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Defined Approaches for Skin Sensitisation

In 2021, the US and UK began a joint led feasibility study project under OECD for evaluating a defined approach that
can provide a point of departure for quantitative risk assessment.

In 2024, the project began drafting an update to OECD GL 497 to incorporate DAs for PoD determination (i.e. SARA-
ICE), the updated GL, including SARA-ICE was released in June 2025.
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Guideline No. 497
Defined Approaches on Skin Sensitisation

25 June 2025
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SECTION 1 » SARA-ICE Basics

SARA-ICE Model Overview

The aim of the Unilever and NICEATM collaboration was to create a version of the SARA Model, SARA-ICE, which
would be useful to a wider audience, a model that could define points of departure (PoD) for use in risk assessment

and have functionality for regulatory classification.

Database
The core SARA-ICE dataset uses
the ICE database.

434 chemicals

1,407 in vivo studies
2,575 in vitro studies
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Input Assay Types
OECD TG NAM Assays aligned to key
events in the skin allergy AOP.

DPRA, kDPRA (KE1)
KeratinoSens (KE2)
U-Sens, hCLAT (KE3)

Y VVV

Human (HPPT: HMT/HRIPT) & LLNA
studies may also be used.

Undever

Model Outputs
SARA-ICE, a Bayesian probabilistic model, gives a

continuous measure of sensitiser potency:
ED,, (1% sensitising dose in human patch test).

» A PoD (SARA-ICE DA)
Or
» GHS Classification (SARA-ICE Extended)

Probability
o
-

1071 10! 10? 10° 107 1A
EDy; (ug cm~2)

Figure (a) Example estimate of EDO1 distribution with
overlay of GHS subcategories 1A, 1B and NC defined
thresholds, (b) probability of each GHS subcategory from
EDO1 distribution
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SARA-ICE Model Overview

SARA-ICE estimates a human-relevant metric of sensitiser potency, the HPPT 1% sensitising dose (ED,,, in pg/cm?3).

Data Inputs:

Study type kDPRA KeratinoSens
Inputs into SARA-ICE Dermal EC, or % depletion Log Kmax EC,,or CD86 CD86
dose, numb maximum conce of cysteine maximum concen EC.,,, CD50 EC,,, or maximum co
er ntration tested if and lysine tration tested EC,,, or maximu ncentration tested
tested, num | noresponse obs peptides IC50 or m concentration CV,, or
ber sensitise erved maximum concen tested maximum concentra
d tration tested CV, or tion tested

maximum conce
ntration tested

Number of studies in 871 536 650 361 972 428 164
database
Number of 276 195 251 185 258 211 90

unique CASRN with
this study type
(434 distinct CASRN)

*All metrics are required for an individual data type, or the model will not run
Predictions can be made on partial data sets, but a minimum of two different KE data types required for acceptance under MAD

SERS

Safety, Environmental
& Regulatory Science
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SARA-ICE DA (OECD GL 497)

In vivo
HPPT,
LLNA : _
Bayesian statistical EDo; (1%
model (SARA-ICE) sensitising PARACCE FOD
In vitro dose in HPPT)
OECD
TG
SARA-ICE model: Continuous measure of SARA-ICE PoD
Network of probability sensitiser potency This is a single-
distributions to describe Probability distribution valued :
) quantity at
jg:AAICE .daltabase. associations between all of a random variable a physically
chemiea® data types defined as the dermal possible dose that
1,407 in vivo studies . .
5 575 in vi di dose required to induce may serve as a
’ in vitro studies sensitisation in 1% of a suitable value for
HPPT-eligible input into
population. exposure-based

S E RS risk assessment.

