F7 SRS EERSINEREIZ 1T 563Btk A BER O CtfE (Th.line 0.2 )

WEIE S REAA) FEBB)  |BEMEXIRRT7 72N (C)| CHEDZE(A-C) | CtiEDZE (B-C)
1 36.07 32.51 29.93 6.14 2.58
2 1 36.03 32.85 31.03 5.00 1.82
3 37.23 33.19 30.54 6.69 2.65
4 36.73 33.71 30.18 6.54 3.53
5 38.04 33.92 30.17 7.86 3.75
6 39.75 35.58 30.87 8.88 4.71
7 37.00 32.81 30.14 6.86 2.67
8 38.07 34.48 30.67 7.40 3.81
9 37.43 33.98 30.17 7.26 3.81
10 37.26 33.91 30.80 6.46 3.11
11 37.33 33.12 30.49 6.84 2.63
12 36.61 33.22 30.63 5.98 2.59
13 38.25 34.49 30.80 7.45 3.69
14 38.03 34.95 31.69 6.33 3.25
15 38.88 35.62 30.42 8.46 5.20
16 36.43 32.68 30.29 6.14 2.39
17 37.53 35.87 30.50 7.02 5.37
18 36.75 33.05 30.67 6.08 2.38
19 37.12 33.18 30.71 6.41 2.47
20 37.77 33.25 30.64 . 7.13 2.61
21 37.31 33.68 30.21 7.11 3.48
22 36.71 33.40 30.58 6.13 2.82
23 38.21 34.39 30.58 7.63 3.82
24 36.57 33.14 30.77 5.80 2.37
25 37.59 33.20 30.71 6.88 2.49
26 37.03 33.95 30.60 6.44 3.35
27 36.68 33.43 30.22 6.46 3.21
28 36.84 33.66 30.44 6.40 3.22
29 38.99 34.31 31.01 7.98 3.30
30 35.81 32.49 28.77 7.04 3.73
31 34.95 31.19 29.00 5.95 2.19
32 37.32 33.16 30.68 6.64 2.48
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#8 HERREE B ERS IMEREIZ 81T ACp T H 3 BR D Ctf (Th.line 0.5)

WEE S FED (A) e R I2IN (B) | CHEDZE (A-B)
1 35.48 32.00 3.48
2 32.98 32.50 0.48
3 36.79 32.48 4.30
4 35.49 32.50 2.99
5 35.58 32.56 3.02
6 38.42 34.38 4.04
7 35.40 32.53 2.87
8 36.50 32.79 3.72
9 35.64 32.49 3.15
10 36.13 32.81 3.32
11 36.10 32.72 3.38
12 36.24 32.95 3.29
13 35.61 32.34 3.28
14 36.09 32.91 3.17
15 35.43 ‘ 32.14 3.30
16 35.57 32.65 2.91
17 35.81 32.63 3.17
18 36.41 32.66 3.75
19 35.32 32.32 3.00

20 40.05 38.08 1.97
21 35.74 32.20 3.55
22 38.65 35.49 3.16
23 36.10 32.38 3.72
24 35.92 32.43 3.49
25 35.63 32.89 2.74
26 35.59 32.46 3.13
27 35.28 32.27 3.01
28 35.57 32.68 2.89
29 35.69 32.64 3.06
30 34.80 31.27 3.53
31 38.82 33.82 5.00
32 36.14 32.53 3.61
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Abstract According to a national survey of food allergy cases, the food-labeling

system for specific allergenic ingredients (i.e., egg, milk, wheat, buck-
wheat, and peanut) in Japan was mandated under law on April 1, 2002.
By Japanese law, labeling of allergens is designated as mandatory or
recommended based on the number of cases of actual illness and the
degree of seriousness. Mandatory labeling is enforced by the ministe-
rial ordinance, and the ministerial notification recommends that
foods containing walnut and soybean be labeled with subspecific
allergenic ingredients. Additional labeling of shrimp./prawn and crab
has also become mandatory since 2008. To monitor the validity of the
labeling system, the Japanese government announced the official
methods for detection of allergens in a November 2002 ministry
notification. These official methods, including two kinds of enzyme-
linked immunosorbent assay kits for screening, Western blotting
analyses for egg and milk, and polymerase chain reaction analyses
for wheat, buckwheat, peanut, shrimp./prawn and crab as confirma-
tion tests, have provided a means to monitor the labeling system. To
standardize the official methods, the Japanese government described
the validation protocol criteria in the 2006 official guidelines. The
guidelines stipulate that any food containing allergen proteins at
greater than 10 mg/kg must be labeled under the Law. This review
covers the selection of the specific allergenic ingredients by the
Japanese government, the implementation of regulatory action levels
and the detection methods to support them, and the assessment of
the effectiveness of this approach.

