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Reviewer summary:

This part of dossier has been submitted to support registration of the plant protection product ORONDIS EVO
(product code A22773A an a SC formulation containing 250 g/L azoxystrobin and 12 g/L oxathiapiprolin) accord-
ing art. 33 of 1107/2009.

dRR Part B10 has been reviewed for the purposes of ongoing registration and also checked its compliance with the
current guidelines. Information has been considered as sufficient and appropriate for concluding.

- azoxystrobin ground water metabolite R234886 which was predicted to occur in groundwater at concentrations
above 0.1 pg/L during the PRAPeR 71 meeting has been recognized by the experts as not toxicologically
relevant; Toxicological relevance NO, Rat, oral LDsp > 5000 mg/kg bw; negative in an in vitro bacterial mu-
tation test; covered by the toxicological assessment of azoxystrobin; reference values of azoxystrobin apply;
(for details refer EFSA Conclusion on the peer review of the pesticide risk assessment of the active substance
azoxystrobin. EFSA Journal 2010; 8(4):15421542),

- oxathiapiprolin ground water metabolite IN-E8S72 which was predicted to occur in groundwater at concentra-
tions above 0.1 pg/L was concluded not toxicologically relevant, (for details refer EFSA 2016. Conclusion on
the peer review of the pesticide risk assessment of the active substance oxathiapiprolin. EFSA Journal
2016;14(7):4504,19 pp).

Document refers data related to the forming of metabolites in the environment summarized below (for details see
dRR B8):

- The results of FOCUS groundwater calculation for azoxystrobin indicated that PECgw values do not exceed the
regulatory trigger of 0.1 pug/L at 1 m depth in any of the scenarios.
The maximum PECgw of rao1553 and R402173 were below 0.1 pg/L in all scenarios.
The sorption of metabolites R234886 is pH dependent. Therefore, the simulations were performed at Tier 1
using PUF=0 and specific Ky values for acidic and alkaline soils. The maximum Tier 1 PECewWwas 5.21 pg/L.
Further simulations were performed for metabolite R234886 at Tier 2 using PUF=0.5. The maximum Tier 2
PECgsw was 5.09 ug/L.

- The results of FOCUS groundwater calculation for oxathiapiprolin, indicated that PECg, values do not exceed
the regulatory trigger of 0.1 pg/L at 1 m depth in any of the scenarios.
The maximum PECgw of IN-RDT31, IN-RAB06 and IN-QPS10 were below 0.1 pg/L in all scenarios.
However, PECy, for metabolite IN-E8S72 exceed this threshold. The maximum PECgw was 1.93 pg/L.

10 Relevance of metabolites in groundwater

10.1 General information

The PECgw of the azoxystrobin metabolites R402173 and R401553 were < 0.1 pg/L in the relevant ap-
plication patterns (please see A22773A, Part B, Section 8.8.2 and Table 10.1 1 below). No assessment is
thus required for these metabolites. Nevertheless, the azoxystrobin metabolite R234886 is predicted to oc-
cur in groundwater at concentrations above 0.1 ug/L (see please see A22773A, Part B, Section 8.8.2). As-
sessment of the relevance of these metabolites according to the stepwise procedure of the EC guidance
document SANCO/221/2000 —rev.10 is therefore required.

The PECow of the oxathiapiprolin metabolites IN-RDT31, IN-RABO06 and IN-QPS10 were < 0.1 pg/L in
the relevant application patterns (please see A22773A, Part B, Section 8.8.2 and Table 10.1-2 below). No
assessment is thus required for these metabolites. Nevertheless, the oxathiapiprolin metabolite IN-E8S72
is predicted to occur in groundwater at concentrations above 0.1 ug/L (see please see A22773A, Part B,
Section 8.8.2). Assessment of the relevance of these metabolites according to the stepwise procedure of the
EC guidance document SANCO/221/2000 —rev.10 is therefore required.
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General information on the metabolites are provided in Table 10.1-1 and Table 10.1-2. The impact of the
relevance assessment on whether a particular GAP use leads to acceptable risk or not is presented in the
summary of the cGAP evaluation in Part B, Section 8 (Environmental fate and behaviour).