Safety, Environmental
& Regulatory Science
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SARA-ICE DA (OECD GL 497)

o Derives the PoD from the ED,, distribution for use in risk assessment.
o Presumes that the substance under evaluation by the model is a skin sensitiser.
o The EDy, distribution has an upper limit of 60,000 pg/cm? (highest dose used in an HPPT).

o Distribution is centered on the 90% credible interval (interval between the 5th and 95th percentiles of the
distribution)

o The PoDis defined as the mean of the distribution.

o Acceptable foruse under MAD

SARA-ICE DA OECD TG497 (v1.0) Prediction Intervals

EDy; Prediction Interval*

60,000

Geranial *—
T T T

10° 10° 10° 10°

EDe: pg cm
S E RS 1 _ED01 estimates represented as centered 90% credible intervals (thin line), 50% credible intervals (thick line), and

Safety, Environmental median (bullet). Point of Departure (vertical purple line).
& Regulatory Science
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SARA-ICE DA (OECD GL 497)

The SARA-ICE DA
(OECD GL 497) is SARARCECatatase — User fills out a template with chemical-
1 User-specific input

fixed. The base model specific inputs (any combination of
. data HPPT, LLNA, DPRA, kDPRA,
is unchanged by user-

KeratinoSens, h-CLAT or U-Sens data).

specific input data SARA-ICE model

and technical updates User then loads template into the app
may Only be made l and begins model runs to obtain ED,,
after a re-evaluation e SARA-ICE estimates for all chemicals included in
by the OECD. T production the input template.

(containerised)

ED,, estimates are probability
distributions evaluated by sampling.
The full set of draws from the
distribution may be exported in a
tabular format.

Model configuration

ED,, estimate
l A PoD can be calculated as a summary

statistic of the distribution of the ED,,
conditional on the additional assumption

@ that the compound is a sensitiser.

SERS serwordion

Safety, Environmental
& Regulatory Science



(((

£

]

SERS

Safety, Environmental
& Regulatory Science

Section 1 — SARA-ICE Basics

Section 2 -SARA-ICE
Walkthrough

Section 3 — Application of
SARA-ICE Iin Risk Assessment

Infro to the SARA-ICE DA
Input data opftions
Data output

Web Platform Walkthrough

Geraniol Case Study
PoD NAM Acceptable MoE

Undever

10



SECTION 2 » SARA-ICE Walkthrough

Accessing the Tool

SERS

Safety, Environmental
& Regulatory Science

EE An official website of the United States government Her

National Toxicology Program

Calendar &Events | News&Media | Getinvolved | Support

SEARCH

U.S. Department of Health and Human Services

Research ~ Data & Resources

Publications Who We Are ~

Home = NICEATM: Alternative Methods » Test Method Evaluations = Identification of Skin Sensitizers » Defined Approaches to Identify Potential Skin Sensitizers » SARA-ICE Model

Defined Approaches

SARA-ICE Model

DASS App: Web App to Predict Skin
Sensitization

SARA-ICE: Skin Sensitization Risk
Assessment - Integrated Chemical
Environment Model

Access the SARA-ICE Tool

Download SARA-ICE Template File for use in the tool [

There is an international need for non-animal approaches to identify potential skin sensitizers. While defined approaches (DAs) are accepted
for making a binary prediction of whether or not a substance might be a skin sensitizer (as described in QECD Guideline 497 ), there
remains a need for non-animal approaches for quantitative prediction of skin sensitizer potency.

The Skin Sensitization Risk Assessment - Integrated Chemical Environment (SARA-ICE) DA is a Bayesian statistical model developed in a
collaboration between NICEATM and the consumer products company Unilever. SARA-ICE estimates a human-relevant metric of skin
sensitizer potency. This metric, termed EDOL, is the dose with a 1% chance of human skin sensitization (Reinke et al. 2025). SARA-ICE uses
data on over 400 chemicals from the NICEATM Integrated Chemical Environment (ICE) to predict a point-of-departure using any combination

of invivo (human predictive patch test or local lymph node assay) and in vitro (direct peptide reactivity assay [DPRA], kinetic DPRA,

