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CONTEXT

Why How @Z oo
- Address data gaps in risk * The guidance explains key steps in the
assessment read-across workflow to support chemical

S risk assessment
- Ensure scientific robustness and

regulatory consistency across EFSA  Provides context and requirements from
Panels and Units EFSA, linking to existing frameworks like

. o . ECHA and OECD
* Reduce reliance on in vivo animal

data and integrate new approach * Promotes the use of NAMs to strengthen
methodologies (NAMs) evidence and reduce uncertainty
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BACKGROUND

Scope The guidance is specifically applicable to individual substances,
including those that are part of a mixture.

Use It is intended to be complementary and inform the risk assessment
and used as part of a weight-of-evidence (WoE) approach (not as a
substitute of the whole risk assessment process).

Degree of Read-across and the application of this guidance does not supersede

obligation already specified data requirements under existing regulatory
frameworks. Nevertheless, a case can be made to use read-across as
an additional supporting line of evidence in some situations.

Regulatory The acceptance of read-across depends on the context of use,
acceptance the endpoint, and the acceptable level of uncertainty. 5 w
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Applicants Data Risks assessors
. Data requirements under an ®
FETHEURCIETT e B o ® _©O existing regulatory framework Evaluation of data r
(e.g. food/feed additives and L [ ) _ ° 2
flavourings, pesticides active - -
substances)

- New data* can be requested I
I a

Fill-in data gaps by
applying the read-
across approach

Use read-across as an

Applicants generate new data* additional supporting || Read-across
to support the read-across case line of evidence, to guidance
P inform the risk <
.H Read-across assessment as part of Risk assessors use existing data to
| | guidance overall weight-of- determine the feasibility and apply the
evidence read-across
Fill-in data gaps by
applying the read-
across approach
\ 4 l
[
No legal data requirements .
Non-regulated chemicals/products I _g_ o E _____ . o Evaluation of data R T
(e.g. food/feed contaminants) Data assembled by risk assessors I % ‘
/ authorities V
New data cannot be requested Data

Risks
applicants assessors



BACKGROUND

« Read-across is a method used in chemical risk
assessment to predict the toxicological properties of a
data-poor substance (target) by using known
information from one or more data-rich substances

(source) that are structurally and mechanistically ¢~
similar. "" °g °},

- Read-across is endpoint-specific, meaning predictions e o "R
are made for a defined property relevant to the N
assessment. Hc>§ L

() “0

- Read-across workflow involves several steps, each with =

some uncertainty, which must be handled transparently
and objectively to ensure scientifically sound and
re | | a b | e con Cl us | ons. Visual generated by Al (Microsoft Copilot)
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READ-ACROSS WORKFLOW

Step 1. Problem formulation

¥
Step 2. Target Substance

Characterisation
¥

Step 3. Source
Substance Identification

¥

Step 4. Source
Substance Evaluation

¥
Step 5. Data Gap Filling

¥
Step 6. Uncertainty
Assessment

Uncertainties
acceptable relatively to
the decision context?

YESl

Conclude and report read-

across assessment

4

NO

Assemble/generate additional
supporting information (e.g.
NAMs, AOPs, MoA) to reduce
uncertainties

YES

Can uncertainty be
reduced with further
lines of evidence?

NO
(read-across not possible)
Generate target substance-
specific data to inform risk
assessment

The guidance provides detailed explanation of the key
aspects that need to be considered at each step of
read-across approach, as a support tool to the overall
risk assessment process:

1. Problem Formulation

Target Substance Characterisation
Source Substance Identification
Source Substance Evaluation

Data Gap Filling

S T T

Uncertainty Assessment

— Conclusion of the assessment



READ-ACROSS WORKFLOW |

1. Problem formulation

Define the regulatory
context, data gaps, and
acceptable uncertainty.

Outcome

Clear identification of the
endpoint and scope of the
read-across.

Uncertainties with major
impact (examples)

Unclear purpose, unclear
substance identity,
undefined uncertainty
acceptability.

2. Target Substance
Characterisation

Gather hazard data and
define the read-across
hypothesis.

A strategy for identifying
suitable source
substances.

No relevant data found,
unclear scope of the data
gaps, MoA insufficiently
understood.

3. Source Substance
Identification

Find analogues with
structural or functional
similarity.

A list of candidate source
substances.

Poorly defined similarity
rationale, no information
on the quality of the
databases.

_ | 4. Source Substance
| Evaluation

Assess relevance and
quality of source
substances.

Selection of suitable
analogues for read-
across.

Lack of
toxicokinetic/dynamic
similarity, poor data
quality.
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Use source data to fill
gaps for the target
substance.

5. Data Gap Filling

Outcome

Evidence supporting
hazard prediction.

Uncertainties with major
impact (examples)

Weak integration with
other data to complete
the overall WoE.

Evaluate if the read-
across is scientifically
justified.

6. Uncertainty
Assessment

Decision on acceptability
or need for refinement.

Provide a structured and
transparent
documentation of the
read-across process,
clearly stating the
conclusion and
associated uncertainties
for the intended
regulatory purpose.

Conclusion and reporting

Conclusion of the read-
across and description of
uncertainties.

Scientific rationale and
strategy, search criteria
and sources used.

Use of reporting tools
(e.g. OECD QSAR
Toolbox, IUCLID
templates).
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GUIDANCE IMPLEMENTATION |

Purpose: methodological support for implementing Mandate: M-2025-00103
the guidance on the use of read-across for
chemical safety assessment in food and feed. EFSA-Q-2025-00556

Objectives: promote consistency and
harmonisation in the application of the guidance

across EFSA activities. Deadline: 1 Jan 2029
« Offer scientific advice: assist EFSA Units and
Panels in addressing methodological WG/U/MESE/2025/03 - WG Read-Across

questions and challenges that may arise
during implementation

 Provide training: ensure a clear understanding
of the guidance and its practical application by
the business operators and risk assessors
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Thank you




STAY CONNECTED

efsa.europa.eu/en/news/newsletters
efsa.europa.eu/en/rss
Careers.efsa.europa.eu — job alerts

Science on the Menu —Spotify, Apple Podcast and YouTube

@efsa.bsky.social

; : : Linkedin.com/company/efsa
@efsa-animals.bsky.social @efsa-plants.bsky.social

@onehealth_eu efsa.europa.eu/en/contact/askefsa
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