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Food Allergen in Cosmetics

Reiko Teshima

National Institute of Health Sciences, Division of Foods; 1-18~1 Kamiyoga,
Setagaya-ku, Tokyo 158-8501, Japan.

(Received July 27, 2013)

In Japan, two patients who had been primary sensitized to hydrolyzed wheat protein (HWP) present in facial soap
and subsequently experienced wheat-dependent exercise-induced anaphylaxis (WDEIA) after the ingestion of normal
wheat products were reported in 2009 as first cases. Since that report, more than 1900 patients with such an allergy have
been reported (through June 20, 2013) from various institutes all around Japan. Importantly, the majority of the
patients used the same facial soap (Cha no Shizuku®) containing acid-hydrolyzed wheat protein (acid-HWP) . The com-
mercial acid-HWP contained in the facial soap (Glupearl 19S®, average molecular weight of 30-50 kDa) was produced
from gluten after partial hydrolysis with hydrogen chloride at 95°C for 40 minutes. In this presentation, I would like to
summarize the mechanism of the induction of immediate hypersensitivity by HWP which has been reported by us and

other European groups.

Key words—hydrolyzed wheat protein; exercise-induced anaphylaxis; facial soap; food allergen; cosmetics
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Table 1. Hydrolyzed Wheat Proteins (HWP) Allergy in Europe and Japan

Case report

Reference

(Europe)

o Contact urticaria from cosmetics containing HWP have been
reported from European countries since 2000.
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‘Cha-no-shizuku: Drops of tea’ was first reported in 2009.

o Since then, many cases have been reported.
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B OB DK 3 RS AL T2 27 )V T > DEERBEIC DINT
BEZTo 72 W AIE OB OREBRIEDHET
3, NEBRS NI E R AEHEEIC, 3R/
BT, 3-400H, FEEEAIE EDITHTS L
& o T, MERREN ERANEEIND Z
L, T72D5, TR MOREENEE TS Z
&, TIWIN—IV19S DHMTINT > KD, BIEIC
SIER<EHFUHDOTF T4 7F - I L B0
BEzALTWDZEzBRLTNHD. B #%EOMA
ZRWEME T, ZIVT 2% 01N RS, 100
‘CT, MERMZELZX TR BETY, %
B REO Az L, 0.5-1 R CTHEELE
MERTHI 2K W BT, Bk gL
S DK R 2T o 7 IV T > ORAEN, =*
7z, SHEVEMHERIORBAEEANDEEBIIDNWTHERD
BT EIT> TN 5.

DT, (H) HZOLT<ARNET LIVF—F
FEDANZX L, FIZTIVS=)L 198 DFRRE
# (ZE =) KDOWTOHBETOMAEZLT
WRT. EZFMIZER S NIT/R D TWARWAY, #ER
DINES NI BEIZHEET 2RFERERE BRI,
HWP ZBEBENEIEZTo 2T ADMEH D IgE
FUED, RUOED p-7 VTP ERIET DI &N
RENTWB)WITIAT, BOMICKDHHZEH
JRREENHI L 72/ RetE B, p-Xid 027
V72 0HBOIYE F—T7ThHh5H QPQQPFPQ
HOTIE I D PEBEIRICE > THY 2 KL, &7
V% 2 BRITIE - 7= QPEEPFPE 1258\ IgE #&78
HENH D EARENTNH)D NEZONS. L
=535 T, HWP BE O IgE H kD LE b—T13,
WEI D WDEIA Tld, FBR7T LIV > s
INTVBE s TUTPER, BH5YNIE