Table 10.1-1:

General information on the azoxystrobin metabolites

Name of active
substance

Metabolite name
and code

Structural/molecular formula

Trigger for relevance assessment

Azoxystrobin

R234886

Max PECow

Based on:

521 ng/L
FOCUS-PEARL
(v4.4.4), application to
Onions ,2 x250 g
a.s./ha, BBCH 11-49,
Hamburg scenario

R402173

Max PECow

Based on:

0.084 pg/L

FOCUS-PELMO
(v5.5.3), application to
cabbage, 2 x 250 g
a.s./ha, BBCH 11-49,
Porto scenario

R401553

Max PECew

Based on:

0.002 pg/L

FOCUS-PEARL
(v4.4.4), FOCUS-
PELMO (v5.5.3),
FOCUS-MACRO
(v5.5.4), application to
cabbage, 2 x 250 g
a.s./ha, BBCH 11-49,
Hamburg scenario

Table 10.1-2: General information on the oxathiapiprolin metabolites
Name of active | Metabolite name .
Structural/molecular formula Trigger for relevance assessment
substance and code
Oxathiapiprolin | IN-RDT31 FoF Max PECgw |<0.001 pg/L
; ’N\N Based on: All models, all uses
x }\ and all scenarios
CHy 7 N
Oxathiapiprolin | IN-RAB06 HO 0 Max PECgw |<0.001 pg/L
Based on: All models, all uses
and all scenarios
Oxathiapiprolin | IN-QPS10 Max PECgw |<0.001 pg/L
Based on: All models, all uses
and all scenarios
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Name of active

Metabolite name

Structural/molecular formula

Trigger for relevance assessment

substance and code
Oxathiapiprolin | IN-E8S72 . Max PECgw |1.93 png/L
OH
Based on: FOCUS PEARL
F v4.4.4 | application

to Onions,2 x 12 g
a.s./ha, BBCH 11-49,
Thiva scenario

10.2

Summary:

Relevance assessment of the azoxystrobin metabolite R234886

The relevance of the groundwater metabolite R234886 has already been assessed and the assessment agreed
at EU level (see Azoxystrobin, EFSA Journal 2010; 8(4):15421542), and the relevance assessment is
applicable as well for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions
reached at Step 4 and 5 of the relevance assessment made at the EU-level are valid also with regard to the
PECqyw calculated for the GAP and groundwater scenarios considered in this dRR). Metabolite R234886 is
not considered relevant according to the criteria laid down in the EC guidance document SANC0/221/2000
—rev.10. A summary of the relevance assessment is given in Table 10.2-1 and the corresponding studies are
listed in the corresponding sections.

Table 10.2-1: Summary of the relevance assessment for R234886
Assessment step Result of assessment
STEP 1 Metabolite of no concern? no
STEP 2 Max PECgw 521 = pg/L
Quantification Based on FOCUS-PEARL (v4.4.4),
of groundwater application to Onions, 2 x 250 g
contamination a.s./ha, BBCH 11-49, Hamburg
scenario
STEP 3 Stage 1 Biological activity comparable to No
the parent?
Stage 2 Genotoxic properties of metabolite | Non genotoxic
Hazard assess- Stage 3 Toxic properties of metabolite; Acute oral toxicity:
ment > 5000 mg/kg bw
Acute dermal toxicity:
> 2000 mg/kg bw
Classification of parent H331
Classification of metabolite None
STEP 4 Estimated consumer exposure via | not acceptable (>0.75 pg/)
drinking water and other sources;
threshold of concern approach
STEP 5 Refined risk assessment acceptable
Consumer
health risk as- Predicted exposure (% of ADI) Adult: <1 % of ADI?
sessment Child: < 1 % of ADIY
Infant: < 1 % of ADI°
ADI based on The ADI for R234886 was derived
from a 2-year rat study and using a
safety factor of 100. The ADI for
R234886 is 0.2 mg/kg bw/day

