REGISTRATION REPORT
Part B
Section 6
Mammalian Toxicology

Detailed summary of the risk assessment

Product code: ADM.03500.F.2.B
(alternative codes: ADM.3500.F.2.B; MCW-2075)

Product name(s): see part A
Chemical active substance:
Prothioconazole, 250 g/L

Central Zone
Zonal Rapporteur Member State: Poland

CORE ASSESSMENT
(authorisation)

Applicant: Country organisation / representative
as specified in Part A

Submission date: June 2021, updated November 2022
MS Finalisation date: November 2022 (initial Core Assessment)
March 2023 (final Core Assessment)




ADM.03500.F.2.B ) Page 2 /55
Part B — Section 6 — Core Assessment Version March 2023
ZRMS version

Version history

When What
2021/06 Version 1 Applicant

November 2022 | Applicant’s update

November 2022 | Initial ZRMS assessment

The report in the dRR format has been prepared by the Applicant, therefore all comments,
additional evaluations and conclusions of the zZRMS are presented in grey commenting boxes.
Minor changes are introduced directly in the text and highlighted in grey. Not agreed or not
relevant information are

March 2023 Final report (Core Assessment updated following the commenting period)

Additional information/assessments included by the zZRMS in the report in response to comments

recieved from the cMS and the Applicant are highlighted in yellow. Information no longer
relevant .
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DATA PROTECTION CLAIM

In order to present a dossier fully compliant with today’s requirements (Reg. 284/2013), studies have
been performed on ADM.03500.F.2.B. Under Article 59, Regulation 1107/2009/EC, on behalf of the
Sponsor Company the applicant claims data protection for the studies conducted with ADM.03500.F.2.B.
The data protection status and corresponding justification as valid for the respective country will be con-
firmed in the respective PART A.

STATEMENT FOR OWNERSHIP

The summaries and evaluations contained in this document may be based on unpublished proprietary data

submitted for the purpose of the assessment undertaken by the regulatory authority that prepared it. Other

registration authorities should not grant, amend, or renew a registration on the basis of the summaries and

evaluation of unpublished proprietary data contained in this document unless they have received the data

on which the summaries and evaluation are based, either —

«  from the owner of the data, or

« from a second party that has obtained permission from the owner of the data for this purpose or,

»  following expiry of any period of exclusive use, by offering — in certain jurisdictions — mandatory
compensation, unless the period of protection of the proprietary data concerned has expired.
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Reviewer comments:

1) This dossier has been prepared to support registration of ADM.03500.F.2.B/ SORATEL 250 EC in Po-
land and zonal registration for which PL was designated zZRMS.

Current application has been submitted for the approval under Art.33 of EU Regulation 1107/2009 of the
product with commercial name SORATEL 250 EC (developmental code ADM.03500.F.2.B), an emulsifia-
ble concentration (EC) formulation containing prothioconazole 250 g/L. ADM.03500.F.2.B is a fungicide in-
tended to be used on cereals and oilseed rape (GAP details see dRR BO0).

Product was not a representative formulation reviewed during the Annex I inclusion/active substance renewal
and has not previously been evaluated in any EU countries according to the Uniform Principles, thus it is not
possible to refer to the DRAR conclusion on PTZ with regard to the formulation studies. Therefore, relevant
data on the plant protection product ADM.03500.F.2.B had to be generated for authorization purposes.

2) zRMS (the Reviewer) analyzed all available data regarding the hazard classification based on ATEmix, com-
position-relevant ingredients, in vitro and in vivo studies. The Reviewer noticed several differences between
outcomes of discussed assessments, thus considering expert judgement and fact that Reg. 1272/2008 clearly
indicated priority of the in vivo studies, ZRMS decided to conclude hazard classification based on in vivo
studies as most valuable source of information.

NOTE:

Table below was initially provided as part of the Article 33 application for ADM.03500.F.2.B submitted in Cen-
tral zone in July 2021 (justifications for new studies (Article 33.3c)).