WWHEIET 2 EEFEAOND. 4B, HEETIZ, ¥
HREDEREDBADET, (B) ZDOLTAMIC
BAL T, TULIVF—2HIlESED U AN
HBHEHETEDD, MOAEIZEL TS, (R)
KOLT<ARIZEON T /D ERLEZILIS—IL
19S & WD K fR/INE 2 W= Gk D 5& (T EF
MEHERINTWS, Znsid, BT (R) ZolLd
< fmk &R, BINATTONTHBO, ok fiE
INERFAWEABRTCTOEEMEDT LIVF —EFITIE
RINTVWARVWDT, ZIL)N—)L 19S EUSt D sk
PRINZIZDNWTIERRTIE, VAZIEEAL
BWEHETES EBbnd. BBbnbNiL, 7
T DY 2 MEEHIREEOZELICBE L THHTE
MEHRTH 505, HWP BE IgE Fiikid, RUOES
VT R F ORI FICIZEAERE LRI D 2
73, tissue transglutaminase (tTG) THLHEEL /=77)L
T 0, ALEREE 30 4r THEE /2 EXILE W& 258
L7z, ANLBRPBIRICLAMEEHAIZDONTS
tTG AL IgE R EHEZEmE 8. Lial, /MNE
? CO-WDEIIA BE H kD IgE Jiik & O KIS
WMERIBRTIEEAERILN N>, Tz ARY T
Oy b2k ® &, HWP B IgE HifR13 (TG A
TNT L CH LB TFREDAIT RSN — %
w_LU, ZITORT I RMedvRB I Nz, FURk
G E—Z % AWz enzyme-linked immunosorbent as-
say (ELISA) #IHIGAER D& R © HWP 835 IgE §l
REZIVIS—)V 19S DRESHEDY, (TG LE T )L 5
Ik DMEENSZ LD, TIIIN—=)L19S &
tTG WY )V T > E DR ER ISP FI N,
AEERI, BOBEUIZ/NET VT 2 oVING R E
WATGIZ L DY I Bfeans 2 & TTI)S—)b
19S EXERBT2IE b—7%24U HHEEME2 R
WL TW5, ZJLSN—IL 19S BB IgE Hiikai &
B HWP B3FL, L ArmEROFRETIckD
TIVT URRE IGE 8L TH, KRELT
INEDBRIZETHIREEREZETSILEERTS
HbOEBbNS. 2B, FEOWHEELT, JILT
COITGUEIZ LD, w5 70Tl TT
LIVF—REEET 5 CO-WDEIA DEEZIZBNT,
w5 T UT P OHREEN ERT S EOHED,
Palosuo 5 D7 )—7I2EDlzdNTND, 10
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5. BIETILERVCDIEMY N7 EDORERK
EDERIFRE(CDONT

EMEOROERICE 2 REIREZIZBNWTIL,
gut-associated lymphoid tissue (GALT) 2, #&skz#
B A SN, ZIT, BAEORIIATRET S,
— 5T, BOBETIE, E% BABTEECRY
HMEREBED MEE|] LEZZSNAHRICHT 52428
M, BT OMBE O RIS EINA 2% O HEER
DEET S, BROBED, SEEAEONT A
BWTHRIITH2HDTHS. Lo>T, B (B
WA WD ZENEZW) TOREREZRAL
I/BHEDITE, VLI RFIEOT N
EONEETIHANLND, BREBECBNTIE,
FVaND NEBBEELBWTEIEDSIERI N
LEIEBERE SN T WS, BT, BAENREZE 2
BRI T 5.

—FIEE, N—E)F vV XOHHL=E XD
BOHFITH BN, BALB/c YT ADEFIZY )\
BE3HERL, TO4HBICEERMEZHEKBL 6
BRI TREBRIEZTTY, TOBT LIV O &
AMiCEEGL, 7FH 70 5F > —nERESINZHIT
HB. ZOFITIE, BOBRGIZEDEEIZLD,
PIEBREN IGEJREENALND I &, BIESH
Y ORBLD in vitro TOFRBERIEIC L O Th2 &Y
DY A SAA > (IL-4, IL-5, IL-13) DpESE, #E
K-F GATA3 ORERHFDO LANALGNDSZZELD,
Th2 8D 2 )NERDIEHALDEE TND T EAURS
NTW5B, —HEIE, BE—FyvXomHlLizsy >
INTBDOFITH DM, N—CIF Iy NNIED
BE ERBEORKBIEM A 21T o iR, 1819 IL-4
FEAERUVHURFFER [gE HFiAD ERNEREINT
W5, INSMTBICBVLTIE, YTUXDEHRDESE
flo/zic, =T AN vEITTHEDNY T
EBEEZELIIERE, YONRNTEOEBRKZT> TN
B0, AMROOOHEIZHDLDIZ, AENY TE

LD, BEEBEREOYA N2 a 8T
BHRZEEZ T LRSI TH 2 5 270N
CIZMIRBIZE S Z5NED, TITF /T OB
HEHINDZEIZED, TR2BDY 2 /)NEROE
{EMEICTONTVWAHEDEBEHN5.

6. MACHITBEMY > NTBEORREBESN
BRIEOEFIEHRECONWT

RN TIHAER 2 EBRIE T LILY DR & R1E

B, BT LVIIF—FREORRIE> THD I &l
K<HSENTND. 2V BEFMREEIL— MIXD
FIET HDRADROEBYM T LIIVF —DEMEFIZLLT
IZRT. BHEWERIZ, pollen-food allergy syn-
drome (PFAS) T, INETL<HHRINTEE
JREEE LT, AN FRUEMEREICBIT N IR
R L ETEIRYERY LILF—H 5N TN
5. ZO¥EEEE, AN FRUEBOEET LIVT >
T 5 pathogenesis-related protein 10 (PR10) [##
MBS X7 BED 1D Betv1aE)] 128
SOER) - REERNICEES N, T EXRENRED S
MPKM%E%Lﬁ%%%*EW%»,%KD
e, WAMESRICIRfE T S EMERERKE [(OBREY LIV
X —JEfRREE (oral allergy syndrome; OAS)] %458
ET AT LIILF —EREELTRETH 5.
FOIEMN, RERSEZRRET2EME LT,
Mugwort-food-spice allergy syndrome, Latex-fruit
allergy syndrome (57 v 7 7)V—VEER) 72 &E

