[tk A]
REEEES 21nk0101142h0003 e EH B SM4F 68 38

AAREAIRBISENE BRI - ISR
TR

NE:

I EARER
WFZEBSS A 0 (AAREE) LFERE DT LIV X — /o MERt 1L DB L uE L, & K 2wy i) 7= 09T
(3% FE) Study on Development, Standardization and Dissemination of the Confirmation

Method for Allergic Ingredients of Cosmetics and Others

MR SEhE AR - PRk 3144 A 1 H~Sf 443 A 31 H

WroEBs R EE K4 0 (AAGE) Ik EHT
(¥ EE) Kayoko Matsunaga

WHEBTRAREE PrRpeRs - fE - 1k
(HARGE) FRIENBRHFRERBEHERKY: « [EEHR7 LV X —REXPRER Y - 2%
(3% FE) Fujita Health University School of Medicine * Department of Integrative Medical Science for

Allergic Disease * Professor

11 WFEREROME
AUFTEIE, LR EIC L DT VA —DORER D Z R L. T ORRENLEE~OFRE L EAB X OERA~D

RN S, SORDHBEHRFELHS L —KERNE LTND, 20dIliX, iR ED T L —i5y
TR TIEDOR%E L ATV, B LI T 2D Th D,

18 2 OILBESLFE DT LIV —Roy A MR DMERITIE, PR & O % /Ny F7 A NEDRIET A
NEHEAT U, OFEROERRIBEME A MR LW L TN 2 & Th D, —MAEEIE A SSCI-Net (T 2016 45 4 A
&0 2021 43 A ETO 5 FRICEERE L VBRI N T LV —MEEERE A 2, 208 0 5 b, {bhEsh (K
FAENES 25 Te) 25 59%, R3S 23%, FREM ML 11%03 B2 i Tz, BB O RRFEEIZZ WIEIC S v > 7
—207 £ (16%) . GeBH 141 144 (11%) . FEFFK 100 14 (8%) . (LHEAK 96 14 (T%) . 7 U —.1 83 {4 (6%) . HEET 1Lk
B 62 4 (6%) R THoT-, FEESTE LTIEEA~T T —® p-phenylenediamine 95 4. bk, 7 U —2A
ZED butylene glycol 49 ., T+ o 7 —ZEPE% FI{LFES @ cocamidopropyl betaine 29 ., ¥+ v 7 — g4l
5 isothiazolinone mix. 15 {4, methylisothiazolinone 12 {4, ¥ = /L% A /L@ HEMA 11 {4, HPMA 8 {#, EH
FND arbutin 16 . 3-0-ethyl ascorbic acid 12 DL H -7,

INHOWEICHFHFE L-DIX, 2018 428 A5 AMED (16mk0101063) 40 CTH%A L. 2021 4F 3 A £ TABISET
ke L7z ALBESLERSY 21 FEHOD N F7 A b Th o7z, AAEMBERIFIEIE 29 M (Za3E 2 Bl A L7278, 19 Jitg
RN 662 BIDFERDKIE S, £D O b7 0w ha—/LERDTZH 117 BIRERIN & 720 | BT E41% 535

1



Tholo, BRARIEIR, 23y F7 2 MERI LORRR & OBTEPERAG O R, (LB K D7 Lob F—Mazfil 52 )@
203220 Bldo 0 | 21 Bloy DGMESEE & ERIR & 0 BIEME 2 Mt L7, 3-0-ethyl ascorbic acid 10% aq. .
arbutin 10% aq.. butylene glycol 10% aq.. cocamidopropyl betaine 1% aq.. diisostearyl malate 30% pet. .
dipropylene glycol 10% aq. . glyceryl isostearate 20% pet.. methylisothiazolinone 0.2% aq.. propylene
glycol 30% aq.. sorbitan sesquioleate 20% pet.. tocopheryl acetate 10% pet. D 11 g%, 5% /3y F
TAPMTAREALRESR S ) — AL U CEE L7z ABBERIC £ 5 7 Lob e — PRl A E 2 D 36. 8%id 21 559 T 33. 2%
1% 11 4 CRIN A2 WS35 Z L 23 T& 7=, Japanese baseline series & 21 %45 # [RIERICALfT9°5 & 59. 1%, 11
T 65, ShDALHERIC XD T L — MM G R ORN Z2fE T 5 2 L3 T& e, Ll (BBt T LL¥
— HRRICHEET DI121E, SHIEEL DO FRENLMGD/ Ny F7 A MRELFHHL T, ®ihL L bloy
FTFANTLHZEPRERRERMEEICEETH L Z LR bnoTe, £, ALMEREICL DT LLF — DR % H
ET DITIE, BER VDR EZ TS Ny FT A NEHET L2 ORI OMERICEE L E X T,
(1) AT Uy F7 A2 MSEO/ERL, i - BAlo Rl (Y FERRSHEE SRR F)

