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Figure legends

Figure 1:
Serum concentration of milk allergen-specific IgE antibodies in children with cow’s milk
allergy (CMA) and with tolerance to milk (non-CMA). The median levels are shown as

indicated. * p<0.05, *** p<0.001.

Figure 2:
ROC curves showing the performance of the ImmunoCAP tests for milk-, casein-, a-
lactalbumin- and B-lactoglobulin-specific IgE antibodies in relation to the diagnosis of

cow’s milk allergy.

Figure 3:
Serum concentrations of casein-specific IgE antibodies in children aged >5 years with
cow’s milk allergy (CMA) and with tolerance to milk (non-CMA). The median levels are

shown as indicated. *** p<0.001.
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Table 1: Patient characteristics of cow’s milk allergic (CMA) children, diagnosed by food challenge (Challenge) or a convincing

history of present milk allergy (History), and non-CMA children sensitized to milk. The latter group consisted of a subgroup of

children that had obtained tolerance after a previous diagnosis of milk allergy (Tolerant) and subgroup of children that never had had a

milk allergy diagnosis (Negative).
CMA (n=61) non-CMA (n=22)
Challenge History Tolerant Negative
Sex (boys/girls) 21/13 18/9 714 9/2
3.9 (1.0-12.7) 3.0 (0.8-12.8) 2.5 (1.0-15.8) 32(1.4-14.2)

Age, years (median, range)

Serology (median, range)
395 (32.0-12,784) 536 (34.0-14,283)

267 (44.0-3,260) 958 (66.1-27,815)

Total IgE (kU/L)
Milk-sIgE (kUa/L) 11.6 (<0.35->100)  15.9 (1.4->100) 4.2 (<0.35-27.6) 3.9(1.0-17.3)
Casein-sIgE (kU /L) 13.0 (<0.35->100)  21.6 (0.42->100) 2.3 (<0.35-6.6) 2.0 (1.1-4.2)
Allergic symptoms, no (%)
Atopic dermatitis 28 (82%) 24 (89%) 9 (82%) 10 (91%)
Asthma 9 (26%) 12 (44%) 5 (45%) 1 (9%)
Egg allergy 25 (74%) 20 (74%) 4 (36%) 6 (54%)
Medication, no (%)
H1-antagonist 6 (18%) 6 (22%) 3 (27%) 3 (27%)
Inhaled corticosteroids 2 (6%) 5 (18%) - -

For details see method section.
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Table 2: Levels of milk allergen-specific IgG4 antibodies. Results are presented as median concentrations (mga/L) with range.
Test CMA group Non-CMA group Non-milk sensitized control group
Tolerant Negative AC NAC
n=61 n=11 n=11 n=28 n=31
Casein 0.36 (<0.07-13.4)  0.46 (<0.07-254) 24.8(0.17-197) 5.2(0.14-64.7) 1.3 (<0.07-125)
p-value - NS <0.001 <0.001 NS
a-lactalbumin <0.07 (<0.07-2.7)  <0.07 (<0.07-1.8) 7.1 (0.09-52.9) 2.0 (<0.07-44.7)  1.2(<0.07-25.1)
p-value - NS <0.001 <0.001 <0.01
B-lactoglobulin <0.07 (<0.07-3.5)  0.09 (<0.07-1.8) 5.2 (<0.07-16.5) 1.5 (<0.07-20.6)  0.53 (<0.07-28.2)
p-value - NS <0.001 <0.001 <0.001
For details about the different groups/subgroups, see method section. Significant differences compared to the CMA group are shown

by the p-value. NS indicates non-significant difference.
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Table 1 Clinical characteristics of the subjects

Wheat allergy No wheat allergy Total p-value
Number of patients 59 174 233
Male : Female 49:10 125 : 49 174 : 59 0.087
Median age 30 36 36 0.396
(range) (0.7-10.6) (0.5-17.5) (05-17.5)
Asthma 20 (33%) 39 (22%) 59 (25%) 0.080
Atopic dermatitis 47 (77%) 154 (84%) 201 (86%) 0.088
Other food allergy 55 (93%) 141 (81%) 196 (84%) 0.045
Egg allergy 48 (81%) 110 (63%) 158 (68%) 0010
Milk allergy 35 (59%) 70 (40%) 105 (45%) 0011
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Titers of IgE specific to wheat and ®-5 gliadin

Titers of IgE specific to wheat (A) and ©-5 gliadin (B) were plotted in indi-
vidual sera from patients with wheat allergy (n=59, closed circles) and no
wheat allergy {n=174, open circles). The figures indicate median IgE titer
in each group. Statistical difference was detected wheat allergy versus no
wheat allergy by Mann-Whitney U test.
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Fig. 2. Prevalence of wheat allergy in each CAP score
Prevalence of patients with wheat allergy is shown according to each spe-
cific IgE CAP score to wheat (A) and ®-5 gliadin (B). Black bars indicate the
prevalence of patients with wheat allergy, and white bars indicate those
without wheat allergy. The number of cases in each bar is written in the
figure. Note that there was limited number of patients who showed class 4

or more IgE titers to @-5 gliadin.

T63%, 75X6 (n=13) TH9B% ICP¥E o7
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7.
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Fig. 3. Probability curves for wheat and -5 gliadin IgE

Fitted predicted probability curves for the diagnosis of wheat allergy at a

given IgE titer to wheat (A) and -5 gliadin (B) are shown. These curves

were created based on 59 wheat allergy patients (52 of whom were chal-

lenge positive), and 174 clinically evaluated non-wheat allergy subjects.
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Fig. 4. Correlation between wheat and ©-5 gliadin IgE
Scatter diagrams of individual IgE titers to wheat and ®-5 gliadin in pa-
tients with wheat allergy (A) and no wheat allergy (B) are shown. Spear-
man’s correlation coefficient was higher in patients with wheat allergy (A, r=
0.734, p<0.001) than those with no wheat allergy (B, r=0.357, p<<0.001).
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Fig. 5. Respiratory symptoms and IgE titers
Individual titers of IgE specific to wheat (A) and ®-5 gliadin (B) are shown
in the challenge-positive patients, divided by the presence (n=31) or ab-
sence {n=21) of respiratory symptoms, designated as Resp (+) or Resp (—)
in the figure. Significant difference in median IgE titer of wheat and ®-5
gliadin was detected Resp (+) versus Resp (—), using Mann-Whitney U

test.
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