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Genotoxic potential of formulations

EFSA Conclusion (2015)
Conflicting EFSA guidance on genotoxicity assessment of chemical mixtures

“The peer review recognized that the issue of toxicity of the formulations should be considered further as
some published genotoxicity studies (not according to GLP or to OECD guidelines) on formulations
presented positive results in vitro and in vivo. In particular, it was considered that the genotoxic potential of

formulations should be addressed”

If the assessment of all components of a chemically fully defined mixture results
In the conclusion that none of these raises a concern with respect to genotoxicity,

the mixture is also considered of no concern with respect to genotoxicity.

Conclusion from Genotoxicity Assessment of Chemical Mixtures (EFSA, 2019)

/- A considerable volume of genotoxicity data were generated for Art. 43 submissions
which validates the EFSA guidance on mixtures

Question
to AGG o . . . -

/- Will the AGG align with the 2019 EF SA guidance genotoxicity assessment of
chemical mixtures?










Evaluations

Review Primary Study Report(s)

Consider Dose—Response
Consider Statistical Trend Analysis

Review Pathology Report

Review Pathology Working Group Report

Consider histopathology of pre—neoplastic findings
for treatment induced carcinogenesis

Consider all studies; consistency across studies

Evaluate same neoplasm types across same/similar
design in same species

Consistent with Previous Expert Regulatory Reviews

Consistent with OECD Guidance Document 116 on
Conduct & Design of Carcinogenicity Studies

Time

IARC

No
No

Recalculated, positive. No trend if exclude doses 2
limit dose. No trend across all studies

No

No

No

No
e.g. hemangiosarcoma in one mouse study, renal
neoplasms in another mouse study, but not across
both studies for weight of evidence evaluation

No

No

Days/weeks

Experts & Regulators

Yes
Yes

Yes
[negative]

Yes

Yes

Yes
no evidence of pre—neoplastic progression

Yes

(up to 6 mouse and 9 rat chronic/carc studies
considered)
Yes

Yes
Evaluated statistics, biological plausibility,
dose-response, pathology

Months/years





































Rabbit Nutrition

Lagomorphs, hind gut fermenting herbivorous small mammals (including rabbits),

practice coprophagy (consume their own feces) in order to maintain balanced nutrition.
This is a widely known fact and is documented in the scientific literature going back over

130 years;

“L'ingestion des crottes est un phénomene physiologique. Elle aurait pour but de
soumettre les aliments a une seconde élaboration digestive et a une nouvelle
absorption. Cet acte est indispensable a I'entretien de la vie des léporidés” (page

223 conclusions, Morat, 1882).

“Ingestion of droppings is a physiological phenomenon. It would aim to submit food to a
second digestion and a new absorption. This act is essential to the maintenance of
life in rabbits and hares” (English translation page 223 conclusions, Morat, 1882).

Morot MC (1882). Des Pelotes Stomacales des Léporidés. Mem. Soc. Cent. Med. Vet. 12 (1), 139-239.






Questions
: . AGG
Rabbit developmental tox studies t°
/ GTF submitted (2012) in the A1R dossier with rationale for a systemic

//

//

NOAEL, but study was isolate when placed in the dermal absorption section of
the RAR...request consideration of this study for the intended purpose in
upcoming 2020 submission in evaluation, showing rabbit systemic NOAEL
greater than maternally toxic doses in rabbit dev tox studies

AOEL based on maternal toxicity in rabbit
/ should be based on a systemic toxicity endpoint

s (2012) together with [ (1982) sufficient to infer that maternal
toxicity in rabbit developmental toxicity studies is non-systemic?

Given rationale considered by ECHA in RAC 40, not accepting proposed STOT
REZ2 classification based on rabbit dev tox maternal toxicity, does the AGG
agree that rabbit inability to perform coprophagy resulted in compromised
nutrition and mortality and was not a consequence of systemic toxicity?

























Salivary Glands Adaptive Response to an Acidic Diet
Proof of Concept Study with Citric Acid — i} (2010)
Increased basophilic staining and hypertrophy of parotid salivary gland

etory acinar cells

ohyperplasia or cytotoxicity
HEALTHY ADAPTIVE RESPONSE







Toxicokinetic Study — data gap

To evaluate systemic exposure in combination with existing toxicokinetic data after dietary administration

" Rats (8/sex/dose) will be feed test diet for 14 consecutive days (2 doses,
targeting 75 & 400 mg/kg/day) and then basal diet for up to 3 days during which
toxicokinetic samples will be taken (0.5, 2, 5, 8, 14, 24, 36, & 48 hours)

Bioanalytical samples will be analyzed for concentration of glyphosate and
AMPA

/ Parameters evaluated include;
t .. &t (last quantifiable concentration)
! Cax & Cax/dose (normalized peak concentration)
AUC & AUC/dose (normalized daily exposure)

~
—~—

~
—












Thank You!
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Genetox update for representative formulation MON 52276

Based on received questions from Anses for other formulations under Article 43

Micronucleus (in vitro) — Acceptability in question
Lower limit of the positive control HC range is in the upper limit of the negative control HC range

(1) Positive controls should be weakly positive to demonstrate the sensitivity of the assay to detect low level positive responses;
(2) The TG does not specify that the HC ranges must not overlap; (3) Having a weak positive control ensures that the blinded
score is not biased; (4) When HC data is focused on the specific sex and vehicle used in this specific study, there is no overlap of
the ranges.

High dose selection is questioned

The formulation has a fully defined composition, therefore the limit dose is justified. The limit dose provides adequate sensitivity to detect mutagenic
effects of test materials. EFSA’s statement on Genotoxicity assessment of chemical mixtures (2018) supports this choice of doses.

No analysis performed on test substance dose formulations

The test substance dose formulations were prepared freshly just before use and the lack of stability, homogeneity and concentration have no adverse
impact on the validity of the study

Ames — Acceptable with limitations

Some overlap in maximum negative control and minimum positive control values in the HC data

No overlap in the 95% control limits

High dose selection is questioned: See response above

/

No analysis performed on test substance dose formulations: See response above





