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N—N—EIHEE

BHFIEE LA XA907LA (n=3) Real-time PCR FCVATL orerence
IERMEIEIE =
ATF3, GCLM, DNAJB4, ATF3, GCLM,
IL-8, HSPA6, HSPH1 DNAJB4, IL-8
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« Y1407l 1¢Real-time PCRTOBIRM4E

ATF3, GCLM, DNAJBA4, IL-8&(zF 4.
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Saito et al., Toxicol in Vitro., 2013; 2017
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Dose finding study

RV B OAEIRRINZ/ERN (22tk4)
viabilityZ38tZ(C. Main studyDIREEE % RE
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Main study

RERYI B DFRRRIN /R (42tk2)
U754 LPCRICED ¥Y—h—BnFRIFRZAE

BEIEHIER %

AOQ- - +Acetone : Olive oil=4 : 1

BREEREM @ 6h

BRESESR] @ 6h

4D2D5350B{EB1DDV—-h—EEFTHREHERE B X DHNFEIR (cell viability=80%)
“ ATF3>15-fold, GCLM>2-fold, DNAJB4>2-fold, IL-8>4-fold
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HKBIEME(CHII TR

t (vs. TUREMIEER LLNA)

Kao °»~
EpiSensA | DPRA |KeratinoSens| h-CLAT (Ef,:éfrg%sé‘)
e, 69/69 | 68/69 | 64/69 37/69 67
XE (%) 83 (43/52) 50 (26/52) 60 (29/48) 100 (27/27) 94 (46/49)
BHEE (%) 65 (11/17) 63 (10/16) 13 (2/16) 0 (0/10) 67 (12/18)
—EEK (%) 78 (54/69) 53 (36/68) 48 (31/64) 73 (27/37) 87 (58/67)
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* : LogKow = 3.5MKEREE(I &M | LA&sRTEML) (OECD TG 442E)

FRIECRADS I LV EAFEEEF VTR

OECD GL 497; Urbisch et al., 2015; Jaworska et al., 2015; NICEATM LLNA database, 2013
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P: B34 N: 2%

Chemical Lab.A Lab.B Lab.C
No. Setl Set2 Set3 Setl1l Set2Set3 Setl Set2 Set3
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Phase II

sllERTaoe HLU s EBIRAE Kao 2

Chemical No.

Lab.A

Lab.B

Lab.C

Phase 1

Phase II
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Validation report Kao B

1-2. Between-laboratory reproducibility of the 27 test chemicals used in Phases I and IT

As shown in Table 23, the prediction of the sensitization potential for 24 of the 27 test \/ ﬁf‘"\] 1 O ON— j@z&y + 1 20)Ap pe N d |X D\Bja:é

fratories. and the between-
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The study was entirely coordinated by the Japanese Center for the Validation of 9% a level that exceeded = Y = L—ti
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). Figure 1
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EpiSensAlC L 2R AF58E TRl DARET

KaOo "~
P REETCORETHH>CEGE (BAERRIL) = MmEElE
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EpiSensAlZ 1 89Y18 v UN GHSSE(CHL T m
GHS Cat.1A Al L ) 2
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EpiSensAZz R\ \icDefined approach Kao Y
RBAEXNZZX LM, DEDDRERIZVS TILEY) R F R IR EE
= - in vitrobLL(in silicoz W TIRECERINHAEDEE (DASS)HIE
- WINHDKey event(KE)ZH/N—9IARE (BETE—D)

Supporting document for evaluation and review of draft Guideline (GL) for Defined Approaches (DAs) for Skin Sensitisation, OECD, 2019

—— BKBAMMEADERI(CRE
HRERYDE OSBRI (CARF LRV EDNE
= in silico modellcC&B

v KE1: 9YOBLDFESE -+ DPRA,,
v KE2 : 55F )Y/ hOIGE -+ EpiSensA
v KE3 : BHAMIBADIEE - - h-CLAT,,

KE2Z~A—A¢&U. in silico modelb’ﬁﬂbﬁ'bt’tDASS = RTS (RhE-based Testing Strategy)
<HBOFFED>
v ALEREE (SMILES B¢) DS TRl
D v RESBRFOERMAHREZEE
v RRERAIVI\NIBLOEEEHIE

- RTS v1: EpiSensA + TIMES-SS
(BEETI)

* RTS v2: EpiSensA + OECD QSAR Toolbox
(BETTI)
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EpiSensA ¢ in silicoE5I)LICLD Simple score-based system

*: QSAR toolboxTIFLLNAT AlfERZE(CHFER

Score EpiSensA in silico*
3 Strong - RTSICHITD58E T
- Strong GHS Cat.1A : 5~4

2
1 Weak Weak GHS Cat.1B : 3~2
0 NS NS GHS NC - 1~0
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EZ)%EW’HEUZ’] qu'ﬁﬁ (QRA: guantitative risk assessment) KaO P

Gilmour et al., 2020

> REE . BE-sRENSDIEE > EEHIVAVFHEA] IDEA project, 2016
Api et al., 2008, 2020
=1
LLNA ECfiE (% » PoD cm? » AEL cm? » AEL / CEL =
) [ (Ho/em”) } R > URIIE
(EC3 % x 250) I —
RTSIC&D LLNA B IR (RAFSHR X 0)

HETH {)L 25 L/ 2 ome
(]

> Point of departure (PoD: B2Rith585Nn372x> hE#efE) IREIFUAVEHImICE W TER

> PoDIIFFHIRTEE (AEL) ([AE. AELITHEBERESE (CEL) LR

(Acceptable Exposure Level) (Consumer exposure level)

> PODIZLLNA ECIE(% )N SH#EE AT EE

BN ZAWVWRVWIRATFHEICEWT, RTSICKBECED T (GREFR) B



RTS (CLBARZERAFIEY R Kao o

Score EpiSensA in silico RTS(CHF 3240 <UN GHS#A¥DES>
° >trong trons GHS Cat.1A : 5~4 | GHS Cat.1A: LLNA EC < 2%
1 Weak Weak GHS Cat.1B : 3~2 | GHS Cat.1B: LLNA EC > 2%
0 NS NS GHSNC  +1~0 | Gusne @ LLNA Bt (EC>100%)

RTSO5#E FAFERNS. IRTBIICRIBELECIEZ L E I EE

RTSFHI {R<FHIECIHE (%) | PoD (ug/cm?2) | AEL* (MG/CM?2) | +. mvesmifmss = 100088
GHS Cat.1A FRTEART] - -

GHS Cat.1B 2 500 5

GHS NC 100 25,000 250

e.g.) RTS v1(cdh GHS Cat.1B &FRIENIZEHR Farnesol Z7IAAIU—AIC0.1%HE 5T Di5S.
HEOHEHEBERESE" : 2.73 mg/cm?/day = &BROCEL=2.73 yg/cm?

AEL / CEL = 1.83

Z 1R, BN VNEEZSND
(RTS V2 TEREERDIER)

**: 12th SCCS Notes of Guidance. 2023
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