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Hazard identification

Dose response or
hazard quantification

Exposure assessment
for individual products

Determine sensitization potential
using a WoE approach — in silico,

in vitro, historical animal and
human studies, chemistry

L Sensitizer

Determine sensitization potency

:

D | Determine WoE NESIL

A

Non-sensitizer

——» | No QRA required
Consider confirmation
of no induction in

—> humans (CNIH) study

:

Determine overall sensitization
assessment factor (Overall SAF)

:

Calculate acceptable exposure
level (AEL) = NESIL/Overall SAF

:

Calculate consumer exposure

level (CEL) to each product type

:

Calculate upper concentration

level for each product type

(UCLroquct) Where AEL/CEL=1

|

Include SAFs for

* Inter-individual variability
* Product

* Frequency/duration of use
+ Skin condition

By calculating the UCL for
each product it is possible to
make a conservative risk
assessment for aggregate
exposure by inputting the
values into the model and
calculating the exposure for
each body site in pg/cm?2

This is a conservative
approach as it

A

assumes that all of the
products contain the
fragrance ingredient
and contains it at the
UCL

The adjustment factor

for each product is
based on its
contribution to
exposure on a body
site (i.e., the UCL gyt
for products with a
higher contribution are
reduced the most

— Use the UCLoqy fOr fragrance ingredient in
Deviation of all product types in the Creme RIFM model to
the aggregate calculate the aggregate consumer exposure
adjustment level (CEL,g,) for each of the 18 body areas
factor ¢

Aggregate Ide_nt?fy the body areas for which the AEL/CEL ¢4
exposure ratio is less than 1, if there are none, go to step 7
assessment v
- | © Apply adjustment factor to reduce the
@ UCLpoquct Of the body site with the lowest
AEL/CEL,4,. Determine the CEL 4, as in
Step 4 using the modified UCL ¢
Re_pe_at steps 4-7 until the AEL/ CEL 4
ratio is = for all 18 body areas
|
- 0O Determine the final aggregate exposure adjusted

UCLproquct (%0) for each product by multiplying the

UCLpoquet from Step 3 by the aggregate
adjustment factor

1 QAR2 DFHi 7 v —*0
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In silico
OASIS TIMES
QSAR toolbox
ToxTree
Derek NEXUS

DPRA

In vitro (NAM)

KeratinoSens/LuSens
h-CLAT/U-SENS
Other OECD TG NAMs
Non-guideline NAM

LLNA
GPMT
Buehler

In vitro (animal)

Non-guideline

In vitro (human)
CNIH

HMT

Clinical and
epidemiological
studies

v

Sufficient data

'

Non-sensitizing

A

\4

Yes

Insufficient target data

Yes

'

Sensitizing

'

'

Data for read across

LNO

Dose the

appropriate DST

Apply QRA2

Apply QRA2

'

'

Endpoint assessment

Endpoint assessment

2. NESIL %€ 7 1 —67

— support current use levels?
Endpoint Potency (indicators):
assessment LLNA, GPMT, Buehler —
HMT, HRIPT, CNIH Apply QRA2 Integrated testing
NAM using DST strategy (NAM)
NESIL: CNIH Default NESIL L ¢ :
¢ i Endpoint Endpoint
assessment assessment

EC 1.6 (pug/cm?)

SRR GHEFRED)

= EAE] -
ﬁ%%Eﬁ%E‘EOJ@QE ! EC 1.6 (ug/cm?) /ZAZEREL X
‘|—|7 BEMTHmE BB R 5K
J~E§i£_0I)§H:'I J
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