2 ADI utilisation (%) = [PECqw (ng/L) x water consumption (L/day) x 100] / [bw (kg) x 1000 x ADI (mg/kg bw/day]
Calculation of risk (% ADI) for 60-kg adult (consuming 2.0 L/day)
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b ADI utilisation (%) = [PECgw (ng/L) x water consumption (L/day) x 100]/ [bw (kg) x 1000 x ADI (mg/kg bw/day]
Calculation of risk (% ADI) for 10-kg adult (consuming 1.0 L/day)
¢ ADI utilisation (%) = [PECgw (ng/L) x water consumption (L/day) x 100] / [bw (kg) x 1000 x ADI (mg/kg bw/day]
Calculation of risk (% ADI) for 5-kg adult (consuming 0.75 L/day)

10.2.1 STEP 1: Exclusion of degradation products of no concern

R234886 does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.

It cannot be excluded as a product of no concern as R234886 is not:

e COz or an inorganic compound, not containing a heavy metal;

e an organic compound of aliphatic structure, with a chain length of 4 or less, consisting only of C, H,
N or O atoms and which has no "alerting structures™ such as epoxide, nitrosamine, nitrile or other
functional groups of known toxicological concern;

e asubstance which is known to be of no toxicological or ecotoxicological concern, and which is natu-
rally occurring at much higher concentrations in the respective compartment;

and therefore needs further assessment.

10.2.2 STEP 2: Quantification of potential groundwater contamination

PECgw calculations after leaching from soil for R234886 were performed considering the proposed use of
A22773A on various crops. The groundwater concentration of R234886 was predicted to exceed 0.1 pg/L
in a number of FOCUS scenarios and the maximum concentration is 5.21  pg/L. Details are given in Part
B, Section 8.8.

10.2.3 STEP 3: Hazard assessment — identification of relevant metabolites

10.2.3.1 STEP 3, Stage 1: screening for biological activity

The study on biological activity performed on R234886 has been previously reviewed under Council Di-
rective 91/414/EEC (EFSA Journal (2010) 8(4), 1542).

Based on evidence from a fungicide screen, R234886 did not show any fungicidal activity when applied
at rates known to be effective for parent azoxystrobin. Therefore R234886 is not considered to be biolog-
ically active.

Furthermore the available data indicate that R234886 is considerably less ecotoxic than the parent
azoxystrobin, confirming the difference in activity between the two substances.

10.2.3.2 STEP 3, Stage 2: screening for genotoxicity

A study on genotoxicity performed on R234886 has been previously reviewed under Council Directive
91/414/EEC (EFSA Journal (2010) 8(4), 1542).

The mutagenic potential of R234886 was evaluated in a bacterial mutagenicity assay over a range of con-
centrations using four strains of Salmonella typhimurium (TA1535, TA1537, TA98 and TA100) and two
strains of Escherichia coli (WP2 (pKM101) and WP2 uvrA (pKM101)) in the presence and absence of a
rat liver-derived metabolic activation system (S9-mix).

Under the conditions of this assay, R234886 gave a negative, i.e. non-mutagenic, response in S.typhimurium
strains TA1535, TA1537, TA98 and TA100 and E.coli strains WP2 (pKM101) and WP2 uvrA (pKM101)
in both the presence and absence of S9-mix.
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Further, R234886 is the acid metabolite of azoxystrobin and has been identified in the plasma of rats and
rabbits following administration of parent azoxystrobin. The glucuronide conjugate of R234886 (metabo-
lite V) is found at high levels, i.e. up to 29% of the dose in bile, in rats dosed with parent azoxystrobin
(Azoxystrobin DAR Volume 3, Annex B.6).

Gene mutation tests with mammalian cells and chromosome aberration tests have not been conducted with
R234886 because there was deemed to be adequate exposure to R234886 in the in vivo genotoxicity studies
conducted with parent azoxystrobin. Azoxystrobin was found to be negative in the established in vivo
assays for chromosomal damage (i.e. clastogenicity) and for interaction with the DNA (UDS test for DNA
damage and repair) and furthermore, chronic studies have not shown any evidence of carcinogenicity in
mouse and rat.

Based on evidence from a bacterial mutagenicity study with R234886 and in vivo genotoxicity tests with
the parent azoxystrobin, it is concluded that metabolite R234886 is not genotoxic and further testing is not
required.