Applicant, in response to the ZRMS request regarding the availability of reports from existing in vivo studies,
updated the information contained in the table below. Amended text in the November 2022 version is highlighted
in grey). Also Applicant clarified that all in vivo studies were not performed with intention for use within the EU.
It was however performed to satisfy the regulatory requirements of countries outside of the EU.

Annex point Study reference Justification for provision of new vertebrate data
KCP 7.1.1/01 | XXXXXXXXXXX (2019a) Data relevant to ADM.03500.F.2.B and required for
Acute oral toxicity — Up-and Down procedure classification and labelling since results of the study
in rats; Report no.: 51286; sponsor no.: deviates from predicted classification based on the

000102245; xxxxxxxxxX, GLP, Unpublished properties of the individual components in
ADM.03500.F.2.B.

KCP 7.1.2/01 | xxxxxxxxxx (2019) Data relevant to ADM.03500.F.2.B and required for
ADM.3500.F.2.B: Acute dermal toxicity — classification and labelling Study was submitted

fixed dose procedure in rats. Report no.: 51287; | following request from ZRMS.

sponsor no.: 000102246 xxxxXxxxxx, USA,
GLP, Unpublished

KCP 7.1.3/01 | XXXXXXXXXXX (2019b) Data relevant to ADM.03500.F.2.B and required for
ADM.3500.F.2.B: Acute inhalation toxicity in | classification and labelling since the classification and
rats; Report no.. 51288; sponsor no.: | labelling cannot be reliable predicted based on the
000102247; xxxxxXxxxxxxx, Dayton, NJ, USA; | properties of the individual components in
GLP; Unpublished ADM.03500.F.2.B.

Regulatory authorities outside of the EU, also request
data for classification purposes.

KCP 7.1.4/01 | XXXXXXXXXXX (2019) Data relevant to ADM.03500.F.2.B and required for
ADM.3500.F.2.B: Primary skin irritation in classification and labelling Study was submitted
rabbits. Report no.: 51290; sponsor no.: following request from ZRMS.

000102248 xxxxxxxxxxx, Dayton, NJ, USA,
GLP; Unpublished

KCP 7.1.5/01 | xxxxxxxxxx (2019) Data relevant to ADM.03500.F.2.B and required for
ADM.3500.F.2.B: Primary eye irritation in classification and labelling Study was submitted
rabbits. Report no.: 51289; sponsor no.: following request from ZRMS.

000102250 xxxxxxxxxxxx, Dayton, NJ, USA;
GLP Unpublished

KCP 7.1.6/01 | xxxxxxxxxx (2019f) Data relevant to ADM.03500.F.2.B and required for
ADM.3500.F.2.B: Local lymph node assay | classification and labelling since results of the study
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(LLNA) in mice; Report no.: 51291; sponsor | deviates from predicted classification based on the
no.: 000102249; xxxxxxxxxx, Dayton, NJ, | properties of the individual components in
USA; GLP; Unpublished ADM.03500.F.2.B.

Regarding studies on acute toxicity including irritancy for eye and skin— based on alternative (in vitro) study
ZRMS decided as follow:

- KCP 7.1.4/01 XXXXXXXXXXX., 2019 (Skin irritation, Reconstructed human epidermis EpiDermTM
(OECD 439)) considering information available in GD OECD 439 revision 14 June 2021 INITIAL
CONSIDERATIONS AND LIMITATIONS Subsection 8: p.2 (..) data indicates a lack of applicability
of the RhE based in vitro skin irritation test for agrochemical formulations (47). (..). See also: Kolle S.N,
van Ravenzwaay B. and Landsiedel R. (2017). Regulatory accepted but out of domain: In vitro skin irri-
tation tests for agrochemical formulations. Regul. Toxicol. Pharmacol 89, 125-130.

Thus, taking into account mentioned above information ZRMS decided to conclude assessment in this
hazard category for the ADM.03500.F.2.B based on in vivo study.

