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1 TABLE IIL Allergen-specific IgE and IgA values in paired CB and MB samples, and BU ratio and correlation between CB and MB positive

12 only.
CB (n=92) MB (n=92) CB/MB-positive only
IgE positive in o) % o % 0 %% BU ratio’ Correlation between
no % n % n % (CB BUe/MB BUe +SD) CB & MB (1), P value
Food
o~-Casein 28 304 25 27.2 18 72.0 1.09 £0.60 0.63 .005
B-Casein 16 174 15 16.3 11 73.3 1.10 £0.63 0.69 .002
a-Lactoalbumn 6 6.5 1 1.1 1 100 0.95+0.00 NA
B-Lactoglobulin 15 163 5 5.4 5 100 1.26+0.65 0.30 .006
Ovalbumin 34 370 12 13.0 11 91.7 1.44+0.70 0.44 180
Ovomucoid 64  69.6 55 59.8 55 100 1.89+0.82 0.89 <.001
Milk 18 19.6 22 23.9 12 54.5 1.14 +0.54 0.87 <.001
Egg white 23 25.0 8 8.7 8 100 1.06+0.25 0.81 <.001
Mean 86.4 1.24+0.60
Inhalant
Cedar pollen 6 6.5 67 72.8 6 9.0 0.34+0.16 0.83 042
Df 26 283 74 80.4 25 33.8 0.59 +0.58 0.06 .830
Dp 18 19.6 78 84.8 15 19.2 0.70 +£0.74 0.21 .300
Mean 20.7 0.54+0.50
CB (n=92) MB ( n=92) CB/MB-positive only
IgA positive in 0/ % 0/ % 0/ %k BU ratio’ Correlation between
shP n % n % n % (CB BUa/MB BUa +SD) CB and MB* (1) P value
Food
o-Casein 0 NA 46 50.0 0 NA NA NA
B-Casein 0 NA 50 54.3 0 NA NA NA
a-Lactoalbumin 0 NA 7 7.6 0 NA NA NA
B-Lactoglobulin 0 NA 15 16.3 0 NA NA NA
Ovalbumin 0 NA 17 18.5 0 NA NA NA
Ovomucoid 0 NA 19 20.7 0 NA NA NA
Milk 0 NA 71 77.2 0 NA NA NA
Egg white 0 NA 16 17.4 0 NA NA NA
Mean
Inhalant
Cedar pollen 0 NA 21 22.8 0 NA NA NA
Df 0 NA 35 38.0 0 NA NA NA
Dp 0 NA 26 28.3 0 NA NA NA

Mean
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*Percentages of allergen-specific IgE and IgA-positive samples.

**Percentages of allergen-specific IgE and IgA-positive samples from MB-positive only.

+BU ratios (CB BUe/MB BUe, CB BUa/MB BUa) and fcorrelation coefficient analyzed Spearman’s rank correlation test (r5, P value) of
allergen-specific IgE and IgA-positive CB and MB-positive only.

NA, Not available due to lack of positive cases.



JACI-D-11-01485-R1 TABLES, Page 4

19 TABLE III. Allergen-specific IgG and IgG4 values in paired CB and MB samples, and BU ratio and correlation between CB and MB positive