I. ASSESSMENT OF IMMEDIATE-TYPE FOOD
ALLERGIES IN JAPAN

Food allergies that cause immediate reactions had already been under
investigation prior to any discussion of “allergy food labeling’” under the
food sanitary law for prepackaged processed foods and food additives.
Before implementation of the allergy food-labeling system in Japan, a
research group supported by the Ministry of Health and Welfare of
Japan had collected epidemiological data on immediate-type food aller-
gies during both childhood and adulthood in Japan in 1998 and 1999. This
retrospective study asked hospitals with more than 200 beds to report all
immediate-type food allergy cases treated by the emergency department.
The questionnaire included information on age, sex, cause of the food
allergy, symptoms, IgE CAP RAST, and type of treatment. To focus on the
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immediate-type, only cases in which symptoms occurred within 60 min
after ingestion of the suspected food were included. Of the 2623 hospitals
surveyed, 1623 hospitals responded and 1420 cases were analyzed. As
shown in Table 4.1, hen’s eggs were the most common allergen, followed
by cow’s milk, wheat, buckwheat, fishes, fruits, and shrimp. The top three
major food allergens were most prevalent among the pediatric popula-
tion, whereas fishes, buckwheat, and shrimp were mainly reported in
adults. Based on these data, the Ministry of Health and Welfare selected
24 candidates that caused more than four cases of adverse reaction for the
allergy food-labeling system. Following roundtable discussions among
specialists and regulatory officers of the Ministry of Health and Welfare,
hen’s eggs, cow’s milk, wheat, buckwheat, and peanuts were selected as
items for mandatory labeling by the 2000 ministerial ordinance; the
remaining 19 allergens were designated as items for recommended label-
ing by a ministerial notification.