- KCP 7.1.5/01 Regarding in vitro study xxxxxxxxxxx., 2019 (Eye irritation, BCOP assay, isolated corne-
as of bovine eyes (OECD 437)), ZRMS reviewer draws attention to the following information available
in the paper: Kolle S.N., van Cott A., van Ravenzwaay B. and Landsiedel R. (2017): Lacking applicabil-
ity of in vitro eye irritation methods to identify seriously eye irritating agrochemical formulations: Re-
sults of bovine cornea opacity and permeability assay, isolated chicken eye test and the EpiOcular™ ET-
50 method to classify according to UN GHS. Regulatory Toxicology and Pharmacology 85 (2017) 33-
47. Thus, taking into account mentioned above information ZRMS decided to conclude assessment in
this hazard category for the ADM.03500.F.2.B based on in vivo study.

Regarding studies on acute inhalation toxicity ZRMS decided as follow:

- KCP 7.1.3/01 xxxxxxxxx (2019b) ADM.3500.F.2.B: Acute inhalation toxicity in rats and assessment
based ATEmix/additivity formula and components content gave the similar outcome however signifi-
cant percentage of the mixture consists of ingredients of unknown acute inhalation toxicity (refer Part
C), the available data are not considered sufficient to justify classification of the product for acute inha-
lation toxicity applying the calculation method. Thus, the relying on the results of an acute inhalation
toxicity study is considered justified for adequate classification of the product ZRMS decided to con-
clude assessment in this hazard category for the ADM.03500.F.2.B based on in vivo study XXXXXXXXXXX
(2019b).

NDE assessment for operator, workers and B&R exposure to the PTZ and PTZ-desthio considering all critical
use(s) and all tasks, identify safe use of the product ADM.03500.F.2.B/Soratel 250EC

Based on the results of the acute toxicity and non-dietary risk assessments conducted for ADM.03500.F.2.B/
SORATEL 250 EC, the following personal protective equipment (PPE)/risk management measures (RMM) are
recommended:

Operator: Operators must wear adequate workwear covering arms, body and legs during mixing/loading and
application.

Additional NDE estimation taking into account a conversion rate of 50% of prothioconazole to prothioconazole -
desthio reflecting cMS comments has been added.

Note: precautionary measures based on classification & labelling:
Due to the classification of the product with H317 and H319, protective gloves, protective clothing and eye pro-
tection/face protection should be worn when handling the product.

Worker: Worker should use adequate workwear covering arms, body and legs when entering in a treated area.
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6 Mammalian Toxicology (KCP 7)

6.1 Summary

Table 6.1-1: Information on ADM.03500.F.2.B*

Product name and code ADM.03500.F.2.B

Formulation type Emulsifiable concentrate [Code: EC]
Active substance(s) (incl. content) Prothioconazole; 250 g/L

Function Fungicide

Product already evaluated as the ‘representative formulation” | No
during the approval of the active substance(s)

Product previously evaluated in another MS according to No
Uniform Principles

* Information on the detailed composition of ADM.03500.F.2.B can be found in the confidential dRR Part C.

Justified proposals for classification and labelling

According to the criteria given in Regulation (EC) No 1272/2008 of the European Parliament and of the
Council of 16 December 2008, the following classification and labelling with regard to toxicological data

is proposed for the preparation:

Table 6.1-2:  Justified proposals for classification and labelling for according to Regulation (EC)
No 1272/2008

Hazard class(es), categories: Acute Tox. 4
Eye Irrit. 2
Skin Sens. 1B

Hazard pictograms or Code(s) for GHSO07
hazard pictogram(s):

Signal word: Warning

Hazard statement(s): H302 Harmful if swallowed

H317 May cause an allergic reaction
H319 Causes serious eye irritation
H332 Harmful if inhaled

Precautionary statement(s): P102 Keep out of reach of children

P261 Avoid breathing spray

P270 Do not eat, drink or smoke when using this product

P280 Wear protective gloves/protective clothing/eye protection/face protection
P302 + P352 IF ON SKIN (or hair): Remove/Take off immediately all contaminated
clothing. Rinse skin with water/shower

P305 + P 351 + P338 IF IN EYES: Rinse cautiously with water for several minutes.
Remove contact lenses, if present and easy to do. Continue rising

P304 + P340 IF INHALED: Remove person to fresh air and keep comfortable for breath-
ing.