20  only.
CB (n=92) MB (n=92) CB/MB-positive only
IgG positive in o/ s o/ % o0 BU ratio’ Correlation between
no % no % no %' (CBBUgMBBUz<SD)  CBand MB (n) [ value
Food
a-Casein 34 37.0 34 37.0 32 941 0.93 +0.30 0.75 <.001
B-Casein 7 7.6 8 8.7 7 87.5 0.88 +0.24 0.83 .021
a-Lactoalbumn 1 1.1 1 1.1 1 100 1.12+0.00 NA
B-Lactoglobulin 6 6.5 7 7.6 5 71.4 1.1440.44 0.90 .037
Ovalbumin 52 56.5 50 54.3 48  96.0 1.30+0.60 0.80 <,001
Ovomucoid 47 51.1 46 50.0 45 97.8 1.18+0.45 0.90 <,001
Milk 24 26.1 27 29.3 24 88.9 0.92+0.26 0.53 .008
Egg white 52 56.5 52 56.5 49 94.2 1.15+0.35 0.87 <.001
Mean 91.2 1.08+0.38
Inhalant
Cedar pollen 0 0.0 1 1.1 0 NA NA NA
Df 19 20.6 23 25.0 19 82.6 0.86+0.20 0.71 .001
Dp 24 26.1 25 27.2 23 92.0 0.88+0.28 0.83 <.001
Mean 87.3 0.87+0.24
CB (n=92) MB (n=92) CB/MB-positive only
1gG4 positive in o/ % o/ % 0/ k% BU ratio’ Correlation between
P no % n W*n %Y (R BUA/MB BUg4 £SD)  CBand MB: (o) F value
Food
o-Casein 34 37.0 33 35.9 33 100 0.93 £0.39 0.89 <.001
B3-Casein 12 13.0 15 16.3 13 86.7 0.76 £0.27 0.95 <.001
a~Lactoalbumn 17 18.0 16 17.0 16 100 0.90+0.42 0.92 <.001
B-Lactoglobulin 40 43,5 42 45.7 38 90.5 1.07+0.42 0.93 <.001
Ovalbumin 68 73.9 67 72.8 67 100 1.194+0.46 0.91 <.001
Ovomucoid 70 76.1 70 76.1 70 100 1.16+0.48 0.93 <.001
Milk 24 26.1 25 272 23 92.0 0.76+0.30 0.94 <.001
Egg white 66 71.7 67 72.8 66 98.5 1.15+0.44 0.94 <.001
Mean 96.0 0.99+0.39
Inhalant
Cedar pollen 0 NA 0 NA 0 NA NA NA
Df 0 NA 0 NA 0 NA NA NA
Dp 0 NA 0 NA 0 NA NA NA

Mean
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*Percentages of allergen-specific IgG and IgG4-positive samples.

##Percentages of allergen-specific 1gG and IgG4-positive samples from MB-positive only.

+BU ratios (CB BUg/MB BUg, CB BUg4/MB BUg4) and fcorrelation coefficient analyzed Spearman’s rank correlation test (r;, P value) of
allergen-specific IgG and IgG4-positive CB and MB-positive only.

NA, Not available due to lack of positive cases.
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T%Bl\%g IV. Correlation of allergen-specific IgE, IgG and 1gG4 BU between the 92 paired CB
an .

Correlation between CB and MB

Allergen IoE e 1oG4
Fs P Ts P ¥y P
Food
o-Casein 0.69 <.001 092 <001 094 <001
B-Casein 0.70 <.001 0.74 <001 0.85 <.001
a-Lactoalbumin 0.37 <.001 NA 0.68 <.001
B-Lactoglobulin 0.59 <.001 0.58 <001 097 <001
Ovalbumin 0.56 <.001 093 <001 096 <001
Ovomucoid 0.94 <.001 0.94 <001 097 <.001
Milk 0.60 <.001 091 <001 095 <001
Egg white 0.53 <.001 0.94 <001 097 <001
Inhalant
Cedar pollen 0.30 .004 NA NA
Df 0.01 .906 0.83  <.001 NA
Dp 0.19 .073 0.83  <.001 NA

30
NA, Not available due to lack of positive cases.
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1 TABLE I. Comparison of assay sensitivity in detecting antigen-specific IgE in CB and MB

> against food allergens and inhalant allergens using the DLC chip system and UniCAP system.