To further understand the real-time condition of food allergies in
Japan, we investigated prospectively the immediate-type food allergy
cases in collaboration with more than 2000 doctors between 2001 and
2002 to account for recall bias in the previous study. The contributing
doctors included those working in hospitals with more than 200 beds as
well as allergy specialists working in clinics. Contributing doctors were
asked to respond to a questionnaire every 3 months for 2 years from 2001
to 2002 and report immediate-type food allergy cases by mail. The same
questionnaire as that in the previous studies was used, and only immedi-
ate-type food allergies as defined in the previous study were included.
A total of 3882 cases were reported within the 2 years (Table 4.2). The
cases ranged from 0 to 80 years of age, with 50% (1969) of them below
2 years of age. The most common cause of food allergy was hen’s eggs
(38.3%), followed by cow’s milk (15.9%), wheat (8%), shellfish (6.2%),
fruits (6%), buckwheat (4.6%), fishes (4.4%), and peanuts (2.8%). Notably,
the cause of food allergy differed greatly among age groups. Food-
induced anaphylaxis was seen in 10.9% of the reported cases. As shown
in Table 4.3, hen’s eggs, cow’s milk plus its products, wheat, buckwheat,
and peanuts were the major causes of food-induced anaphylaxis in Japan.
Compared to our previous investigation, fruit allergies against kiwi and
banana seemed to be an increasing trend. Thus, the present Ministry of
Health, Labor, and Welfare of Japan (MHLW) has been implementing
countermeasures against food allergies to improve the quality of life of
afflicted patients. This prospective investigation on immediate-type food
allergies has been repeated every 3 years as a means to monitor the
condition of food allergies in Japan. The results of these investigations
have improved the allergy food-labeling system by including banana as a
recommended item by a ministerial notification and shrimp and crab as
mandatory items for labeling by a ministerial ordinance.
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TABLE 4.1 Immediate type of food allergy cases reported from 1998 to 1999
Offending
food, n (%) Total >1year 1 year 2-3 years 4—6 years 7-19 years 20+ years
Egg 420 (29.6) 197 (47.4) 72 (30.4) 89 (30.8) 35 (25.0) 19 (9.2) 8 (6.1)
Milk product 324 (22.8) 128 (30.8) 66 (27.8) 70 (24.2) 34 (24.3) 21 (10.1) 5(3.8)
Wheat 147 (10.4) 40 (9.6) 20 (8.4) 35 (12.1) 12 (8.6) 27 (13.0) 13 (9.9)
Buckwheat 82 (5.8) 1(0.2) 10 (4.2) 16 (5.5) 10 (7.1) 29 (14.0) 16 (12.2)
Fish 73 (5.1) 15 (3.6) 9 (3.8) 10 (3.5) 5(3.6) 13 (6.3) 21 (16.0)
Fruits 66 (4.6) 6(1.4) 13 (5.5) 13 (4.5) 8 (5.7) 19 (9.2) 7 (5.3)
Shrimp 51 (3.6) 0 (0.0) 2 (0.8) 4 (1.4) 4 (2.9) 22 (10.6) 19 (14.5)
Meat 44 (3.1) 9(2.2) 2 (0.8) 4 (1.4) 4 (2.9) 14 (6.8) 11 (8.4)
Peanut 34 (2.4) 3 (0.7) 12 (6.1) 5(1.7) 6 (4.3) 5(2.4) 3(2.3)
Soybean 27 (1.9) 5(1.2) 8 (3.4) 4(1.4) 3(2.1) 4 (1.9) 3(2.3)
Other 152 (10.7) 12 (2.9) 23 (9.7) 39 (13.5) 19 (13.6) 34 (16.4) 25 (19.1)
Total 1420 416 237 289 140 207 131
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TABLE 4.2 Immediate type of food allergy cases reported from 2001 to 2002
Offending food, n (%) Total >1year 1year 2-3 years 4—-6 years 7-19 years +20 years
Egg 1486 (38.3) 789 (62.1) 312 (44.6) 179 (30.1) 106 (23.3) 76 (15.2) 24 (6.6)
Milk product 616 (15.9) 255 (20.1) 111 (15.9) 117 (19.7) 84 (18.5) 41 (8.2) 8(2.2)
Wheat 311 (8.0) 90 (7.1) 49 (7.0) 46 (7.7) 24 (5.3) 48 (9.6) 54 (14.8)
Fruits 232 (6.0) 40 (3.1) 30 (4.3) 30 (5.1) 40 (8.8) 45 (9.0) 47 (12.8)
Buckwheat 179 (4.6) 4 (0.3) 23 (3.3) 45 (7.6) 27 (5.9) 54 (10.8) 26 (7.1)
Fish 171 (4.4) 21 (1.7) 32 (4.6) 22 (3.7) 18 (4.0) 37 (7.4) 41 (11.2)
Shrimp 161 (4.1) 4 (0.3) 10 (1.4) 20 (3.4) 29 (6.4) 59 (11.8) 39 (10.7)
Peanut 110 (2.8) 4 (0.3) 22 (3.1) 31 (5.2) 28 (6.2) 22 (4.4) 3 (0.8)
Soybean 76 (2.0) 22 (1.7) 16 (2.3) 9(1.5) 8 (1.8) 9(1.8) 12 (3.3)
Meat 71 (1.8) 13 (1.0) 6 (0.9) 7 (1.2) 7 (1.5) 19 (3.8) 19 (5.2)
Other 469 (12.1) 28 (2.2) 88 (12.6) 88 (14.8) 83 (18.3) 89 (17.8) 93 (25.4)
Total 3882 1270 699 594 454 499 366




144

Hiroshi Akiyama et al.

Author's personal copy

TABLE 4.3 Anaphylaxis cases reported from 2001 to 2002

No. Offending food n (%)
1 Egg 109 (27.6)
2 Milk product 93 (23.5)
3 wheat 70 (17.7)
4 Buckwheat 28 (7.1)
5 Peanuts 18 (4.6)
6 Shrimp 14 (3.5)
7 Salmon roe 8 (2.0)
Peach 8 (2.0)
9 Soybean 7 (1.8)
Kiwi 7 (1.8)
11 Banana 4 (1.0)
Yam 4 (1.0)
- Other 25 (6.3)
Total 395

Il. JAPANESE FOOD ALLERGY-LABELING SYSTEM

Food allergies represent an important health problem in industrialized
countries. In Japan, the number of people with food allergies is increasing,
especially among young children, due to major changes in dietary habits
with the introduction of western foods after World War IL

In 1999, the Joint FAO/WHO Codex Alimentary Commission Session
agreed to recommend labeling of eight kinds of food which contain
ingredients known to be allergens. This movement has led the Japanese
government to take new measures to tackle food allergies in Japan.

A. Japanese regulations for labeling of food
allergenic ingredients

The special subcommittee of MHLW held a meeting on the labeling of the
Food Sanitation Investigation Council and stated that, “From the view-
point of preventing the occurrence of health hazards, mandatory labeling
of foods containing specific allergenic ingredients should be required.”
Accordingly, the MHLW decided that the Food Sanitation Law should
provide for the mandatory labeling of foods containing allergenic ingre-
dients designated in the 2000 ministerial ordinance.

Since the only therapy for a food allergy is avoidance of the responsi-
ble food, itis essential for food allergy patients to eliminate food allergens
from their diet. Therefore, the Japanese MHLW decided to improve the
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