DIFES B REREERR T LIV VBAENIRRE & 72
DRELEZROEM T LIVF—DO—FITH5. £
7=, TIEROMOERICL 2BKEREICERLT
RIETHROVUNT LIF—, FZOPORIF
VUERBBEOTNEDRERGEDM SN TN
3. F/-, TEO lipid transfer protein (LTP) 2%
THRIES—LOEFTIE, EEORICHEET S
LTP T T 2 HMMEREICIDIIEE I SN TN
H5ENOW|ELHD. P

ZDEIITHL < ORFED, HENSEIEZE 0
bﬂ:b’(ﬁ%?l/}lx:”r——%%fb'fa%@, FRAIZH
T B BENBIEDNA DR OB Y LILF —DFE
KBNWTERARZREZHS> TWEHDEEZOHNT
na,

7. &HYIC

(7)) ZOLIT<ARIIELZ T LILF—EHRIZ,
(IB) ZOLT<AHMOEADOHT LD, EON
Z7 LILF —ORENEE RN DEFNLZ N &
MWhho> TETHED, ZOHMAIRE, FERKDE

7R e, FRVIEBZEOI ho—)ickd, &
M7 LNF—DFRNLETES0REENHD I &
WRENZDDTHD, BEBEMERZEY Y LI
TFUNDBEIILOEY Y VIVF—2RET DR
RE - EMNE, (H) ROLTLKTLULILF—LUANATH
DIRMBTEETS. LEN->T, &7 LIVEF—
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MERET LIV D\ DIREeE - BIEDORER & L THIE
THENDZEEZEBHLT, BLAMT LILF—%
FIELZBET, BYY LIVT U REBRZEO M
NHNL, BEIIHTLFHEREHRLLILOER
M, BRI R T LIVT CBIERENE| &
HIEINBELINEHTYEBRTHEIDLILDER
M, E, BT LIV 2 OWEAIERICHE S B
OB ERND Z EQEEWD, SEIOEF TR
INEHDEERD. BB, NEYNVER, T
WE I enFRICEEVDEVI/FENHD, ¥
SN B ORI BIFE ORI ZEET
HIHAZT, TNEFNDY NV EEERTEHT I/
BIIODWTHEETDIEHDEETHI2HDEED
N5,

F/z, EFEORRFEM T — LI KD KAYHFRAL
S OERER « AT T BEAOEIRND, BRADEY
7 LIVF —OEFEOEIMIBES L T2 algEtEn
BERINDD, SBBDEYT LIV ELTHS
NTWBE NI HE, £=FDMKy YOIk &S
EANOFEAICEL TEToREEEH D REND S
ERDNS.

BB ZORBICREEL 2RI, BASmE
FMAME TIT> THET.
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& C i

BEOREABIZE TN AMAKSHI LF
(hydrolyzed wheat protein ; HWP) T& 5 7' )L
28— 19S (GIp19S) 12 & B EIEERI 7 LV F — DfE
B, ESEHEAT LILF — 2L ERHAS
Q00010 ICBWTIZ LD THRE SN, 3
£, BRT7 VA F—2&0 {bERFo s v 3o
TR ORI A2 REES] L
ELT, HWPIZ L B 7 LV F—DBRIE L &5
W, EEOEBEEE, TROFEITONTE
D, TRFTIEEEE LCEEL160ADHEE
FRIDHRE ST 5 (20149F 8 A 20 H HAE)2.

RS R 2V, V22108 I5HMEREAR
B ZENERR/EEEERERRICLY,
KRIFE D b FHREEHT HEERIRB L 09k
HEOERICE L CEEBRELT- TW»aY,
HWPIE, BEZHRILRER 20061213 [k
SRR LR L LTI#EE R, R, 24
FTriticum aestivum Linné (Gramineae) DET %

TR L THB LN KBRS OSRSH T

E EIER" FERT
FR RN EiiEE
ERAE A RRIE™
FRIERE ™ ibT
BLEAAT FEBT

i, KhFEETAHLE, BEN14.01)8.0~
BO0%EED. | began, HIR, BAEE,
MERER, RRNE, REARS, EREHE
ENTWEY, HWPIC L A7 L AF—0EEWE
ThHAHGIploSid, BERZICIZHEERL,
ERES R OREREIEE LTS,
BAERFBICHRBL CwAL, ZFE5 13, EE
B RERORSERRETENE L, 2BEH
DR BEHUKHE 2 5% (acid- HWPs) #3884,
FNEDDFTT7 7 AIVE L URERBIEE,
BBk SBLECL YRE s
HEINTHAGIPIOS L B L - DTl T 5.