Allergen CB (1:1 dilution) MB (1:1 dilution)
DLC chip UniCAP DLC chip UniCAP (PRU)
(BUe/mL) (PRU) (BUe/mL)
Food
Egg white 30.35 ND* 77.41 0.545
11.02 ND 23.65 ND
Ovomucoid 180.0 ND 134.8 0.960
84.89 ND 64.66 ND
13.30 ND 23.15 ND
Milk 2214 ND 182.7 1.095
30.90 ND 61.71 0.540
18.05 ND 23.15 ND
Inhalant
Cedar pollen 55.55 ND 90.98 0.960
21.78 ND 32.20 ND
Df 54.01 ND 80.76 1.275
47.38 ND 25.53 ND
Dp 63.04 ND 215.6 2.950
26.48 ND 60.70 ND

s  CBserum (1:1 dilution) and MB serum (1:50 dilution) were used for measurement of
7 allergen-specific IgE levels on the UniCAP system and the DLC chip.
s ND"of UniCAP assay: <.35

9 Detection limit on the DLC chip: 10 BUe/mL
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1 TABLE II. Allergen-specific IgE and IgA values in paired CB and MB samples, and BU ratio and correlation between CB and MB positive

12 only.
CB (n=92) MB (n=92) CB/MB-positive only
IgE positive in o/ % o/ 3 o/ s BU ratio’ Correlation between
n % n % n % (CB BUe/MB BUe +SD) CB & MB (1), P value
Food
a~Casein 28 304 25 272 18 72.0 1.09 £0.60 0.63 005
B-Casein 16 174 15 16.3 11 73.3 1.10 £0.63 0.69 .002
a-Lactoalbumn 6 6.5 1 1.1 1 100 0.95+0.00 NA
B-Lactoglobulin 15 16.3 5 5.4 5 100 1.26+0.65 0.30 006
Ovalbumin 34 37.0 12 13.0 11 91.7 1.4440.70 0.44 180
Ovomucoid 64  69.6 55 59.8 55 100 1.89+0.82 0.89 <.001
Milk 18  19.6 22 23.9 12 54.5 1.14 £0.54 0.87 <.001
Egg white 23 25.0 8 8.7 8 100 1.06+0.25 0.81 <.001
Mean 86.4 1.24+0.60
Inhalant
Cedar pollen 6 6.5 67 72.8 6 9.0 0.34+0.16 0.83 .042
Df 26 283 74 80.4 25 33.8 0.59 +£0.58 0.06 .830
Dp 18 19.6 78 84.8 15 19.2 0.70 £0.74 0.21 .300
Mean 20.7 0.54+0.50
CB (n1=92) MB ( n=92) CB/MB-positive only
IgA positive in o/ % 0/ % 0/ BU ratio’ Correlation between
sEP n % n % no % (CB BUa/MB BUa +SD) CB and MB (1) P value
Food
a-Casein 0 NA 46 50.0 0 NA NA NA
B-Casein 0 NA 50 54.3 0 NA NA NA
a-Lactoalbumin 0 NA 7 7.6 0 NA NA NA
B-Lactoglobulin 0 NA 15 16.3 0 NA NA NA
Ovalbumin 0 NA 17 18.5 0 NA NA NA
Ovomucoid 0 NA 19 20.7 0 NA NA NA
Milk 0 NA 71 77.2 0 NA NA NA
Egg white 0 NA 16 17.4 0 NA NA NA
Mean
Inhalant
Cedar pollen 0 NA 21 22.8 0 NA NA NA
Df 0 NA 35 38.0 0 NA NA NA
Dp 0 NA 26 283 0 NA NA NA

Mean
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*Percentages of allergen-specific IgE and IgA-positive samples.

*#*Percentages of allergen-specific IgE and IgA-positive samples from MB-positive only.

¥BU ratios (CB BUe/MB BUe, CB BUa/MB BUa) and {correlation coefficient analyzed Spearman’s rank correlation test (v, P value) of
allergen-specific IgE and IgA-positive CB and MB-positive only.