P501 Dispose of contents/container to an approved waste disposal plant

Additional labelling phrases: To avoid risks to human health and the environment, comply with the instructions for use.
[EUH401]

Do not contaminate water with the product or its container (Do not clean application
equipment near surface water/Avoid contamination via drains from farmyards and roads).
[SP1]
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*Additional hazard classification (acute inhalation toxicity) has been added to reflects cMS comments and discussion regarding
outcome of the Acute inhalation toxicity, rat (OECD 403) study, XXXXXXXXXXX, 2019b

Table 6.1-3: Summary of risk assessment for operators, workers, bystanders and residents for
ADM.03500.F.2.B
Result PPE / Risk mitigation measures
Operators Acceptable Results of risk assessment:

Operator wearing protective gloves during mixing and loading and wearing
workwear covering arms, body and legs during mixing/loading and application*

Precautionary measures based on classification & labelling:

Due to the classification of the product with H317 and H319, protective gloves,
protective clothing and eye protection/face protection should be worn when
handling the product.

Workers Acceptable Workwear covering arms, body and legs
Bystanders Acceptable None
Residents Acceptable None

*Adjusted RMM has been added to reflects cMS comments and discussion regarding NDE outcome assuming 50% conversion
rate PTZ to PTZ-desthio.

No unacceptable risk for operators, workers, bystanders and residents was identified when the product is

used as intended and provided that the PPE/risk mitigation measures stated in *Additional hazard classification
(acute inhalation toxicity) has been added to reflects cMS comments and discussion regarding outcome of the Acute inhalation
toxicity, rat (OECD 403) study, XXXXXxxxxxx, 2019b

Table 6.1-3 are applied. Due to the classification of the product with H317 as well as with H319, protec-
tive gloves, protective clothing and eye protection/face protection should be worn when handling the
product.

A summary of the critical uses and the overall conclusion regarding exposure for operators, workers and
bystanders/residents is presented in the following table.

Table 6.1-4 Critical uses and overall conclusion of exposure assessment

1 2 3 4 5 6 7 8 9 10
Use-No.* | Crops and situation | F, Application Application rate PHI | Remarks: Acceptability of
(e.g. growth stage of | Fn, (d) exposure as-
crop) Fpn (e.g. safen- sessment
G, er/synergist (L/ha))
Gn, Method / | Max. number | Max. Water
Gpn | Kind (min. interval |application | L/ha critical gap for
or | (incl. applil between rate _ operator, worker,
1 | ation applications) | kg as/ha mlar:(/ bystander or resi-
: dent exposure based | =,
ieihnlque @) per use a) per use on [Exposure model] | € | 5 S|t
b) per crop/ b) per s (L5 |3
season crop/ 8 g 2|8
season © o
1-4,6-9, |Cereals [Winter and F Foliar 1;1 a) 0.200 100 - |- Operators, workers,
11-15, spring barley spraying, b) 0.200 400 bystanders and resi-
17-21, (BBCH 30-65 spring), overall, dents [EFSA calcula-
28-31, winter and spring LCTM tor]
33-36, wheat (BBCH 30-69
38-40, spring), oats (BBCH
42-43, 30-65 spring), rye
45-46, (BBCH 30-65 spring),
52-54, triticale (BBCH 30-69
169 spring)]

* Use number(s) in accordance with the list of all intended GAPs in Part B, Section 0 should be given in column 1
**  F: professional field use, Fn: non-professional field use, Fpn: professional and non-professional field use, G: professional
greenhouse use, Gn: non-professional greenhouse use, Gpn: professional and non-professional greenhouse use, I: indoor
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application
*** e.g. LC: low crops, HC: high crop, TM: tractor-mounted, HH: hand-held

Explanation for column 10 “Acceptability of exposure assessment”
A | Exposure acceptable without PPE / risk mitigation measures

R | Further refinement and/or risk mitigation measures required
B Exposure not acceptable/ Evaluation not possible

Data gaps
Noticed data gaps are:
« None.
6.2 Toxicological Information on Active Substance(s)

Information regarding classification of the active substances and on EU endpoints and critical areas of
concern identified during the EU review are given in Table 6.2-1.

