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Introduction of molecular mechanism and evaluation
methods for cosmetic induced skin sensitization
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M ethod

Dieveloped by

Assay type

—

. Toxicokinetic

. DPRA

. MUSST

. h=CLAT

. HCTC IL-18 test
. Tiered approach
. AREC32

= @

o]

. MUTEZ-3 Gene
sigmature

9, Pepride reacrivity

10. DPRA next

generation

11. KeratinoSens

12 VITOSems™

13. PENMDC

14, S5enCeeTox™

15. Multi parameter
biosensor

16, DT migration

17. T cell proliferation

18. T cell proliferation

J. Kasting, Uni of
Cincinnati, UUSA
P&G

L'Creal
EACQ&Shiseido
Sens=it=iv
Sens=it=iv

CXR Biosciences

Sens-it=iv

Unilewver
P & G Univ. Strasbourg

Givaudan
CARDAM-VITO
Beiersdorf
CeeTox

Univ. of Toledo, Ohio, 11SA

Imperial College Lomdon
Univ. Freiburg

Univ. Lyon

In silico

In chemico

DC in witro

O i witro

KC in vitro

EC and epidermal equivalent
AREC32 cells in vitro reporter gene
activity

D in witro gene expression

Im chemico
Im chemioo

KC in vitro, reporter geng activation
DT im witro Gene exXpression

ol i vitro

G5H depletion & KC in vitno gene
expression

O im witro, repoarter gene activation

DT in witro, reporter gene activation
PEMC in witro

PEMNC in wvitiro
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1. Derek for Windows (Deductive Estimation of Risk from
Existing Knowledge)

2. TOPKAT (Toxicity Prediction by Komputer Assisted
Technology)

3. CASE/MultiCASE (Computer Automated Structure
Evaluation)
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depletion by

LC-MS (%)
(n=23)
LLNA
EC3 Avg.,  Stdev.

Extreme senistizers
Diphenvlevelopropenone 0.003 97.9 3.6
Oxazolone 0.003 =08
S5-Chloro-2-methyl-4-1sothiazolin-3-
one 0.009 =08 0.0
p-Benzoquinone 0.01 984 2.8
DNCE 0.04 =08
4-nitrobenz ylbromide (.05 =08
Strong sensitizers
Glutaraldehyde 0.1 =08
Fluorescein-5-isothiocyanate 0.14 =08
Phthalic anhvdride 0.16 =08
| . 4-Phenylenediamine 016 =08
Moderate sensitizers
Methvldibromo glutaronitrile 1.3 =08
Glvoxal 1.4 =08
2-Hydroxv-ethyl-acrvlate 1.4 98.4 2.9
4-vinvl-pyridine 1.6 =08
Pomarose 1.6 98.0

EREIKEF

Beijing University of Chemical Technology




Aure there exisbing data o suggest aat the

subslance &, or 5 ol sesmdsng o Lhe skin®

YEH
E— T

k.

: o

2 Define mechanistie domain (i applicable) and collect amy available data on the
raaclive -:]:rum_ia:Lr_l,- afl the tesl substanocs (or ils cheamical class: pon-validatad).
3. Use wn selieo methods (sweh as DERER, TIMES, OFECD OEAR Application Toollsox) o
maks prediclions on skin sensilsmation [Bon-validated)
d. Perform in pefro shin penstration sbady (OECD TG 4280
5. Perform ia pefro prolain binding test (in howss metlod),
. Perform in pefro cell ased assays swch as Lhose imvolving dendeibe/Langerhans ue]]b:l
andfor T Lymphaoyles (nan-validaled).
¥
7. Perform weight of evdencs evalualion on all data so far, Doss Llas slow wheldaer es
Lhe subslances is a skin sensiliser or nol? i
: Mao
H. Isa full guantitative risk assessment regulred?
, Mo ¥ Yes
Ga Perform reduced LI A assay G . Perform standard Local Liyvmph Vi
[valid et ed) . (1] resulls as Podle Ay [ LLMNA; OECD T —
diseussed in the text.) 4200, Are resulls suitable for BAT
q ! Mo
L 1k, Perform Guinsa Pig Test* .
[ECT TG 4060, s conlirmation Ma

ol a megalive responss in humans

e ired?

Y

11. Where slhically allowed, human
mkam tesba (o man measim e Lion
Lesl ar humean skin patch besl)
e b wsad Lo confie m negalpe
resu s,

&L andior RA

&L andior RA
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