NA, Not available due to lack of positive cases.
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20  TABLE IIL Allergen-specific IgG and IgG4 values in paired CB and MB samples, and BU ratio and correlation between CB and MB positive

21 only.
CB (n=92) MB (n=92) CB/MB-positive only
12G positive in 0/ % 0/ 5% 0 sk BU ratio’ Correlation between
£op n % n % n %™  (CBBUYMBBUg+SD)  CBand MB () P value
Food
a-Casein 34 37.0 34 37.0 32 941 0.93 £0.30 0.75 <.001
B-Casein 7 7.6 8 8.7 7 87.5 0.88 +£0.24 0.83 .021
a-Lactoalbumn 1 1.1 1 1.1 1 100 1.12+0.00 NA
B-Lactoglobulin 6 6.5 7 7.6 5 71.4 1.14+0.44 0.90 .037
Ovalbumin 52 56.5 50 54.3 48  96.0 1.30+0.60 0.80 <.001
Ovomucoid 47 51.1 46 50.0 45 978 1.18+0.45 0.90 <.001
Milk 24 26.1 27 29.3 24 88.9 0.92+0.26 0.53 .008
Egg white 52 56.5 52 56.5 49 942 1.1540.35 0.87 <.001
Mean 91.2 1.08+0.38
Inhalant
Cedar pollen 0 0.0 1 1.1 0 NA NA NA
Df 18 19.6 23 25.0 19 826 0.86::0.20 0.71 .001
Dp 24 26.1 25 272 23 920 0.88+0.28 0.83 <,001
Mean 87.3 0.87+0.24
CB (n=92) MB ( n=92) CB/MB-positive only
IgG4 positive in 0/ % 0/ % 0/ Kk BU ratio Correlation between
sp no % no %' n %™ (CBBUMMBBUg £SD)  CBand MB () Fvalue
Food
o-Casein 34 37.0 33 359 33 100 0.93 +0.39 0.89 <.001
B-Casein 12 13.0 15 16.3 13 86.7 0.76 £0.27 0.95 <.001
o-Lactoalbumn 17 18.0 16 17.0 16 100 0.90+0.42 0.92 <.001
B-Lactoglobulin 40 43.5 42 45.7 38 90.5 1.07+0.42 0.93 <.001
Ovalbumin 68 73.9 67 72.8 67 100 1.194+0.46 0.91 <.001
Ovomucoid 70 76.1 70 76.1 70 100 1.16+£0.48 0.93 <.001
Milk 24 26.1 25 27.2 23 92.0 0.76+0.30 0.94 <.001
Egg white 66 71.7 67 72.8 66 98.5 1.15+0.44 0.94 <.001
Mean 96.0 0.99+0.39
Inhalant
Cedar pollen 0 NA 0 NA 0 NA NA NA
Df 0 NA 0 NA 0 NA NA NA
Dp 0 NA 0 NA 0 NA NA NA

Mean
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*Percentages of allergen-specific IgG and IgG4-positive samples.
**Percentages of allergen-specific IgG and IgG4-positive samples from MB-positive only.
+BU ratios (CB BUg/MB BUg, CB BUg4/MB BUg4) and fcorrelation coefficient analyzed Spearman’s rank correlation test (ry, P value) of

allergen-specific IgG and IgG4-positive CB and MB-positive only.

‘NA, Not available due to lack of positive cases.
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T%Bl\leg IV. Correlation of allergen-specific IgE, IgG and IgG4 BU between the 92 paired CB
an .

30

Correlation between CB and MB

Allergen IoE IoG 1G4
¥ P s P 7 P
Food
a-Casein 0.69 <.001 092 <001 094 <001
B-Casein 0.70 <.001 0.74 <001 0.85 <.001
a-Lactoalbumin 0.37 <.001 NA 0.68 <.001
B-Lactoglobulin 0.59 <.001 0.58 <001 097 <.001
Ovalbumin 0.56 <.001 093 <001 096 <.001
Ovomucoid 0.94 <.001 094 <001 097 <001
Milk 0.60 <.001 091 <001 095 <001
Egg white 0.53 <.001 094 <001 097 <001
Inhalant
Cedar pollen 0.30 .004 NA NA
Df 0.01 906 0.83 <.001 NA
Dp 0.19 073 0.83  <.001 NA

NA, Not available due to lack of positive cases.
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I TABLE I. Comparison of assay sensitivity in detecting antigen-specific IgE in CB and MB

> against food allergens and inhalant allergens using the DLC chip system and UniCAP system.

