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Abstract

As domestic activities in 2021-2022 1Q, JaCVAM (Japanese Center for the Validation of Alternative
Methods) proposed to the regulatory agency two test methods approved by the JaCVAM Regulatory
Acceptance Board, i.e., “Alternative Method for Assessing Skin Corrosion Potential Using a
Reconstructed Human Epidermis (RHE), LabCyte Epi-MODEL24” and “Alternative Method for
Assessing Eye Irritation, Vitrigel®- EIT Method”.

As activities in OECD, first, JaCVAM contributed to revies two Test Guidelines (TGs) and their
approval by OECD (Organisation for Economic Co-operation and Development), i.e., 1) Vitrigel®-
EIT Method for Identifying Chemicals Not Requiring Classification and Labelling for Eye Irritation
or Serious Eye Damage: TG494, 2) In Chemico Skin Sensitisation: Assays addressing the Adverse
Outcome Pathway Key Event on Covalent Binding to Proteins, the Amino Acid Derivative Reactivity
Assay (ADRA): TG442C .

The second, JaCVAM is cooperating with OECD to develop the TGs and Guidance Documents (GDs)
for their approval after July 2022, in accordance with the OECD Work Plan. The Work Plan includes
seven test methods proposed by Japan: 1) Amendment of TG437: Including of histopathlogical
examination on Bovine Corneal Opacity and Permeability (BCOP) test method, 2) Amendment of
TG442E: Modification of IL-8 Luc assay for skin sensitisation, 3) EpiSensA for skin sensitisation,
4) Integrated Approaches to Testing and Assessment (IATA) for photosafety test, 5) Immunotoxicity
test IL-2 Luc assay, 6) Immunotoxicity test IL-2 Luc Leukocyte Toxicity Test (LTT), 7) Detailed
Review Paper (DRP) for in vitro reproductive and developmental toxicity test using pluripotent stem
cell.

In addition, JaCVAM is conducting validation studies and peer reviews through international
collaboration, which include Multi-ImmunoTox assay (MITA) IL-2 Luc LTT and MITA IL-1B Luc
assay for immunotoxicity, EpiSensA for skin sensitisation and MylcMAT for pyrogenecity.



1S

A A E) ) TR AR VAR 2 2 2 — (Japanese
Center for the Validation of Alternative
Methods: JaCVAM) O3 F1 3 47 (2021)4 A 725
BF14(2022) % 6 HETORRFEEELDT-.

2. NERH)

S 343 A 31 BT TS BERES
BELE. FAE 4 A 1 BAHTCTRAKATHED
HR, NSENFEANEELLTENT
NEELZ. S5, /N ZEi3DFf 4 £ 4 A
1 BN CEN EE GBS EAEMTT 242
PE T B A 5 36 KOV Sh U I 350 o 5 Bi A
FTEICEELT-.

3. BRER

JaCVAM TiZ, [EFEAYICRH IS 72O
BRIEICHOWT ATEIZ ANDE GBI TE
O AT Re7r A 2 FIfEICL, AR L TS,
— 5T, HARTHAEI N ARRFIBNE, 5 RS
VEMEZ2 8 DAEERERIEIC OV T, R IEE B
#7/ (International Cooperation on Alternative
Test Methods: ICATM) D /1245 C, #%
77 B F #6 4% (Organisation for Economic Co-
operation and Development: OECD) % Dk
EATART A (Test Guideline: TG) EL TERIRS
MDD DIEFE AT T — a0 DOfE R
DE = HFFMAEHR - TE/Z. ZHETIZ
JaCVAM NATEABIZAE T2 LRBREL 7o il B i%
BLOBETHFORBRERLIZEED . 2D
OFEHRIT JTaCVAM 7R— A8 — U THRIKEHTL
Tio‘@), WK D&% )7 | 3 Fc T A A FATRE T
oY R

3-1. JaCVAM & isms 3 vV
JaCVAM RSB W T, LU O ERE
OFHNZFREL, FHELL TEVEEDT-.
1) B )& & £ P BB LR 15 LabCyteEPI-
MODEL24SCT
2) HRFIFEERER L SIRC-CVS: TEA £
3) AR RER AL Vitrigel ®-EIT {4

B I & P R R RO 15 LabCyteEPI-
MODEL24SCT 35 & OMIR Al M e B AU 1k
Vitrigel®-EIT ¥EICBILCTix, s E ek,
JEAFGEBEERE N REFEEEHRBLIOE
A REEE L E L 2R EIC
R ELLTIRHLE.

