at 17 3,8 4 12 5,6 4,8 0.98 29 4.55 5
diagnosis 3,2) (4,6) (3.88)
(months)
Casein 12 37.9 37 15 8.29 0.38 0.00 27 24.7 11.
slgE (75.1) (18.9) 6 (58.4) 3
Casein 13 0.09 0.11 11 0.004 0.01 0.02 24 0.05 (0.1) 0.0
slgE/ IgE (0.12) (0.00 6
5)
ALA 13 0.04 0.04 11 0.007 0.006 0.00 24 0.02 0.0
slgE/ IgE (0.04) (0.01) 8 (0.04) 4
BLG 13 0.02 0.03 11 0.01  0.002 0.06 24 0.02 0.0
slgE/ IgE (0.03) (0.03) (0.03) 2
Casein 12 0.12 0.04 10 0.003 0.003 0.00 22 0.07 (0.3) 0.0
slgE/ (0.36) (0.00 1 1
slgG4 4)
ALA 11 0.13 0.04 8 0.003 0.001 0.00 19 0.08 (0.3) 0.0
slgE/slgG (0.33) (0.00 4 1 4
4 6)
BLG 9 0.015 0.01 10 0.006 0.007 0.05 19 0.01 0.0
sIgE/slgG (0.01 (0.01) (0.02) 1
4 8)
Casein 6 24.33 21 8 1.81 25 0.00 14 11.46(16. 21
IL-4 T- (17.8 (3.57) 9 2)
cells 6)
ALA IL- 6 2.58 6 8 1.88 0.5 0.37 14 2.18 (4.1) 3
4 T-cells (3.07) (4.91)
BLG IL- 6 3.08 9 8 0.88 0 0.28 14 1.8(3.7) 0
4 T-cells (4.78) (2.48)
Casein 12 2546  29.7 9 2.42 4.8 0.00 21 15.6 18
IL-13 T- (31.6 5 (4.17) 4 (26.4)
cells 8)
ALA IL- 9 17.56 8 8 8.85 16 0.28 17 13.5 15.
13 T-cells (28.0 (11.5 (21.7) 5
5) 2)
BLG IL- 9 15.5 8 8 3.91 55 0.08 17 10.05 10.
13 T-cells (20.4 (5.04) (16.0) 5
3)

SD : standard deviation ; IQR : interquartile range ;lpevéor Mann-Whitney U tests
(continuous variables) and for Fisher!s Exact tests (categoricyl Batd face values
indicate statistical significance.s, specific. Ga8e_A/BLG IL-4 T-cells: number of

casein/ALA/BLG specific IL-4 secreting T-cells for 300 0§énphocytes. Casein/ALA/BLG

IL-13 T-cells: number of casein/ALA/BLG specific IL-13cseting T-cells for 300 000

lymphocytes. IgE: total immunoglobulin E (kU/L). 81g specific immmunoglobulin E ( KU/L).
slgG4: specific immunoglobulin G4 (mga/L)



Casein sIgE /IgE
ALA sIgE /IgE
BLG sIgE /IgE

Casein IL-4 T-cells
ALA IL-4 T-cells
BLG IL-4 T-cells

-406.2  -654- -158.5
-1045.42 -1684.55- -406.3
-562.07 -1451.15; 327.01

(-4.96- -1.92)
(-10.82- -7.8)
(-17.3- 2.00)
























[

Boy 6.5 8 3.87
2 Boy 2.8 5 18.87 Abdominapain, AntiH1
conjunctivitis

4 Boy 55 2 17 Abdominapain,rhinitis,  Anti H1,corticosteroids
conjunctivitis

6 Girl 10.5 6 78 Abdominapain, Anti H1,corticosteroids
vomiting
8 Boy 7.9 8 1.87 Facialrticaria,asthma  Anti H1,corticosteroids,
salbutamol

10 Girl 4.6 4 18.87 Coughpharyngeal AntiH1
itching, rhinitis,
conjunctivitis

12 Boy 8.2 3 0.87 Abdominapain,facial ~ AntiH1,corticosteroids,
urticaria,asthma salbutamol

14 Boy 3 1 158 None

16 Girl 4 2 8 Abdominalpain, AntiH1
pharyngealtching

18 Boy 2.7 4 158 None
20 Boy 4.6 2 8 Abdominalpain, AntiH1
vomiting
22 Girl 3.4 5 158 None
24 Girl 4.2 1 3 Pharyngeaitching, Anti H1,corticosteroids,
rhinitis, asthma, salbutamol

vomiting

Abdominapain,

pharyngealtching

Urticaria

S1. Detailed individual patients! information regarding gender, age, age at diagnosis,
oral challenge outcome (cow!s milk tolerated cumulatkdose, symptoms and treatment).
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IE Asthma severity



Moderate to
severe/intermittent to mild
persistent rhinitis (n)

D. pter IgE (KU/L)

D. pter IgG4 (mgA/L) 0.39 (0.27)

HDM-specific IL-13

secreting T-cells 35 (26) 22 (17) 43 (52)

CD4'CD25'CD127°Foxp3
T-cells 16/mL (n)

47 (26) 34 (15)


























































ITA aux POLLENS














































































































































