Allergen CB (1:1 dilution) MB (1:1 dilution)

DLCchip  UniCAP  DLCchip  UniCAP (PRU)
(BUe/mL) (PRU)

(BUe/mL)
Food
Egg white 30.35 ND* 77.41 0.545
11.02 ND 23.65 ND
Ovomucoid 180.0 ND 134.8 0.960
84.89 ND 64.66 ND
13.30 ND 23.15 ND
Milk 221.4 ND 182.7 1.095
30.90 ND 61.71 0.540
18.05 ND 23.15 ND
Inhalant
Cedar pollen 55.55 ND 90.98 0.960
21.78 ND 32.20 ND
Df 54.01 ND 80.76 1.275
47.38 ND 25.53 ND
Dp 63.04 ND 215.6 2.950
26.48 ND 60.70 ND

s  CBserum (1:1 dilution) and MB serum (1:50 dilution) were used for measurement of
7 allergen-specific IgE levels on the UniCAP system and the DLC chip.
s ND"of UniCAP assay: <.35

9 Detection limit on the DLC chip: 10 BUe/mL
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11 TABLE II. Allergen-specific IgE and IgA values in paired CB and MB samples, and BU ratio and correlation between CB and MB positive

12 only.
CB (n=92) MB (n=92) CB/MB-positive only
IgE positive in o) o 5 o5 BU ratio Correlation between
no% no % n % (CBBUSMBBUe#SD)  CB&MB (r)’ Pvalue
Food
o-Casein 28 304 25 272 18 72.0 1.09 +£0.60 0.63 .005
B-Casein 16 174 15 16.3 11 73.3 1.10 +£0.63 0.69 .002
a-Lactoalbumn 6 6.5 1 1.1 1 100 0.95+0.00 NA
B-Lactoglobulin 15 163 5 5.4 5 100 1.26+0.65 0.30 .006
Ovalbumin 34 37.0 12 13.0 11 91.7 1.44:+0.70 0.44 180
Ovomucoid 64  69.6 55 59.8 55 100 1.89+0.82 0.89 <.001
Milk 18 19.6 22 239 12 545 1.14 +£0.54 0.87 <.001
Egg white 23 250 8 8.7 8 100 1.06+0.25 0.81 <.001
Mean 86.4 1.24+0.60
Inhalant
Cedar pollen 6 6.5 67  72.8 6 9.0 0.34+0.16 0.83 .042
Df 26 283 74 804 25 338 0.59 +0.58 0.06 .830
Dp 18 19.6 78 84.8 15 19.2 0.70 £0.74 0.21 300
Mean 20.7 0.54+0.50
CB (n=92) MB (n=92) CB/MB-positive only
IgA positive in o/ % o/ % 0 H% BU ratio’ Correlation between
gap no % n % n % (CB BUa/MB BUa +SD) CB and MB" () P value
Food
o-Casein 0 NA 46 500 0 NA NA NA
B-Casein 0 NA 50 54.3 0 NA NA NA
o~Lactoalbumin 0 NA 7 7.6 0 NA NA NA
B-Lactoglobulin 0 NA 15 16.3 0 NA NA NA
Ovalbumin 0 NA 17 18.5 0 NA NA NA
Ovomucoid 0 NA 19 207 0 NA NA NA
Milk 0 NA 71 77.2 0 NA NA NA
Egg white 0 NA 16 17.4 0 NA NA NA
Mean
Inhalant
Cedar pollen 0 NA 21 22.8 0 NA NA NA
Df 0 NA 35 38.0 0 NA NA NA
Dp 0 NA 26 283 0 NA NA NA

Mean
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*Percentages of allergen-specific IgE and IgA-positive samples.