10.2.3.3 STEP 3, Stage 3: screening for toxicity

Extensive toxicity testing of the active substance has been carried out and the results are described in detail
in the EFSA Journal 2010; 8 (4): 1542.

The toxicity of azoxystrobin and R234886 has been evaluated in acute oral toxicity tests. The results of
these studies indicate that neither azoxystrobin nor R234886 exhibits any toxicity at doses up to 5000 mg/kg
bw. Toxicity tests with azoxystrobin are considered representative of the potential effects of R234886
because R234886 is the acid metabolite of azoxystrobin and has been identified in the plasma of rats and
rabbits following administration of parent azoxystrobin. The glucuronide conjugate of R234886 (metabo-
lite V) is found at high levels, i.e. up to 29% of the dose in bile, in rats dosed with parent azoxystrobin
(Azoxystrobin DAR Volume 3, Annex B.6). The toxicological properties of azoxystrobin have been thor-
oughly evaluated and azoxystrobin has been shown to have low acute toxicity, is not genotoxic in vivo and
showed no evidence of carcinogencity in either the rat or mouse when dosed for up to two years. Further-
more, azoxystrobin is not teratogenic or reprotoxic and does not exhibit evidence of neurotoxicity in any of
the toxicity studies conducted. Therefore, the active substance does neither fulfil the criteria for classifica-
tion and labelling for reproductive or developmental toxicity nor for carcinogenicity.

The parent compound azoxystrobin is not classified for reproductive toxicity, mutagenicity or carcinogenic
properties, i.e. is not classified with either the signal word Danger or Warning, the pictogram GHS08, or
with the hazard phrases; H340, H341, H350, H351, H360, H361 or H362. Consequently toxicity testing
with R234886 is not required based on these criteria.

The active substance azoxystrobin fulfils the criteria for classification and labelling as ‘toxic’ with regard
to inhalation toxicity (GHS06, Signal word; Danger, H331), however for groundwater metabolites inhala-
tion toxicity is of limited relevance.

In the case of R234886 it has to be considered that this metabolite occurs not only in groundwater, but is
also generated in mammalian metabolism in a considerable fraction. Therefore, EFSA decided during the
Peer Review process for the active substance, that non-relevance of the metabolite R234886 can be demon-
strated based on the available data. In the EFSA conclusion on the pesticides peer review of the active
substance azoxystrobin, the metabolite R234886 is classified as not relevant for groundwater (see EFSA
Journal 2010; 8(4):1542). Furthermore, data from ecotoxicity tests also indicate that R234886 is consider-
ably less toxic to aquatic and soil organisms than the parent azoxystrobin.

10.2.4 STEP 4: Exposure assessment — threshold of concern approach

The potential exposure to R234886 is > 0.75 pg/L but < 10 ug/L. A further assessment in Step 5 is required.
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10.2.5 STEP 5: Refined risk assessment

Acute oral toxicity tests in the rat indicate that R234886 does not exhibit greater toxicity than the parent
azoxystrobin. Furthermore, the occurrence of R234886 as a rat metabolite in studies with technical
azoxystrobin indicates that the toxicity of R234886 can be addressed by data for azoxystrobin. Therefore,
the worst-case chronic endpoint for azoxystrobin will be used for the purposes of addressing the risk of
R234886 to humans as a result of groundwater contamination. The worst-case NOAEL for azoxystrobin
is 18 mg a.s./kg bw/day based on the data from the 2-year rat study (EFSA Journal 2010; 8 (4): 1542).
Using this endpoint and a safety factor of 100, an acceptable daily intake (ADI) for R234886 is
0.2 mg/kg bw/day. Therefore, on the basis that exposure through drinking water should not account for
more than 10% of the ADI, and assuming an average water intake of 2 L/day by a 60 kg person, the ac-

ceptable safe drinking water concentration for R234886 is 0.6 mg/L.

Table 10.2-2: Refined risk assessment — Derivation of acceptable daily intake (ADI)
. . . ADI
Metabolite Chronic Endpoint Safety Factor (mg/kg bw/day)
R234886 2-year rat study: 100 0.2 mg/kg bw/day
18 mg a.s./kg bw/day

The maximum predicted groundwater concentration of R234886 following applications of azoxystrobin is
ug/L. This concentration is over 50-fold lower than the acceptable safe concentration of 0.6 mg/L

5.21

and equates to <1% of the ADI.

