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Background Information to include in the IATA case study Key learnings
The Organisation for Economic Co-operation and Development (OECD) is an international 1. Introduction [@):::i-4: () - Following the submission of an IATA case study to the OECD, expert reviewers from
standards-making body that collaborates with multiple stakeholders to establish evidence- 2. Purpose International regulatory authorities and other stakeholders provided feedback:
based guidance. ' * - - i
, _ _ | | L _ (e.g., Purpose of use, target chemical, endpoint(s), Exposure) oy LSRR 4 Inellusian sine Exelusion Gl e o7 [Rean R0
OECD launched the IATA Case Studies Project with the intention of building experience | _ L e e - More Detailed explanation for toxicological modes of action
through case studies that demonstrate their use to fulfill regulatory needs for product 3. Hypothesis for performing IATA E] et e B | |
safety assessment. 4. Approaches used Discussion of why the lowest dose level was not selected
(e.g., AOP, read-across, defined approach) - Difference in country perspectives as to the adequacy of data and usefulness of
. . . the approach
5. Data/Information gathering Application of IATA | |
OECD IATA Case Stu dy Pr()j ect (e.g., summary of data, uncertainty, strategy for integration) Out of the comments came the following key learnings:
- Adapt and expand the existing OECD guidance on grouping and read across to
Develop Present Submit Review Publish Workshops reflect a fit-for-purpose agrochemical application of existing data.
| | A weig ht of evidence to estimate point of d eparture for * Retrospective analyses illustrated that the IATA would result in health protective
| | : : decisions.
Case Case chronic risk | | - -
Study v1 Study  Implementing such an IATA will require direct communication between the
- final : CHEMICAL / ACTIVE SUBSTANCE registrant and the regulatory agency that will be evaluating the submission.
\/-r \_/-r
: | Strongest aspects of the case study
“—>  Structural analogs; categorical or 1:1 read across assessment
Read -aC r O S S u S ed I n Wel g h t Of EV I d e n C e aS S eS S m e n t CHASS OF CREMISTRY <« QSAR Structural alerts for (i) genotoxicity, (ii) systemic toxicity for active substance
and analogs Weight of Evidence assessment:
_Target * Mutagenic, aneugenic, Standard risk assessment for The WoE approach was reasonable and well thought out, as a framework. A WoE
GENOTOXICITY and/or lastogenic genotoxic chemicals approach is used to estimate the POD without using rodent lifetime assays.
(>
Chemistry
5 Saflufenacil Chronic Risk Plot
B Doesthe target chemical beter align with one subomtegony? Tamimoto scores. ToxPrints. Dice sty inden. - * Le-05
4§ \Identify chemical analogues with close pMOA. ' Identify chemical analogues with close structural similarity. e aron «—>  Analogs’ effects can forecast toxicity and influence safety testing strategy
H . - . . le-04
Do the identified chemicals undergo the same chemical changes?
v Identify chemical analogues with similar Phys-Chem.
g \ ADME profile with TK analysis and PBK modelling. Identifies systemic exposure,
% ] «—>  clearance rates, and whether it has a dose proportional exposure. Read Across §0-001
= mddal Scenarios: PHARMACOKINETICS with analogs. <
i;) Mode of a) Toxicity Type 1: MOA = pMOA, no off-target MOA _ _ o o N _ g | , i .
L Action b) Toxicity Type 2: MOA # pMOA, known/unknown off-target MOA <«—  Physical Chemistry characteristics e.g., is it lipophilic? Read across with analogs. ; 0.01 iaﬂUfG-naC” Estimated cPAD
= 5 |
g Are the pIVIOA and MOA similar Perform (quant?tative_) structure activity_relationships analysis to - EJ fecll EPATS
qé for the chemicalanalogues? E?SLZ?J:{;S:S};?SNPS between chemical structure and RELEVANT ASSESSMENT OF BIOLOGICAL EEFECT ' ' 5 0.1
q'J Identify chemicél analogies with similar biological effects. & RESPONSE OF THE AGRO CHEMICAL 3
'8 Biological g
S Mode of Is the MOA well understood? LT
Action Is there off-target MOA? L 1
N— _ «—> Mode of Action research, assess for human relevance
Conduct read across with selected chemical analogues INTERPRETATION OF TOXICITY PROFILE _ _ o 10
<«— |dentify and assess potential for chronic toxicity, based on WOE
St r u Ct u ral S I m I I ar I ty - Use the safety profile of the chemical to characterize the hazard and define the L0
human health protective threshold i.e., dose level for no biological effect(s) 1e-05 1e-04 0.001 0.01 0.1 1 10 100
POINT OF DEPARTURE
» l <«—> WOE supported by input from relevant structural analog chemicals Estimate of Exposure (mg/kg/d)
Group ” <«— Uncertainty Factors
. xadiazon o CONDUCT CHRONIC RISK ASSESSMENT .
- DIthﬂYl ethers <—>  Use patterns & Exposure scenarios Fu rt h er d evel O p m e n t &' g u I d a'n C e
-8~ N-Phenyl-imides - [F'”‘“i"““""‘e\':y']
O 0.04 ; . . .
-~ N-Phenyl-oxadiazolones K NOWLEDGIENTS Mode of Action: Clearly report human relevance of the MOA. Provide case studies with
~®- N-Phenyl-triazolinones y The authors would like to acknowledge the regulators and workshop participants for their time, effort, Els:,:::;g:-ijgsg;, @ quantitative and qua“tatlve non-relevance to human EXpOsUres. Provide more molecular
Sk ar \cm,amne.em,.] and helpful review comments of the case studies. o s e and cellular data to support the MoA and AOP.
Phenylpyrazoles o4 E.IEtFERGE'K'ACEASd AL & Baldassari 1. Battalora M. Casev. W. Clioonger A of af oy Eif?'ff Justification and rationales: The justifications presented in the different sections were
(Butafenacil ilton, G.M., Adcock, C., Akerman, G., Baldassari, J., Battalora, M., Casey, W., Clippinger, A.J., et al. a2 o s gostaotitd o} : e . : : : : :
(2022). Rethinking chronic toxicity and carcinogenicity assessment for agrochemicals project (RECAAP): . guliee i 3875 oo 1., _conS|dered sound. The_ J_ustlflcatlon of the inclusion Of Immun!ty and hormong data and its
framework to support a weight of evidence safety assessment without long-term rodent bioassays. @ . Importance to genotoxicity was good; however, additional rationale and details would be
Regul. Toxicol. Pharmacol. 131, 1-9. doi.org/10.1016/j.yrtph.2022.105160 il C O et R beneficial in some areas.
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