**Percentages of allergen-specific IgE and IgA-positive samples from MB-positive only.

+BU ratios (CB BUe/MB BUe, CB BUa/MB BUa) and fcorrelation coefficient analyzed Spearman’s rank correlation test (r,, P value) of
allergen-specific IgE and IgA-positive CB and MB-positive only.

NA, Not available due to lack of positive cases.
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20  TABLE III. Allergen-specific IgG and IgG4 values in paired CB and MB samples, and BU ratio and correlation between CB and MB positive

21 only.
CB (n=92) MB ( n=92) CB/MB-positive only
IgG positive in 0/ % o/ % o/ sk BU ratio’ Correlation between
n % n % n %" (CBBUgMBBUg#SD)  CBand MBi(r,) 1 value
Food
a~-Casein 34 37.0 34 37.0 32 941 0.93 +0.30 0.75 <.001
B-Casein 7 7.6 8 8.7 7 87.5 0.88 £0.24 0.83 021
a-Lactoalbumn 1 1.1 1 1.1 i 100 1.12+0.00 NA
B-Lactoglobulin 6 6.5 7 7.6 5 71.4 1.14+0.44 0.90 .037
Ovalbumin 52 56.5 50 54.3 48  96.0 1.30+0.60 0.80 <.001
Ovomucoid 47 51.1 46 50.0 45 978 1.18+0.45 0.90 <.001
Milk 24 26.1 27 29.3 24 88.9 0.92+0.26 0.53 .008
Egg white 52 56.5 52 56.5 49 942 1.15+£0.35 0.87 <.001
Mean 91.2 1.08+0.38
Inhalant .
Cedar pollen 0 0.0 1 1.1 0 NA NA NA
Df 18 19.6 23 25.0 19 826 0.86+0.20 0.71 .001
Dp 24 26.1 25 27.2 23 920 0.88+0.28 0.83 <.001
Mean 87.3 0.87+£0.24
CB (n=92) MB (n=92) CB/MB-positive only
IeG4 positive in o/ % o/ % o/ % BU ratio’ Correlation between
P no % n %* 0 %" (B BUG/MBBUg4<SD)  CBand MB () value
Food
a-Casein 34 37.0 33 35.9 33 100 0.93 £0.39 0.89 <.001
B-Casein 12 13.0 15 16.3 13 86.7 0.76 £0.27 0.95 <.001
a-Lactoalbumn 17 18.0 16 17.0 16 100 0.90+0.42 0.92 <.001
B-Lactoglobulin 40 43.5 42 45.7 38 905 1.07+£0.42 0.93 <.001
Ovalbumin 68 73.9 67 72.8 67 100 1.19+0.46 0.91 <.001
Ovomucoid 70 76.1 70 76.1 70 100 1.16+£0.48 0.93 <.001
Milk 24 26.1 25 27.2 23 920 0.76+0.30 0.94 <.001
Eeg white 66 71.7 67 72.8 66 985 1.15+£0.44 0.94 <.001
Mean 96.0 0.99+0.39
Inhalant
Cedar pollen 0 NA 0 NA 0 NA NA NA
Df 0 NA 0 NA 0 NA NA NA
Dp 0 NA 0 NA 0 NA NA NA

Mean




22

23

24

25

26

27

JACI-D-11-01485-R1 TABLES, Page 5

*Percentages of allergen-specific IgG and IgG4-positive samples.

#*Percentages of allergen-specific IgG and IgG4-positive samples from MB-positive only.

+BU ratios (CB BUg/MB BUg, CB BUg4/MB BUg4) and fcorrelation coefficient analyzed Spearman’s rank correlation test (r;, P value) of
allergen-specific IgG and IgG4-positive CB and MB-positive only.

NA, Not available due to lack of positive cases.