Calculation of risk (% ADI) for 5-kg bottle-fed infant (consuming 0.75 L/day):

Maximum residue in ground | Water consump- .
water tion Inal';’i'd#taéfc;dy TMDI % of ADI
(ug/L) (L/day) g g (mg/kg bw/day)
5.21 0.75 5 0.000782 <1%
Calculation of risk (% ADI) for 10-kg child (consuming 1.0 L/day):
Maximum residue in ground | Water consump- .
water tion InS\:Zilg#taEI%(;dy /-krNLD I/d % of ADI
m w/da
(ng/L) (Liday) (mo/kg buiday)
5.21 1.0 10 0.000521 <1%
Calculation of risk (% ADI) for 60-kg adult (consuming 2.0 L/day):
Maximum residue in ground | Water consump- L
water tion Insvlgi'g# taélg;,] c;dy (mg /Ig;vi!)[\?vll day) % of ADI
(ng/L) (L/day)
5.21 2 60 0.000174 <1%

In conclusion, levels of exposure of R234886 which has the potential to exceed 0.75 pg/L in groundwater

at 1m depth, are far below the established ADI and do not present a risk to human health.

10.3

Summary:

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment

Relevance assessment of the oxathiapiprolin metabolite IN-E8S72
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agreed at EU level (see Oxathiapiprolin, EFSA Journal 2016;14(7):4504), and the relevance assessment
is applicable as well for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions
reached at Step 4 and 5 of the relevance assessment made at the EU-level are valid also with regard to the
PECqw calculated for the GAP and groundwater scenarios considered in this dRR ). IN-E8S72 is not con-
sidered relevant according to the criteria laid down in the EC guidance document SANCO/221/2000 —
rev.10. A summary of the relevance assessment is given in Table 10.3-1 and the corresponding studies are
listed in the corresponding sections.

Table 10.3-1: Summary of the relevance assessment for IN-E8S72
Assessment step Result of assessment
STEP 1 Metabolite of no concern? no
STEP 2 Max PECgw 1.93 pg/L
Quantifi- ..
cation of Based on FOCUS PEARL v4.4.4 / application
ground- to Onions, 2 x 12 g a.s./ha, BBCH
water con- 11-49, Thiva scena rio
tamina-
tion
STEP 3 Stage 1 Biological activity comparable to the |no
parent?
Hazard Stage 2 Genotoxic properties of metabolite non-genotoxic
assess- Stage 3 Toxic properties of metabolite; none
ment
Classification of parent none
Classification of metabolite none
STEP 4 Estimated consumer exposure via not acceptable (>0.75 pg/L)
drinking water and other sources;
threshold of concern approach
STEP 5 Refined risk assessment acceptable
Consumer
health Predicted exposure (% of ADI) Adult: < 0.1 % of ADI?
risk as- Child: < 0.1 % of ADI?
sessment Infant: < 0.1 % of ADI®
ADI based on The ADI for IN-E8S72 was derived
from the 28-day toxicity studies in
the rat study and using a safety factor
of 1000. The ADI for IN-E8S72 is
1.157 mg/kg bw/day.

2 ADI utilisation (%) = [PECgw (ug/L) x water consumption (L/day) x 100] / [bw (kg) x 1000 x ADI (mg/kg bw/day]
Calculation of risk (% ADI) for 60-kg adult (consuming 2.0 L/day)
b ADI utilisation (%) = [PECgw (ug/L) x water consumption (L/day) x 100] / [bw (kg) x 1000 x ADI (mg/kg bw/day]
Calculation of risk (% ADI) for 10-kg adult (consuming 1.0 L/day)
¢ ADI utilisation (%) = [PECqw (ng/L) x water consumption (L/day) x 100] / [bw (kg) x 1000 x ADI (mg/kg bw/day]
Calculation of risk (% ADI) for 5-kg adult (consuming 0.75 L/day)

10.3.1 STEP 1: Exclusion of degradation products of no concern

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment
agreed at EU level. Therefore only summary of the relevance assessment is given in Table 10.3-1.