acid-HWPsO 9+ 774U 2T

DLFTNT 100 mg/mlOEET1IM b
JARERICEB S, BRTTREREL,
A by 2IEBEERB L. TOR Y 2 BE
FEIZOANIEEEZ N A 100°C Tz L, BRIk
L7z, BRIk B R G (0~24h) 12 WD
Lo TEERSE, BRIDKSBREORL %
B E10 mg/ml®acid-HWP 8 ## (0,05, 1, 3,
6,9,12, 24h-acid-HWP) 2 B L. Zh 5
acid-HWPsDSDS-PAGERD ¥ /X7 EOCBBY:
BELE 1 IRTDS, BIUKSBOBTICRS
EATFEITER SN, 05hacid HWPIE, Glplos
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Acid hydrolysis (h)
Glutamine (Q)

[ Glutamic acid (E)

H2 BYETLINMMEHPLCE S BV ABMKABILED I L2254
TIEE LEBOBRSN

AT VI RVALHPLCEIZ L Y, FFHREENL NI I QI ET VS 3

VEBE)OBRILEER L. ST v {(Gluten) IWEINLH TN I VEEOHK

H13128% Tho 20t L, Glpl9STII443% Th 7.

E[AEDL0~T0kDaz H L & THAI T RNy HWPOGTESA 2 e Liz& 25, BRIk

FEFRL: $7, A B~ 5 74— EhRICIZE B L SR O 5 FEPF10kDa%
12 & D) Bacid HWPODFEA % HIE LR, THAZ EHFHL PR,
0.5h-acid-HWP & Glpl9SO B H 8 % — 1, Mr, ThE COERIMCBT HHWPORISE

SDS-PAGED#ER & FRROELPMEZR L. &6 kY, ST UATROING I UEEORT
2, SFERAOBER O, L, Facid I MEAPHEEOEBICREL(FSLTwAE I L
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L AGEIEEET T T 1 TR VBB EITo 7
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Glpl9SHER BAEH I 3.8CTHh » 72 DITAT L,
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Abstract

Background: Recent studies have highlighted the importance of extra-intestinal
routes of sensitization to food-related allergens as the cause of epidemics of food
allergy. Instances of Japanese women developing food allergy to wheat after
exposure to hydrolyzed wheat protein (HWP) present in facial soap have been
reported. However, the epidemiologic impact of these ingredients as a cause of
food allergy has not been well studied.

Methods: To clarify the epidemiological relationship between food allergy to
wheat and contact exposure to HWP, a case—control study of Japanese women
aged 20-54 years with self-reported wheat allergy (WA) (cases, n = 157) and age-
matched control subjects without WA (controls, n = 449) was performed using a
large-scale Web-based research panel. Subjects answered a Web-based question-
naire regarding the use of skin and hair care products, as well as other possible
risk factors.

Results: Current use of an HWP-containing facial soap (Cha no Shizuku; Yuka)
was significantly associated with an increased risk of WA (adjusted odds ratio,
2.6; 95% confidence interval, 1.2-5.7; frequencies of current use in cases and con-
trols; 11% and 6%, respectively). Use of Cha no Shizuku was more common in
subjects with more recent-onset WA, implying that this soap may have contrib-
uted to the recent epidemic of WA.

Conclusions: An epidemiological relationship between WA and contact exposure
to HWP has been documented. This study implicates a possible role of contact
exposure to food-derived protein hydrolysates as a risk factor for the develop-
ment of food allergy manifesting itself as anaphylaxis.

The burden of food allergy is an emerging public health prob-
lem worldwide (1, 2). The prevalence of adult-onset food
allergy as well as childhood allergy has increased in recent dec-
ades (3). However, little is known about the cause of this
increase, especially in adults. Recently, some studies have high-
lighted the importance of an extra-intestinal route of sensitiza-
tion to food-related allergens, that is, environmental allergens,
as the cause of food allergy (4-6). Birch pollen-related food

Abbreviations

AD, atopic dermatitis; AR, allergic rhinitis; BA, bronchial asthma;
Cls, confidence intervals; HWP, hydrolyzed wheat protein; OR,
odds ratio; WA, wheat allergy; WDEIA, wheat-dependent exercise-
induced anaphylaxis.
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allergy (7-9) and latex—fruit allergy syndrome (10, 11) are well-
studied and characterized examples of this.

Reflecting the worldwide trend toward the use of ‘natural
materials’ as ingredients of skin and hair care products
including facial soaps, body soaps, cosmetics, shampoo, hair
treatments and hair conditioner, food-derived protein hydro-
lysates is becoming increasingly commonly used as moisturiz-
ers or emulsifiers. Considering the potential importance of
the extra-intestinal route of sensitization, it can be hypothe-
sized that skin and/or rhinoconjunctival exposure to these
ingredients  may be a cause of the development of food
allergy (12-16). However, epidemiological evidence support-
ing this hypothesis has been limited so far.