2019 P LD ke L T m bk A LB & FHEEEE D fragrance mix 1T OFGHERIZOWTRE L, 2-
hydroxyethyl methacrylate 1% pet: 3.9%(36/912), MMA 2% pet.: 1.6%(23/1425). fragrance mix II 14%
pet.:2.9%(46/1608) . 2-hydroxypropyl-methacrylate 2% pet.: 6.0%(9/150) . ethyl cyanoacrylate 10% pet.:
2.0%(3/147) TH > 7=, 2020 FEE Sk LEE S » 7 A & fragrance mix IT D455y % AhfF L. isoeugenol 1%
pet. 13.7%(10/73). cinnamic aldehyde 1% pet.13.7%(10/73). cinnamic alcohol 1% pet.9.6%(7/73) D514 R )
RWRER T o7, 2020 FEED B LA~T U T — « N—<F|2 U =X & LT 12 pfir 2 B2 EE i 5 R T
Fist L. p-phenylenediamine 1% pet: 38.5%(25/65), toluene-2,5-diamine sulfate 1% pet : 19.4%(12/62) 72 &£
DFER A 157z, BIFHE LT Finn Chambers® [Z#5— L C. cocamidopropyl betaine & ~fifi#) 2 D /X F
T A N EATOBGMERS DSASHIIIT K 2 FTREMED & D s R 2 15T,

UEXy, Zhbnv ) =B IFENIEE L TRESIRET DS B & B 2 7,

(2) [/ Xy F7 A N EATZ D MIBFE~DZE DI, LHERFIC L DT LAX—HREERHIET A 2 v AR
BEHAL L ADT v 7T — b (Y R EE K ERT)
EHERSED T VX —RR D MR AT O EREFE =X AR NEEFRT DIODOEENA L L ADT v

77— MZmF, SSCI-Net f /jE#ia% . SSCI-Net BB B2 X4, [7 LV —por a7k =% A%

—htEI—] % 20204 8 AIZ WEB B L7, = LT, KERHE 10 4. % - [RINWERNT 74 . HiEih 7

& ABVERSEOLREMERFREH 11 ZAIZSMLTH LW [T VA —ntR ko 2@y —2 v a vy 7] %

WEB Bifée L. [MEWEREDT LV —RR A & BT 2 HIEA BT L, i, kS, BE O QOL T4

WTTDIT ED K 9 B0t DS MLBL )N IZOUWT, ARRFE 7 L — BT, BUR - RARES - RS

BEEZ I N—TFE LR ERE L, EETRATH L, SO SRMBERICOWNT, oD £ 23

=L TAT 4 T EHLAWVEE TX 5 HHEIZOWTHR L, 5%OELZI 5T L, 2021 34T

FEIC 1T D TBLR D4R & IR IO\ T, SRR TH M 70 3R & EIRBLS T O LM O Tk 2 BER LT,
F7o. 2019 FERVEG Ny FT A M ERERT DR ~OFERMYAR— & GRE - BHlORE) SRmoRits

TV, 2019 FE LV EFEL TWDOIES Ny FT A MOT —HF Zfifhr LTz,

UL bR LT e ED T LV — R E T A X A 2022) #7 v 77— kL, HEHEREDOT L

X —FHERITIED ZFE~DEEFE A X A AR LTz, £z, ZWFOHUT OO OXFFEHE T

RN LD B Rz fE 2 ~JFR 7 L VA v SRR A EEIEHIRR LT,



IT1. Outline of Research and Development

The general purpose of this study was to confirm the causative components of allergies caused by cosmetics,
etc., and to provide guidance to companies and educate doctors and the public based on the results, and to
prevent further health damage. To this end, it is necessary to develop and standardize methods for confirming
allergic ingredients in cosmetics and other products, and to conduct research aimed at disseminating them.

A reliable way to confirm allergy ingredients such as individual cosmetic is to conduct skin tests including
patch tests with the suspected product and its ingredients, and to confirm and diagnose the clinical relevance
of the results.

We formed a multi-center clinical study to patch test of 21 cosmetic ingredients. There were 220 cases of
allergic contact dermatitis due to cosmetics, and 11 ingredients including 3-O-ethyl ascorbic acid 10% aq.,
arbutin 10% aq., butylene glycol 10% aq., cocamidopropyl betaine 1% aq., diisostearyl malate 30% pet.,
dipropylene glycol 10% agq., glyceryl isostearate 20% pet., methylisothiazolinone 0.2% aq., propylene glycol
30% agq.., sorbitan sesquioleate 20% pet., and tocopheryl acetate 10% pet. were selected as a cosmetic series
to be patch-tested in the joint research in the future.

Since FY2019, we have been continuously studying the positivity rates of gel nail related reagents and
fragrance reagents. They were 2-hydroxyethyl methacrylate 1% pet.: 3.9% (36/912), MMA 2% pet.: 1.6%
(23/1425), fragrance mix 1114% pet. :2.9% (46/1608), 2-hydroxypropyl-methacrylate 2% pet.: 6.0% (9/150),
and ethyl cyanoacrylate 10% pet.: 2.0% (3/147). The positivity rates of individual fragrance ingredients were
isoeugenol 1% pet. 13.7% (10/73), cinnamic aldehyde 1% pet. 13.7% (10/73), and cinnamic alcohol 1% pet.
9.6% (7/73). Continuing from fiscal 2020, 12 ingredients were studied in cases suspected to be related as a
hair color and perm agent series, p-phenylenediamine 1% pet.: 38.5% (25/65), toluene-2,5-diamine sulfate 1%
pet. : 19.4% (12/62) and so on. As an additional consideration, Finn Chambers® were selected for patch testing
with cocamidopropyl betaine and two impurities, and the results showed that majority of the positive
reactions may be due to impurities. Based on the above, we believe that it is necessary to continue patch test
study with these series as joint research.

Reflecting the results, "Guidance on how to confirm allergic ingredients in cosmetics 2022" has been
updated, and "Guidance on how to educate various related professionals as experts to confirm allergic

ingredients in cosmetics etc. " has been proposed.