KaratinnQane™ himan rell lina artivatinn tect arlLEENSTH| datra

eV

A self-contained version of the
model and user interface have
been developed, accessed via
the NTP website.


https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE

SECTION 2 » SARA-ICE Walkthrough

User Interface Layout

Calendar & Events | News&Media = GetlInvolved | Support

é} National Toxicclogy Program [ oo
U.5. Department of Health and Human Services
Q‘ m—) 1 selectlnputFile =» 2 SelectModel = 3 ViewAnalysis = 4 Download Analysis

SARA-ICE o Step-by-step workflow:

Steps for Using the SARA-ICE Tool ® CurreﬂT p(]ge iS
Steps 1-4 outline the process for conducting an analysis using the SARA-ICE h ig h | ig h Te d g re e n

tool. Refer to the User Guide for the purpose of the tool, the types of data

ittt et « White boxes are
Area where actions for accessible (ready for
the tool are taken. 1. Create and Select nput File use)

2. Select Model either the

'SARA-ICE OECD TG 497 Defined Approach (version 1.0)" or the ° Grey b Oxes O re n O-I-

'SARA-ICE Extended Model (version 1.0)'

DOWnlOOd TemplOTeS, 3. After selecting a model, the analysis will automatically start running. You Occessible (req Uire

can View Analysis during and after processing

Uplogd files, Selec‘l’ :Alfte;a:alysisistﬂnished,youcanDownmadAnaty$ inpu-l- from preViOUS
elp & Suppor

mOdels, eTC . Have questions or need to report an issue? Please email S'I'e ps)

|CE-support@niehs.nih.gov
Version 0.2.5-beta

- s Can advance via top
SERS T~

menu or by clicking
Safety, Environmental “Next” below input field

& Regulatory Science

Undever


https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
https://ntp.niehs.nih.gov/whatwestudy/niceatm/test-method-evaluations/skin-sens/da/SARA-ICE
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General guidance

Steps for use:
Read the directions
Access resources if needed

To advance, click “Next” at the bottom of the
page or “Select Input File” in the top menu

Resources available on this page:
User Guide (downloadable PDF)
Workflow instructions

Help & Support link available at ICE-
support@niehs.nih.gov

SERS

Safety, Environmental
& Regulatory Science

Undlonver

(=l —> 1 SelectinputFile = 2 Sel

Steps for Using the SARA-ICE Tool

Steps 1-4 outline the process for conducting an analysis using the SARA-ICE
tool. Refer to the User Guide for the purpose of the tool, the types of data
that can be analyzed, how to use the tool and underlying models, and
additional details on each step:

B Download User Guide

1. Create and Select Input File

2. Select Model either the

'SARA-ICE OECD TG 497 Defined Approach (version 1.0)" or the

'SARA-ICE Extended Model (version 1.0)'

3. After selecting a model, the analysis will automatically start running. You

can View Analysis during and after processing
4. After analysis is finished, you can Download Analysis

Help & Support

Have questions or need to report an issue? Please email
ICE-support@niehs.nih.gov

Version 0.2.5-beta

Next )


mailto:ICE-support@niehs.nih.gov
mailto:ICE-support@niehs.nih.gov
mailto:ICE-support@niehs.nih.gov
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Selecting an input file
overvew > 1 [ > 2 sele

Steps for use:

DOWﬂlOCld Tem plate Blank Template for Data Input

This template provides the required formatting for data input into the
mOdelS. MOdels Wl“ not run l_fth’s fOfmatting is nOtfouowed- The blank template file provides the required format of input data for

analysis by the SARA-ICE model. Any adjustments to the headers/titles of
the input file will result in the model failing to run. The file below provides

Select Data In put Fil.e an example dataset.
Select Data Input File

Drag and drop completed data input file or browse to upload file.
Drag and drop Data Input File here (.xlsx) or...

Click “Next” or “Select Model” (top of page)

The selected Data Input File is processed locally and is not uploaded.