In late 2010, a small number of cases of Japanese women
with wheat-dependent exercise-induced anaphylaxis (WDEIA)
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associated with skin and/or rhinoconjunctival contact expo-
sure to hydrolyzed wheat protein (HWP) in facial soap were
reported (17, 18). After the publication of these papers,
numerous similar cases have been reported from various insti-
tutions in Japan (19-23). This suggests that primary sensitiza-
tion to HWP contained in skin and hair care products
resulting in the development of food allergy to wheat may be
relatively common in Japanese women. It is hypothesized that
HWP contained in these products might be contributing to
the epidemic of wheat allergy (WA) in women.

The aim of this study was to elucidate the epidemiological
link between WA and exposure to HWP contained in skin
and hair care products. Because WA is relatively rare in the
general population, a case-control design was chosen. We
used a large-scale Web-based research panel to recruit wheat-
allergic patients and age-matched controls. The use of skin
and hair care products containing HWP was compared
between the cases and controls.

Methods
Study design

A case-control study of Japanese women aged 20-54 years
was performed. Both wheat-allergic subjects (cases) and con-
trol subjects were selected from the population living in
Japan, which was obtained using a large-scale Web-based

Fukutomi et al.

research panel. Characteristics of the studied Internet
research monitor population are shown in the Supporting
information. The ethics committee of Sagamihara National
Hospital approved the study protocol (No. 7 in 2010).

Web-based survey

Figure 1 shows the protocol for the Web-based survey.
First, the research company sent e-mails inviting participa-
tion in the screening survey. These were sent to an age-
stratified random sample of subjects in the research panel
between January 14 and January 25, 2011. No further invi-
tations were sent once 200 000 responses had been
obtained. The Web-based screening questionnaire consisted
of five questions regarding WA (QI1-Q5, shown in the
Appendix S1). Subjects (hereafter, cases) were considered as
having self-reported WA if they met the following three cri-
teria: (i) affirmative response to Ql, ‘Do you experience
any allergic symptoms after eating certain foods?’; (ii) indi-
cating ‘wheat’ in the response to Q2, ‘Which of the foods
listed below are you allergic to?”; and (iii) indicating <2 h
in their response to Q3, ‘How many hours after eating
wheat do your allergic symptoms appear?. Three times as
many age-matched controls were also chosen from subjects
who denied food allergy in Ql. Consequently, e-mail of
invitations to the secondary survey was sent to 328 cases
and 984 controls.

200 000 women aged 20-54 years
responded to the invitation by e-mail

> 10266 refused

Self-reported allergy Self-reported wheat No food allergy
to food other than allergy N=158 118
wheat N= 31093 N=524
\L J/ Random sampling
Delayn?d. Inlme(.i{atfe Age-matched controls
hypersensitivity to hypersensitivity to
wheat wheat _
N=196 N =328 V=984
26 drop out > 59 drop out
476 excluded
owing to exclusion
14§ excluded or dropout of their
owing to matched cases
discrepancy in |
answers between Cases
screening and Self-reported wheat Controls
secondary allergy confirmed by Ase-matched control
questionnaires secondary ge-matchied controls
X . N=449
questionnaire
N=157
Subjects for the case-control study

Figure 1 Protocol of Web-based survey.
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The first e-mail inviting participation in the secondary
survey was sent on January 28, 2011, and reminders were
sent up to three times until we received answers. The second-
ary survey ended on February 7, 2011. The secondary ques-
tionnaire contained detailed questions regarding WA, allergic
diseases other than food allergy, and use of skin and hair
care products. To ensure the validity of the answers in the
screening questionnaire, the secondary questionnaire included
the same questions as Q1 and Q2 of the former and in addi-
tion the question ‘At what age did you become allergic to
wheat?’, which was almost the same as Q5 of the screening
questionnaire. Of the 328 cases to whom an invitation to the
secondary survey was sent, 302 responded (for a response
rate of 92%). We excluded 145 cases that showed discrepan-
cies between the answers to these three questions in the
screening and secondary questionnaires. Finally, data from
157 cases and 449 matched controls could be analyzed here.

Questions in the secondary questionnaire

The secondary questionnaire included questions about the use
of soap, shampoo, hair treatment and conditioner, and cos-
metics. All the popular brands of skin and hair care products
in Japan were listed on the questionnaire, and subjects were
asked to indicate which product they were ‘currently using’ or
‘have used before’ in the past 5 years. If the currently used
brand was not listed, subjects were asked to provide the name
of the brand they were using. If subjects gave an affirmative
response for current or past use of the HWP-containing facial
soap ‘Cha no Shizukw’ (Yuka, Fukuoka, Japan), the causal
brand in most of the cases reported (17, 21), additional ques-
tions were posed on when they started to use and when they
discontinued use of this brand and whether they experienced
allergic symptoms after contact with the soap.