—J7, IR MR BR 1L SIRC-CVS:
TEA {EIZOWTIE, iz SEhii L 7=k %,
HBRINDE O ENCR FHI 2RI N Z 1L,
ITEHINZ WD Z BT ) Tl Sl
T~ O M EVERRIC D, TBHRRIIIT D20

7.

¥, Al EE D T LA T b0 B Rk R
ZESTIE, LT ORBRIEOFAGEL ERL
TN,

1) HE B FRBR AR VL SkinEthics REfH] 7
M (Time To Toxicity: TTT)

2) BRI SR E 72 (Defined
Approach:DA) for serious Eye Damage/eye
irritation

3) B EAEIERRBR AR 7 2 BRRAEARS
AR (Amino acid Derivative
Reactivity Assay: ADRA)

4) PRI E 720 (Defined
Approach for Skin Sensitization: DASS

5) FEEMEVEBRURE PyroMAT

6) MIPEREEGURIRE  EpiOral

7) SRR RRE R RECET VA
=7 3R (Reconstructed human
Epidermis Phototoxicity Test)

*72, OECD 7y =/retiii LT, L FD
EEHREZE BEBIFEIL TW5.
«In silico TS

AR AR A

3-2. OECD TG
13 46 H, OECD (ZEMEFRIZEIT % 6

KD TG (400 FHE D TG) P& FRIRL -,

JaCVAM %, ZD5H A ARTRFESNIZLL T D

2 MBROUCEIEFEICH L, ThHDOERIRIC

R<EAG-LT-.

1) Vitrigel®-Eye Irritancy Test Method for
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Key Event on Covalent Binding to Proteins
the Amino Acid Derivative Reactivity Assay
(ADRA): TG442C
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1) JaCVAM HP Available at: http://jacvam.jp/

2) OECD test guideline Available at:
https://www.oecd-
ilibrary.org/environment/oecd-guidelines-for-
the-testing-of-chemicals-section-4-health-
effects 20745788

3) Work plan for the Test Guidelines
Programme  (TGP) Available  at:
https://www.oecd.org/env/ehs/testing/work-
plan-test-guidelines-programme-july-
2021.pdf
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	この他，OECDの作業計画には，日本から提案された以下の7試験が含まれており， 令和4（2022）年7月以降の成立に向けて, JaCVAMはOECDにおけるTG案などの開発に協力している．
	1)
	1) 眼刺激性試験TG437の改定: 牛摘出角膜の混濁および透過性試験法（Bovine Corneal Opacity and Permeability（BCOP）test method）への病理学的評価の導入
	2)  皮膚感作性試験TG442Eの改定: IL-8 Luc assayの改良
	3)  皮膚感作性試験EpiSensAの開発
	4) 　光安全性試験Integrated Approaches to Testing and Assessment（IATA）の開発
	5)  免疫毒性試験IL-2 Luc assayの開発
	6)  免疫毒性試験IL-2 Luc Leukocyte Toxicity Test（LTT）の開発
	7)  多能性幹細胞を用いたin vitro生殖発生毒性試験のDetailed Review Paper (DRP)の開発
	Abstract
	2) 皮膚感作性試験TG442Eの改定: IL-8 Luc assayの改良
	3) 皮膚感作性試験EpiSensAの開発
	4) 光安全性試験Integrated Approaches to Testing and Assessment（IATA）の開発
	5) 免疫毒性試験IL-2 Luc assayの開発
	6) 免疫毒性試験IL-2 Luc Leukocyte Toxicity Test （LTT）の開発
	7) 多能性幹細胞を用いたin vitro生殖発生毒性試験のDRPの開発
	なお, OECD TG439への収載を目指していた皮膚刺激性試験LbL 3D-Skin Skin Irritation Test (SIT)は, モデルの安定供給の目途が立たず開発を中止した.
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