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TTC(Threshold of Toxicological Concern)
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Kroes R, et. al, Food and Chemical Toxicology, 42:65—-83 (2004)
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@ Aflatoxin-like compounds @ Azoxy compounds @ Heavy metal

@® N-Nitroso compounds @ Steroids
@® Polyhalogenated dibenzodioxins, dibenzofrans, biphenyls

ISO/TS 21726 Section 5.3 Cohort of concern constituents

@® Azo compounds

THENTTCREDILZMNEZ ¢ poiyeyclic amines
SIEEYMEEELT, LE2D @ Strained heteronuclear rings
ROV 6 B ICHEE T, AED @ Alpha-nitro furyl compounds

A N \ @® Organophosphorous compounds
DAL B MEA 15']_‘]?31’1,"([, Do @ Hydrazines/triazenes/azides/azoxy compounds




Dermal Sensitization Threshold (DST)

DSTvs TTC Safford RJ. Reg. Toxicol. Pharm., 51:195-200 (2008)
Safford RJ, et al. Reg. Toxicol. Pharm., 60:218-224 (2011)

Endpoint Sensitization Carcinogenicity

Chemicals with hazard 20% 20%

Bioassay Mouse LLNA Rat/mouse long-term bioassays
Hazard metric EC3 TDS50

Exposure units ug/cm? Mg/kg/day

Data set 271 sensitizers 343 carcinogens

Extrapolation to man Apply correlation formula and SAF Linear extrapolation

Risk metric Acceptable exposure level (AEL) Virtual safe dose

Probably of acceptable risk 95% 95%

> ERIGHEIEEME - DST = 900 pg/cm?

> RIGHIEEYE: DST = 64 ug/cm?

> ERICRAEMEDESLVEEE (HPCs) :DST = 1.5 pg/cm?
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J. Mass Spectrom. Soc. Jpn., 57:301-304 (2009)
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@ EEEHA @ & R DNA
@ 1LY E R @ 1LY EHm

Acetaldehyde-dG 3 DNA I H @) SIM mode LC-MS
adducts

~ LC-MS/MS . HPLC-UV

ESI positive D5 GAACTCTGTGGTTGCG 3
M RM mode @ 5' CCGCAACCACAGAGTT 3'
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ﬁ Collision P ion: [M+H]
recursor ion: [M+H]*

4 -Me-y-OH-PdG

4 a-Me-y Product ion: [M+H-116]*
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DPRA in chemico X & BX{E 1455k (OECD TG442C)

(Direct Peptide Reactivity Assay : DPRA)
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Amino acid derivative reactivity assay (ADRA)
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