The questionnaire also included questions about possible
risk factors associated with WA, namely smoking status,
weight, height, allergic rhinitis (AR), atopic dermatitis (AD),
and bronchial asthma (BA) comorbidities. Cases with WA
were also asked whether their allergic symptoms were
induced or exacerbated by exercise, whether they had been
diagnosed as having WDEIA by their doctor, the frequency
of WA episodes over the last 12 months, how much wheat
product they consumed, and the type of symptoms induced
by wheat ingestion.

Statistical analysis

The collected data were analyzed using sess ver. 21.0 (IBM,
Tokyo, Japan). Descriptive statistics were used to character-
ize the cases and control subjects. Conditional logistic regres-
sion was used to compare the demographics of cases and
controls and determine adjusted odds ratios (OR) and 95%
confidence intervals (Cls) for the association between use of
skin and hair care product and risk of WA.

The chi-square test and Fisher’s exact test were used to
determine whether distributions of categorical variables sig-
nificantly differed from each other. Trend analysis was tested
with the use of spss CROSSTAB command’s linear-by-linear

Impact of exposure to hydrolyzed wheat

association test. A P-value of <0.05 was considered statisti-
cally significant.

Results
Characteristics of cases and controls

Demographic characteristics of 157 subjects with self-
reported WA and the age-matched controls are shown in
Table 1. Cases were significantly more likely to have AR,
BA, and AD than control subjects. In 85% of the cases, the
onset of WA was in adolescence or adulthood and 52% had
their WA diagnosed by a doctor.

Table 1 Demographic characteristics of cases with self-reported
WA and their age-matched control subjects

Control
Cases subjects P-
(n=157) (n = 449) value
Gender (=female), n (%) 157 (100) 449 (100) N.A.
Age, years, mean = SD 3524+ 79 353+ 78 N.A.
Allergic diseases, n (%)
Allergic rhinitis 119 (76) 226 (50) <0.001
Asthma 37 (24) 23 (5) <0.001
Atopic dermatitis 58 (37) 56 (12) <0.001
Smoking status, n (%)
Non-smoker 117 (75) 326 (73) 0.164
Past smoker 13 (8) 62 (14)
Current smoker 27 (17) 61°(14)
Body mass index, kg/m?, 216 +£3.6 21.0 £32 0.067
mean + SD
Presentation of WA
Onset age >12 years, 133 (85) -
n (%)
WA diagnosed by 81 (62) -
doctor, n (%)
Exacerbation of WA 67 (43) -
symptoms by exercise,
n (%)
WDEIA diagnosed by 31 (20) ~

doctor, n (%)
Frequency of episodes of WA during the last 12 months, n (%)

0 28 (18) -
1-2 46 (29) -
3-5 37 (24) -
6-10 16 (10) -
11— 30 (19) -
How much wheat have you eaten recently?
No wheat 13 (8) -
A small amount of 45 (29) -
wheat
A usual amount of 90 (57) -
wheat
Avoid eating only 9 (6) -
before
exercise

WA, wheat allergy; WDEIA, wheat-dependent exercise-induced
anaphylaxis; N.A., not assessed.
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Use of skin and hair care products as risk factors for WA

Frequenciés of the use of different skin and hair care prod-
ucts are shown in Table 2. All brands which were currently
used by more than 3% of the cases are shown in the table
and were analyzed. Because comorbid allergic diseases were
associated with the use of some brands of skin and hair care
products (data not shown), statistical analysis of the associa-
tion between the use of these products and risk of WA was
performed after adjustment for AR, BA, and AD. The

Table 2 Frequency of current use of each skin and hair care prod-
uct and associations with self-reported wheat allergy