10.3.2 STEP 2: Quantification of potential groundwater contamination

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment
agreed at EU level. Therefore only summary of the relevance assessment is given in Table 10.3-1.
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10.3.3 STEP 3: Hazard assessment — identification of relevant metabolites

10.3.3.1 STEP 3, Stage 1: screening for biological activity

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment
agreed at EU level. Therefore only summary of the relevance assessment is given in Table 10.3-1.

10.3.3.2 STEP 3, Stage 2: screening for genotoxicity

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment
agreed at EU level. Therefore summary of the relevance assessment is given in Table 10.3-1.

The following table summarizes the studies conducted with metabolite IN-E8S72, which have been evalu-
ated in the Oxathiapiprolin DAR (Oxathiapiprolin Volume 3 — Annex B.6 (AS) 2015).

Table 10.3-2:  Summary of the results of toxicity studies for IN-E8S72

Type of test, species (Guideline) Result Acceptability Reference*
Ames test Non-genotoxic Yes DuPont-35559*
(OECD 471)

Gene mutation test in mammalian cells | Positive Yes DuPont-35560*

In vitro chromosome aberration Non-genotoxic Yes DuPont-35561*

In vivo micronucleus Non-genotoxic Yes DuPont-36720*

28-day feeding study in rats DO/,:EL 1157 mg/kg Yes DuPont-35562*
w/day

[ indicates that a study was reviewed at EU level

10.3.3.3 STEP 3, Stage 3: screening for toxicity

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment
agreed at EU level. Therefore only summary of the relevance assessment is given in Table 10.3-1.

10.3.4 STEP 4: Exposure assessment — threshold of concern approach

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment
agreed at EU level. Therefore only summary of the relevance assessment is given in Table 10.3-1.

10.3.5 STEP 5: Refined risk assessment

The relevance of the groundwater metabolite IN-E8S72 has already been assessed and the assessment
agreed at EU level. Therefore only summary of the relevance assessment is given in Table 10.3-1.

Table 10.3-3: Refined risk assessment — Derivation of acceptable daily intake (ADI)
. . . ADI
a
Metabolite Chronic Endpoint Safety Factor (mg/kg bw/day)
IN-E8S72 28-day toxicity rat study: 1000 1.157 mg a.s./kg bw/day
1157 mg a.s./kg bw/day

2 according to EFSA (2016)

The maximum predicted groundwater concentration of IN-E8S72 following applications of oxathiapiprolin
is 1.93 ug/L. This concentration is over 1000-fold lower than the acceptable safe concentration of 3.5 mg/L
and equates to <1% of the ADI.
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Calculation of risk (% ADI) for 5-kg bottle-fed infant (consuming 0.75 L/day):

Maximum residue in ground | Water consump- . TMDI
water tion Inw;/ilg#taélg;dy 4 bl % of ADI
m w/da:
(ng/L) (Liday) (m/kg bwiday)
1.93 0.75 5 0.0002895 <1%
Calculation of risk (% ADI) for 10-kg child (consuming 1.0 L/day):
Maxi idue i d | Wat -
aximum rvt\e;teL:e in groun a ertci:grr]lsump Individual body TMDI o6 of AD|
eight (k
(ng/L) (Liday) weight (kg) (mg/kg bw/day)
1.93 1.0 10 0.000193 <1%
Calculation of risk (% ADI) for 60-kg adult (consuming 2.0 L/day):
Maximum residue in ground | Water consump- Individual body TMDI
water tion weight (kg) (mg/kg bw/day) % of ADI
(ng/L) (L/day)
1.93 2 60 0.0000643 <1%

In conclusion, levels of exposure of R234886 which has the potential to exceed 0.75 pg/L in groundwater

at 1m depth, are far below the established ADI and do not present a risk to human health.
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Appendix 1  Lists of data considered in support of the evaluation

List of data submitted by the applicant and relied on
Please refer to Part B Sections 6 and 8.
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Appendix 2  Additional information

No new studies are submitted.