[ ] [ ]
Resources available on this page: Example File for Data Input
B la n k Te m p late The example dataset file demonstrates the correct format for data entry
into the blank template.
l 1 l To see how the SARA-ICE tool works — download the example file, select
Exa m p e F I e the downloaded 'SARA-ICE_example.xlsx’ file, proceed to step 2 "Select
Model".

SERS CPrev  Next?

Safety, Environmental
& Regulatory Science



SECTION 2 » SARA-ICE Walkthrough

Populating the Data Input File

“Key” tab provides instructions on what data are required for
each input type.

Use the SARA-ICE Example File if unsure how data should be
entered.

Do not change header names in the template: the model will
not run if these are altered.

Limit entries (such as “<x”, “>x") are permitted and should be
used where relevant.

Substance short names and unique CAS RNs must be manually
entered on each tab (only enter substances with data)

Molecular weight is required if kDPRA or KeratinoSens data are
entered.

SERS

Safety, Environmental
& Regulatory Science

x"  AutoSave (@ Off - T SARA-ICE template [6)xlsx » Saved to this PC

File Home Insert Draw Page Layout Formulas Data Review View Automate Help  Acrobat

R

25 Wrap Text

General

[Bcopy ~
Paste B|IT U~ i~ de Av = = = |2 5= | B Merge&Ca - -
U~ A = = =|= = | & Merge & Center $-% 9
~ < Format Painter [:] ‘ ‘ |
Clipboard F] Font 1P Alignment 12 Number

S || Cv70 (pg/ml)

Description
Full substance name that will appear in reports containing results.
Abbreviated substance name that is used in tables and figures.
CASRN for the substance. This must be included alongside each

datapoint on assay-specific sheets. This is used to link datapoints to the
correct substance on the "Substances" sheet.

Molecular weight of the substance. Necessary when including data on
the kDPRA and KeratinoSens sheets to enable appropriate unit

conversion.
Dermal induction dose of the HPPT study
YA Number of Test Subjects The number of test subjects in the HPPT study
N The number of test subjects judged to be sensitised after the elicitation
Number of Positive Resp phase of the HPPT study

Estimated EC3 from the LLNA study. Negative studies should be
entered as >X where X is the maximum concentration tested. LLNA
studies with SI > 3 at the lowest tested concentration can be entered as
<X where Xis the lowest concentration tested.

pl1}] Depletion Cys (%) Percentage depletion of the cysteine peptide in a DPRA study

§EN Depletion Lys (%) Percentage depletion of the lysine peptide in a DPRA study

Log Kmax value estimated from a kinetic DPRA study. When reactivity
rate is too low to measure, input as <X where X is the lowest possible
iP} log Kmax (M-1s-1) measurable reactivity rate. Typically X=-3.5 M-1s-1
Concentration in the KeratinoSens study resulting in a 1.5-faldi

BER EC1.5 (uMm) in luciferase activity
14 (=] (uM) Concentration resulting in 50% cell death in the KefinoSens study’
< > Substances HPPT LLNA DPRA kDPRA KeratinoSens h-CLAT L SENS @

KEY
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Undever

Selecting the correct SARA-ICE model

Select which model of SARA-ICE to use.

The “OECD TG 497 Defined Approach” model is consistent
with OECD TG 497 and is acceptable under MAD.

The "Extended Model” provides additional functionality to
determine hazard, GHS subcategorization, and additional
statistics on the EDO1 distribution. Data derived from this
model are not acceptable for use under MAD.

Click “Next” or “View Analysis” to begin analysis, which may
take some time to complete.