No. of current users

(%)
Cases Controls Adjusted OR¥}
Name of brand®* (n=157) (n=449) (95%Cl) P-value
Facial soaps and body soaps
K.B. 31(19.7) 118(26.3) 0.7 (0.4-1.1) 0.111
u.b. 18 (11.5) 60 (13.4) 0.8 (0.4-1.5) 0.506
Cha no Shizukui 17 (10.8) 26 (5.8) 2.6 {1.2-5.6) 0.014
G.C. 15 (9.6) 56 (12.5) 0.9 (0.5-1.9) 0.866
D.C. 10 (6.4) 16 (3.6) 2.2 (0.2-23.1) 0.519
U.L. 5(3.2) 11(2.4) 1.2 (0.4-3.7) 0.817
Shampoo
U.L. 19 (12.1) 70 (15.6) 1.1 (0.8-1.5) 0.607
P.P. 13 (8.3) 67 (14.9) 0.7 (0.3-1.3) 0.207
SW.t 13 (8.3) 17 3.8 1.8 (0.8-4.3) 0.184
S.R. 10 (6.4) 34 (7.6) 0 8 (0.4-1.8) 0.577
C.Lt 8 (5.1) 24 (5.3) 2 (0.5-3.0) 0.736
P.H. 8 (5.1) 14.7) 3(0.5-3.4) 0.542
S.G. 5(3.2) 12 (2.7) 6 (0.5-5.1) 0.416
Hair treatment
U.L. 17 (10.8) 6 (14.7) 0.9 (0.5-1.7) 0.755
P.P. 16 (10.2) 3(16.3) 0.8(0.4-1.4) 0.392
SW.i 12 (7.6) 7 (3.8) 1.5 (0.6-3.6) 0.416
S.R. 9 (5.7) 2(7.1)  0.81(0.4-1.9 0.678
P.H. 8 (5.1) 11(4.7) 1.5 (0.6-3.7) 0.430
C.lLt 7 (4.5) 81(6.2) 0.9(0.4-2.3) 0.844
K.E. 6 (3.8) 3(5.1) 0.5(0.2-1.5) 0.246
KA. 6 (3.8) 23 (5.1} 0.6 (0.2-1.6) 0.295
S.G. 5(3.2) 11 (2.4) 1.6 {0.5-5.2) 0.404
P.V. 5(3.2) 9(2.0) 1(0.3-4.6) 0.844
Cosmetics
R.H. 18 (11.5) 62 (13.8) 8 (0.4-1.5) 0.531
D.S.1 17 (10.8) 28 (6.2) 7 (0.8-3.7) 0.136
D.C. 12 (7.6) 34 (7.6) 2 (0.6-2.5) 0.610
F.N. 8 (5.1) 16 (3.6) 0 (0.4-2.6) 0.996
O.R. 7 (4.5) 24 (6.3) 8 (0.3-2.0) 0.581
S.E. 7 (4.5) 16 (3.6) 9(0.3-2.8) 0.903
AL 5(3.2) 10 (2.2) 3(0.4-4.7) 0.667

OR, odds ratio.

*Names of brands other than ‘Cha no Shizuku' (Yuka) are indicated
by their initials.

tAdjusted for allergic rhinitis, atopic dermatitis, and asthma.

1Some products of this brand contain hydrolyzed wheat protein.
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frequency of cases currently using the HWP-containing soap,
‘Cha no Shizuku’, was 11%, significantly higher than in con-
trol subjects (5%, P = 0.014), with an adjusted OR of 2.6
(95% ClIs, 1.2-5.6). As shown in Table 2, some other brands
also contained HWP. However, use of no other brand
showed a statistically significant association with WA. To
compare the risk of WA between users of ‘Cha no Shizukuw’
soap and users of other HWP-containing products, we per-
formed an unconditional multivariate logistic regression
analysis after adjustment for AR, BA, and AD and after lim-
iting the subjects to those who were currently using any of
the HWP-containing brands listed in Table 2. When com-
pared with the use of other HWP-containing brands, use of
‘Cha no Shizuku’ was associated with an increased risk of
WA with an adjusted OR of 2.3 (95%CI, 0.94-5.56) (data
not shown). However, this difference did not reach statistical
significance (P = 0.07).

Associations between the use of ‘Cha no Shizuku’ and
WA were also evaluated using different exposure parame-
ters. The subjects were divided into three groups according
to their history of product use as follows: (i) subjects who
were currently using the product (current users), (i) those
who had used it before but not currently (past users), and
(iii) those who had never used it (never users). We found
that only current use was associated with WA with an OR
of 2.6 (1.2-5.7) (Table 3, model 1). Subjects were then
divided into four groups according to the duration of use
of the product. It can be seen that the duration of use
>2 years was associated with an increased risk of WA with
an OR of 4.2 (1.6-10.7) (Table 3, model 2). In an analysis
of all subjects who had ever used the soap (current or past
users), current users were more likely to have used it for
>2 years (P = 0.005).

Of the 29 subjects who had ever used the soap (current
or past users) in the allergic group, seven experienced itchi-
ness of the face and/or eyes, sneezing, a runny nose, or

Table 3 Association between use of the facial soap ‘Cha no Shiz-
uku’ containing HWP and self-reported wheat allergy

Facial soap containing Cases Controls
HWP, ‘Cha no (n=157) (n = 449) Adjusted OR*
Shizuku’ No. (%) No. (%) (95% CI)
Model 1
History of use
Never used 128 (82) 383 (85) 1
Ever used 12 (8) 40 (9) 1.0 (0.4-2.1)
Currently using 17 (11) 26 (6) 2.6 (1.2-5.7)
Model 2
Duration of use
Never used 128 (82) 383 (85) 1
<1 year 12 (8) 41 (9) 0.9 (0.4-2.1)
1-year 4 (3) 14 (3) 1.0 (0.3-3.5)
>2 years 13 (8) 11(2) 4.2 (1.6-10.7)

OR, odds ratio; 95% Cl, 95% confidence interval, HWP, hydrolyzed
wheat protein.
*Adjusted for allergic rhinitis, atopic dermatitis, and asthma.
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swelling of the eyelids after using it (24%). This was sig-
nificantly higher than in the control group (5%, 3/66)
(P = 0.008).

