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Our case 7 .4 r-year-old female teacher

C+ U@ %:%f

[Chief complaint] Urticaria, dyspnea, and anaphylactic
shock after meals
[Past history] Pollinosis since 20 years ago

[Present illness]
She had been emergency transported 4 times since
one year ago when she first developed urticaria, dyspnea,
and hypotension after meals. She had 2 episodes of itchy wheals on the face and
anaphylaxis when she was shoveling snow. edema on the eyelids after
using the soap

| She. s’.cart.ed to use the soap 3 years ago and had (Photo offered by the patient)

noticed irritation on her face at the use of the soap

since 6 months ago.
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Safety information about hydrolyzed
wheat proteins from Japan

At the CIR Expert Panel Meeting, Washington DC
March 17, 2014

Kayoko Matsunaga, Akiko Yagami,
and Masashi Nakamura

Department of Dermatology,
Fujita Health University School of Medicine,
Toyoake Japan

The Japanese Society of Allergology The Special Committee for the Safety
of Protein Hydrolysates in Cosmetics ~



130th CIR Expert Panel Meeting @

Mar 17, 2014 - Mar 18, 2014 Washington Court Hotel 525 New Jersey Avenue, NW Washington, DC 20001

Safety Assessment of Hydrolyzed Wheat Protein and Hydrolyzed Wheat
Gluten as Used in Cosmetics

Research on Type 1 hypersensitivity reactions in Japan to products containing HWP is ongoing, as reported by the Japanese Society of
Allergology’s Special Committee for the Safety of Protein Hydolysates in Cosmetics. Current developments are available at:
http://www.jsaweb.jp/modules/en/index.php?content_id=11.

The outbreak in Japan of Type 1 immediate hypersensitivity reactions to a HWG in facial soaps and other products was attributed mainly
to the use of a popular soap product (Cha no shizuku) containing 0.3% of a HWG called Glupearl 19S (trade name Tritizol). Glupearl 19S
has an average MW of about 50,000 Da.3 There are presently more than 2100 registered cases of this type of sensitivity across Japan. The
signs of sensitization typically appeared 1 to 1% years after starting to use the soap. The clinical manifestations of sensitization to Glupearl
19S include eyelid edema and contact urticaria during or after using the soap in many, but not all, of the patients. Eating foods containing
wheat ingredients caused anaphylactic reactions in about 55% of the patients, including anaphylactic shock in about 25%. Clinical and
experimental evidence indicates that the patients have systemic reactions to ingested wheat products because they have been sensitized
through percutaneous or mucous-membrane exposures to Glupear| 19S.

Wheat gluten hydrolysates prepared by acid hydrolysis at high temperatures (952C or 100 2C) for O to 48 hours have weight-average MWs
ranging from < 3000 Da to > 10,000 Da, depending on the duration of the hydrolysis.3® Regardless of the duration, all of the hydrolysates
are about 50% deamidated by the treatment. However, hydrolysates with weight-average MW:s < 3000 exhibit no potential to elicit
hypersensitivity reactions in sensitized individuals, in contrast to hydrolysates with weight-average MWs >30,000 Da.'>38

The experimental results support the hypothesis that a polypeptide must be at least 30 amino acids long to have the two IgE-binding
epitopes required to elicit Type 1 hypersensitivity reactions.3® The weight-average MW of the amino acids of wheat protein and wheat
gluten is about 117 Da. Thus, polypeptides from wheat protein or wheat gluten that are 30 amino acids long will have a weight-average
MW of about 3500 Da.® It follows that polypeptides with weight-average MWs of 3500 Da or less do not have the potency required to
induce Type | hypersensitivity.

CONCLUSION
The CIR Expert Panel concluded that hydrolyzed wheat gluten and hydrolyzed wheat protein

are safe for use in cosmetics when formulated to restrict peptides to a weight-average MW
of 3500 Da or less.
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SFRSH AR 01gE LV, MkSHE= AFEEA 0.02mol/L kY ARk 5 mL /N x TR
DIRAE-%, 1FFMETS. ZHISMKSAR = AFKAREME 0.02mol/L Y R - ffi{kF
FY T ARESmL #MAZ TR IBE%, AT T 740%— (0.22pm) TABLTE
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5, RENAIRR UEEERK 20pL 2% L 0, RORETHEI o~ /T 7 4—i2k b
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detecting specific IgE antibodies in the patients with immediate type wheat

allergy due to hydrolyzed wheat protein: correlation of its titer and clinical
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DOKDEIANAFT  Hydrolyzed Wheat Flour
- B AR NEH (x) BE. BENEZOMOSETIASRLTESNZEDTHS.
DKDEIALAFTILTY  Hydrolyzed Wheat Gluten
- EE AR DARTILTVEER BEXEHMOIECIDIKSBRLTESNEEDTH S,
DK INFHV/ND  Hydrolyzed Wheat Protein
- BB ARE. NEEABEE. BREXIOITETHASRLTESNZEDTH S,
DIKDEBEIAFIVND IAFHRFBERBRPI R TJOEIILIXAFIVPIY
Wheatgermamidopropyl Dimethylamine Hydrolyzed Wheat Protein
- B AR NKSBIAEIVIND (%) OILAFESBIEHETI RTOCLIAFILP I
B TH 2.
DK INFIVIND /BEEEPEG-7TIXF IV
Hydrolyzed Wheat Protein/Dimethicone PEG-7 Acetate