SERS

Safety, Environmental
& Regulatory Science

Human Services

Overview =» 1 SelectinputFile => 2

Select SARA-ICE Model

Click a model to select it

® OECD TG 497 Defined Approach (DA, version 1.0)

Use this SARA-ICE model with TG 497. The OECD TG 497 DA (version 1.0)
uses defined input data to determine the geometric mean of the ED,,
distribution, which is used as the point of departure (PoD) in a quantitative
risk assessment for skin sensitization. The use of the OECD TG 497 DA
(version 1.0) assumes that substances analyzed in this model are skin
sensitizers. Outputs from this model are acceptable under the OECD
Mutual Acceptance of Data system.

O Extended Model (version 1.0)

The SARA-ICE Extended Model (not for use within OECD TG 497) provides
additional information and model functionality, such as predictions of skin
sensitization hazard and GHS sub-categorization, as well as the
distribution of the EDy,. Outputs from this model are not acceptable within
OECD TG 497 or under the Mutual Acceptance of Data system.

< Prev Next )

Select M|
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Undever

During the analysis phase...

The model will analyse substances provided
sequentially.

The tool will indicate which substance is under
analysis by displaying “Running” next to the
substance name.

Results will auto-populate as they are determined,
along with a display of the EDO1 distribution as a
graph.

SERS

Safety, Environmental
& Regulatory Science

SARA-ICE OECD TG 497 DA (version 1.0)

Results
b 1 70 050 s 50
ShortName 000-00-0 3, Running...

aChemical 001-00-1

CADA IFE NEFN Te A7 RA haave 1arm 1 N Daculée o
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Undever

Viewing the analysis — SARA-ICE DA (OECD GL 497)

SARA-ICE

SARA-ICE OECD TG 497 DA (version 1.0)

Results
780 4,900 25,000

ShortName 000-0080

CASRN

aChemical 001-00- 1,400 17,000

SARA-ICE OECD TG 497 DA (versio

* Substance — Name of Chemical Substance

s CASRN — Chemical Abstracts Service Registry Number
Number)

Results Key

* POD — (Point of Departure) geometric mean of the ED,, predicated on
being a sensitizer

= ED,, 5th — 5th Percentile of the EDy, distribution (pg/em?)

« ED,, 50th — 50th Percentile of the ED,, distribution (ug/cm?)

» ED,, 95th — 95th Percentile of the EDy, distribution (pg/cm?)

SARA-ICE OECD TG 497 DA (version 1.0) Prediction Intervals

ShortMame +
aChemical —‘ +
T T T

10° 107 10° 10° 10°
EDe: pg cm™

80,000

ED,, estimates represented as centered 90% credible intervals (thin line), 50%
credible intervals (thick line), and median (bullet). Point of Departure (vertical
purple line).

Click “Next” and Download to download results as either

an Excel, .CSV or PDF file.

SERS

Safety, Environmental file.
& Regulatory Science

Data are populated to the “Substances” tab in the Excel

T~

POD for TG 497 DA use, in ug/cm?

Percentiles are provided as additional information on the
distribution, but are not required for MAD

< Prev Next )

B Download Excel Spreadsheet

OECD TG 497 DA (version 1.0) Analysis

‘ B Download CSV Formatted Text File
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Troubleshooting Tips

Remember, the model can run on a single data input but a minimum of 2 input data types across KEs is
required for the OECD GL 497 version to be actable under MAD.

If you get a recovery error when trying to download the data, click ‘yes’ to recover (or use .csv).
When filling in the input spreadsheet:

DO NOT
« Delete any tabs (even if you aren’t using that data type)

Add the substance name/unique CAS to tabs where you don’t have that data type

DO
« Read the 'key’ tab

* Fillin‘'Short Name’ (in each data tab) even if it's the same as the substance name
« Check your units
« Input data for all headers for each data type you have available
If you don’t have a datapoint, use > max. dose’ tested as a surrogate or 0% for lys peptide

S E RS depletion if not available

Safety, Environmental
& Regulatory Science
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SECTION 3» Application of SARA-ICE

Undever

Example Case Study: Geraniol

> Using NAM data only, generate a PoD (SARA-ICE DA)

SARA-ICE Input Data:

Note, although | have used a single data
point from each possible NAM input type, it
may be more realistic to assume you have 1
piece of evidence per key event...