Presentation of WA in relation to the use of ‘Cha no
Shizukw’

To further elucidate the relationship between the use of the
soap and WA, we assessed associations between history of
use and the presentation of WA. Figure 2 shows the fre-
quency of current users and past users relative to the time of
onset of WA. Frequencies of current users were higher in
more recent-onset WA (P for trend = 0.002), suggesting that
the use of the soap is associated with the recent epidemic of
WA. Compared with the frequency of current users in the
controls, a significantly higher frequency was observed only
in cases who had developed WA within the last 4 years
(P =0.001). This might be explained by the fact that this
facial soap started to be sold in 2004, namely 7 years before
this study.

Associations between history of soap use and presentation
with WA are shown in Table 4. Current use of the soap was
associated with doctor-diagnosed WA. Although the overall
frequency of diagnosed WA was 52%, it was as high as 76%
among the current users. Additionally, eye and nose symp-
toms after wheat ingestion were more common among cur-
rent users than never users, and about half of the current
users were also diagnosed as having WDEIA by their doctor.
These presentations of WA were compatible with those of

40 4 D Ever used
- Currently using
30 -
S
B
£ 20
L
=
=
&
=
10 -
1< 5-10 3-4 2 1
Onset of wheat allergy (years ago)
Controls

Self-reported wheat allergy (Cases)

Figure 2 Freguencies of subjects who were currently using or had
ever used the facial soap ‘Cha no Shizuku' containing hydrolyzed
wheat protein according to time of onset of wheat allergy.
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cases who were clinically diagnosed as suffering from
WDEIA induced by this soap (17, 21).

Discussion

This Web-based case—control study explored epidemiologi-
cal relationships between the use of the HWP-containing
facial soap ‘Cha no Shizuku’ and risk of WA. Current use
of the soap was significantly associated with increased risk
of WA with an adjusted OR of 2.6. Additionally, current
use of this soap was more common in cases with more
recent-onset WA, implying that it may have contributed to
the recent epidemic of WA. To the best of our knowledge,
this is the first study that shows the epidemiological impact
of contact exposure to food-derived protein in skin and
hair care products on the epidemic of adult-onset food
allergy.

‘Cha no Shizuku’ was a popular facial soap in Japan. The
company (Yuka) sold more than 40 million bars to more
than 4 million customers up to 2010. This product contained
an acid-HWP named Glupearl 19S (Katayama Chemical,
Inc, Osaka, Japan) included for its moisturizing effect and
emulsification function. The soap started to be sold in 2004,
and sales increased with time. A minority of allergists and
dermatologists began to become aware of the potential role
of HWP in this soap as an inducer of WA in 2009-2010.
However, this was not recognized by the general allergist and
the public until the company started a voluntary recall of the
HWP-containing soap on May 25, 2011. After the voluntary
recall, the allergy problem induced by this soap was publi-
cized by the media and in the meantime has grown to be rec-
ognized as a major public health problem in Japan.
Therefore, the current study was performed before the gen-
eral recognition of the allergy problem. In October 2011, the
Japanese Society of Allergology (JSA) determined the diag-
nostic criteria for the immediate WA induced by exposure to
Glupearl 198 contained in this soap (21). To date, more than
2000 patients meeting these criteria have been reported to the
JSA.

Among the skin and hair care products containing HWP,
a statistically significant association with WA was observed
only for ‘Cha no Shizuku’ soap. The reason for this cannot
be determined from the present study. Differences in the
amount of HWP in the different products may explain this,
because ‘Cha no Shizuku’ contained the relatively high level
of 0.3% of HWP. Another possibility may relate to the high
volume of sales of this soap, resulting in a sufficient sample
size for reliable statistical analysis. One more explanation
may relate to the difference in biochemical properties
between Glupearl 19S and the HWPs in other products.
HWPs produced by different companies have been used in
skin and hair care products in Japan. A strong sensitizing
capacity of Glupearl 19S has been shown in animal models,
although not in a direct comparison with other HWPs (24).
Glupearl 19S contains higher molecular weight proteins,
which may increase its allergenicity (25, 26). More recently,
studies have shown that the deamidation of glutamine resi-
dues in gluten by acid-heat treatment also contributes to the
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