- EE AREE PEG-TIXFIY (k) OEFBEIRTIVENKDBEILAFIVIND (k) DR
EFRMTH D,

DIKDEBRINFTVTY  Hydrolyzed Wheat Starch
- FTE ARG DLAFTUYTY (x) & BRXIIIMOTIAECK > THIKRDBRLEENTHD.
NFZEDIKDEEILNFI > IND-A
Steardimonium Hydroxypropyl Hydrolyzed Wheat Protein
- BB ARE. ROEFARTRSNBABPYEZILETHD.
DA Z D=7 QNKDEI LTI VIND
Quaternium-79 Hydrolyzed Wheat Protein
- BB ARE. ROEBFARTRSNBABPYEZILETHD.
DI IVIIKDBRIAFIVIND TI)VD I VEEN a
Sodium Cocoyl Hydrolyzed Wheat Protein Glutamate

- EE AR IDIVIKDBEILFIV/INDONa k) ETILIIVEE (k) ORMMOT )
DR TH D,

JINAFTILTY  Triticum Vulgare (Wheat) Gluten
- ET&E ARE. DAF Triticum vulgare KNDBS5NDTILT Y THD.
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Allp

BT DOZKDERTIE oD FE MR
GP19S acid 55,000 Da powder
HWP-1 alkali and enzyme #1100 Da powder
HWP-2 enzyme 80,000 Da powder
HWP-3 enzyme 500 Da solution
HWP-4 enzyme 2,500-5,000 Da solution
HWP-5 enzyme 2,500-5,000 Da solution
HWP-6 enzyme 3,000 Da powder
HWP-7 enzyme 1,000 Da solution
HWP-8 enzyme 3,500 Da solution
HWP-9 alkali 100,000 Da solution
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GP19S-IWA GP19S-IWA GP19S-IWA GP19S-IWA GP19S-IWA GP19S-IWA GP19S-IWA GP19S-IWA

Sample conc.

8 10 11 12 13 14 15 16
GP19S 0.01% 5x6 5P45) 4x 4 4x 4 3x3 5x5 N.D. 3x3
0.10% 6x4 11x 8 6x6 N.D. 5% 3 N.D. 535 3x3
HWP-1 0.01% 3x3 3x3 N.D. N.D. 0 N.D. N.D. 0
0.10% 3x3 3x3 0 1x1 2x2 0 0 0
0.01% 2x2 2x2 N.D. N.D. 0 N.D. N.D. 0
HWP-2 0.10% 2x3 2x2 0 0 0 0 2x2 0
0.01% 2x2 2x2 N.D. N.D. 0 N.D. N.D. 0 — —“+—+
WP etk 2222 000000 ELISAEICKD RO UIF GEEERS
HWP-4 .01% X X .D. .D. .D. .D. s :I:/\ =
0.10% 2x2 1x1 0 0 0 0 0 0 g | =\|/ =+
WP 0.01% 2%2 1% N.D. N.D. ) N.D. N.D. 0 IgE}ﬂJ1$G)“D d4 |$ D:l:mjj%‘\ﬂ%
0.10% 2x2 1x1 0 1x1 0 0 1x1 0
HWP-6 0.01% 4x 4 5P 35 N.D. N.D. 3x3 N.D. N.D. 0
0.10% 5P 35 8x8 3x3 2x3 5x3 3x3 2x2 1x1
HWP-7 0.01% 4x 4 4x 4 N.D. N.D. 2x 2 N.D. N.D. 0
0.10% 6x6 5P45) _3>§3 2x2 2x3 0 1x1 1x1
HWP-8 0.01% 4x 4 4x4 N.D. N.D. 2x 2 N.D. N.D. 0
0.10% 5x 4 6x6 3x3 2x 2 3x3 3x3 2x 2 1x1
HWP-9 0.01% 5P45) 535 N.D. N.D. 5x 4 N.D. N.D. 3x3
0.10% 10x 6 8x8 3x3 5x3 4x4 3x3 2x2 4x3
PS 0 0 0 0 0 2x2 0 0
Histamin 5x5 4x 4 4x 4 5x 4 5x5 5x5 5x5 5x5
EHWPERNET U v D72 hOR ND NotDong ETLIE
PS: £ B EEK 3.500
Histamine: 1% bt 2232 5k
3.000
. HWP-IWA 14
Nakamura M, Yagami A, Hara K, Sano- £ 2500 HWP-IWA 13
. . C
Nagai A, Kobayashi T, Matsunaga K. B 2000 HvHvﬁvafz
Evaluation of the cross-reactivity of 3 500 HWP-IWA 9
: : HWP-IWA 8
antigens in Glupearl 19S5 and other 000 PAA
hydrolysed wheat proteins in cosmetics. Do HWP-IWA 5
.. . . : HWP-IWA 2
Contact Dermatitis. 2016 Jun;74(6):346- it
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