— oy —

e s DES—S S et

CD86, EC150

(ug/mbl)

123

P

Substance Name CASRN Mw KeratinoSens
l (g/mol) EC1.5 (UM)
I Geraniol 8007-13-4 154.25 209.8
DPRA hCLAT
Depletion Cys (%) Depletion Lys (%) CD54, EC200
(ug/ml)
12.3 2.6 >168
kDPRA USENS
log Kmax (M-1 s- CD86, EC150
1) (ug/ml)
-34 53.6

SERS

Safety, Environmental
& Regulatory Science

21
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Generating a PoD for Geraniol: SARA-ICE DA (GL 497)

BE An official website of the United States government Here's how you know v

Calendar & Events | Mews & Media | GetlInvolved | Support

National Toxicology Progrcm

" U.S. Department of Health and Human S

SARA-ICE Overview » LoadInputFile »  Select Model )) Download Analysis

Q. search the NTP Website SEARCH

SARA-ICE DA OECD TG497 (v1.0) Results SARA-ICE DA OECD TG497 (v1.0) Prediction Intervals

subst CASRN boD* EDg; Percentiles (pg cm)
ubstance

5th 50th 95th EDy; Prediction Interval'
Geraniol 8007-13-4 3,600 170 4,400 39,000
POD* - Point of departure - geometric mean of the EDy,, predicated on being a sensitizer 80,000
Geraniol_ *—
102 10° 10¢ 10°
EDe pg cm

- EDO01 estimates represented as centered 90% credible intervals (thin line), 50% credible intervals (thick line), and
median (bullet). Point of Departure (vertical purple ling).

Download Analysis »

© BACKTOTOP

SERS

Safety, Environmental
& Regulatory Science



SECTION 3> Application of SARA-ICE U;\LQWW
NAM PoD Margin of Exposure (MoE) in Risk Assessment

Acceptable Margin of Exposure (acceptable MoE) = a value
above which a risk assessor may usually conclude low risk for
their safety assessment.

An approach to define NAM PoD equivalent acceptable MoEs

has been published in the ICCS Best Practise Guidance 2025 D rieel e Suidene Restimant
so that SARA-ICE PoDs can be applied in current risk ICCS BpG | emmeksapeons Cae s

assessment methodologies such as QRA. This is beyond the
scope of the OECD GL.

SERS

Safety, Environmental
& Regulatory Science



SECTION 3> Application of SARA-ICE UA&QA}W
NAM PoD Margin of Exposure (MoE) in Risk Assessment

. Traditionally, values of 100 or above have been used as acceptable MoE. E]E]

for NAM PoDs, Reynolds et al., 2025 statistically analysed e L
a) differences between NESILs vs benchmark exposures _. :
b) differences between NESILs and NAM PoD. @ B 1)

Reynolds et al., 2025

+ To convert acceptable MoE for a human derived NESIL — acceptable MoE ~;

Table 11. Side by Side Comparison of the Acceptable MoE from a Traditional
NESIL-Based Risk Assessment to that for PoDnam from SARA-ICE

2
B+ By + (5= ) ’1 t dﬂ;‘ if5=p+ L. Acceptable MoE for traditional, NESIL- Median of the distribution for the
. T 1- 145 .-fg!u based risk assessment acceptable MoE for SARA-ICE PoDs
log,,(NAM MoE) = a 3 3
5 IS < [+ —. 10 10
1— ||1 +E§a}

30 30

100 100

300 360

1.000 1.700

S E R S Source: Reynolds et al. 2025

Safety, Environmental
& Regulatory Science
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SECTION 3> Application of SARA-ICE U;\LQWW
NAM PoD Margin of Exposure (MoE) in Risk Assessment

Traditional Quantitative Risk Assessment* SARA-ICE DA Risk Assessment
Derive NESIL Derive SARA-ICE PoD
Derivt SAF Define Acc!p’roble MoE
v
NESIL / SAF = AEL PoD / acceptable MoE = AEL
v v
Acceptable risk = AEL / CEL 2 1 Acceptable risk = AEL / CEL = 1
OR

PoD / CEL =2 acceptable MoE

S E RS *Api et al., Regul Toxicol Pharmacol 2020, DOI: 10.1016/.yrtph.2020.104805

Safety, Environmental
& Regulatory Science



SECTION 3> Application of SARA-ICE UA,LQWW
NAM PoD Margin of Exposure (MoE) in Risk Assessment

Example Geraniol Risk Assessment

“ Value (pg/cm?) Acceptable MoE SARA-ICE Risk Assessment

Quantitative (SARA-ICE)

Derive SARA-ICE PoD

Ta'l:'l - - Fal B | n Fall il | F L] LD | ' & LN | mar T La o) ME ¥ '1 ‘
Product ' 1(
: . SARA-ICE DA OECD TG497 (v1.0) Results - Define Accep’roble MOE
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L.uug | L./ug . _
Source: Reynolds ot al 2025 Acceptable I'IS|<A— AEL /|CEL|= 1
VOMNY/ Il |(MLL) [/ vF.IdhdY/ el |V~ LL) — V.00 PoD / CEL > O(ézep-l-gble MOE
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Summary

« SARA-ICE allows flexible use of a range of OECD TG NAMSs (as well as historical LLNA/Human data)

« SARA-ICE DA fulfils a gap in the current OECD TG 497 on defining a PoD for risk assessment

Undever

 SARA-ICE DA PoDs are acceptable under MAD and can be applied in current skin sensitisation risk assessment methods

SERS

Safety, Environmental
& Regulatory Science

OECD GL 497

SARA-ICE Evaluation
(Annex 11)

SARA-ICE User

Interface
| i (e)




Acknowledgements Unilover-

With thanks to the Unilever and NICEATM teams who developed the SARA-ICE model.

Unilever NICEATM and Contract Support Team
s E RS Integrated
Chemical

Environment

Safety, Environmental
& Regulatory Science

Georgia Joe Nicola Gavin emily.reinke@inotiv.com
Reynolds Reynolds Gilmour Maxwell

[W: Cq georgia.reynolds@unilever.com

SERS

Safety, Environmental
& Regulatory Science




	Slide 1: SARA-ICE DA: defining a PoD for skin sensitisation risk assessment
	Slide 2
	Slide 3
	Slide 4: Defined Approaches for Skin Sensitisation
	Slide 5: SARA-ICE Model Overview
	Slide 6: SARA-ICE Model Overview
	Slide 7: SARA-ICE DA (OECD GL 497)
	Slide 8: SARA-ICE DA (OECD GL 497)
	Slide 9: SARA-ICE DA (OECD GL 497)
	Slide 10
	Slide 11: Accessing the Tool
	Slide 12: User Interface Layout
	Slide 13: General guidance
	Slide 14: Selecting an input file
	Slide 15: Populating the Data Input File
	Slide 16: Selecting the correct SARA-ICE model
	Slide 17: During the analysis phase… 
	Slide 18: Viewing the analysis – SARA-ICE DA (OECD GL 497) 
	Slide 19: Troubleshooting Tips
	Slide 20
	Slide 21: SECTION 3▸ Application of SARA-ICE  
	Slide 22: SECTION 3▸ Application of SARA-ICE  
	Slide 23: SECTION 3▸ Application of SARA-ICE  
	Slide 24: SECTION 3▸ Application of SARA-ICE  
	Slide 25: SECTION 3▸ Application of SARA-ICE  
	Slide 26: SECTION 3▸ Application of SARA-ICE  
	Slide 27
	Slide 28