Table 6.2-1: Information on active substance(s)

Prothioconazole
Common Name Prothioconazole
CAS-No. 178928-70-6

Classification and proposed labelling

With regard to toxicological endpoints (according to None
the criteria in Reg. 1272/2008, as amended)

Additional C&L proposal H317

Agreed EU endpoints

AOEL systemic 0.2 mg/kg bw/d

AOEL systemic desthio- prothioconazole (JAU 6476- |0.01 mg/kg bw/d

desthio)*

Reference EFSA Scientific Report (2007) 106, 1-98

Conditions to take into account/critical areas of concern with regard to toxicology

EFSA Scientific Report (2007) 106, 1-98 The metabolite prothioconazole-desthio is more toxic than prothiocona-
zole in the rat and rabbit developmental studies

*as stated in DAR (2005), B.6.15.1 Operator exposure (IIT 7.2.1), p.327: “It has been found that JAU 6476-desthio (SXX 0665)
may be formed in diluted prothioconazole formulations. This may happen on clothing, skin or certain plant surfaces during the
drying process. The degradation product, JAU 6476-desthio, is known to have an embryotoxic potential in experimental ani-
mals.”

**Evaluation meeting (24-26/04/2007): the impurity JAU-(xxxxxx), shown to be a skin sensitizer, is increased above the trigger
value for classification in the technical specification of the large scale production. In the absence of a new skin sensitization test
for the new technical specification, the classification (R43) H317 is proposed. For details refer EFSA Scientific Report (2007)
106, 1-98, Conclusion on the peer review of prothioconazole.

6.3 Toxicological Evaluation of Plant Protection Product

A summary of the toxicological evaluation for ADM.03500.F.2.B is given in the following tables. Full
summaries of studies on the product that have not been previously considered within an EU peer review
process are described in detail in Appendix 2.

Further details are provided in Part C.
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Table 6.3-1: Summary of evaluation of the studies on acute toxicity including irritancy and skin
sensitisation for ADM.03500.F.2.B — based on alternative or adverse study data
Type of test, species, model - CIaSS|f|ca't|on. .
system &Guidelilne) Result Acceptability (acc. to the criteria in Reference
Reg. 1272/2008)
Acute oral toxicity, rat LDso 1030 mg/kg | See table 6.3-2 Acute Tox. 4 KCP 7.1.1/01
(OECD 425) bw (approx. 95% See ZRMS de- H302 “Harmful if XXXXXXXXX 2019a
confidence interval: | tailed discussion | swallowed”
550 — 1750 mg/kg | in the preface to
bw)? the dRR
Acute dermal toxicity, rat No None Refer to Part C
(Calculated acc. to Reg. None of the See ZRMS de-
1272/2008) ingredients of tailed discussion
ADM.03500.F.2.B | in the preface to
is classified as the dRR
acutely toxic via
dermal route and
needs to be
considered in the
calculation.
Acute inhalation toxicity, rat | LCso ~ <5 mg/L See table 6.3-2 Acute Tox. 4 KCP 7.1.3/01
(OECD 403) (calculated)? See ZRMS de- H332 Harmful if inhaled # | xxxxxxxxx. 2019b
tailed discussion
in the preface to
the dRR
See additional
consideration
below the table.
Skin irritation, Reconstructed | Irritant No No adequate data for KCP 7.1.4/01
human epidermis EpiDerm™ See detailed classification XXXXXXXXXXXX., 2019
(OECD 439)8 discussion below
table
Skin irritation, rabbit 3 No Skin Irritant Cat 1B Refer to Part C
(Alternative approach acc. to | Irritant H314 “Causes severe skin
Reg. 1272/2008) burns and eye damage”
Eye irritation, BCOP assay, |No prediction can | No No adequate data for KCP 7.1.5/01
isolated corneas of bovine be made See detailed classification XXXXXXXXX., 2019
eyes discussion below
(OECD 437)! table
Eye irritation, rabbit Irritant* No Eye Irritation Cat. 1 Refer to part C
(Alternative approach acc. to H318 “Causes serious eye
Reg. 1272/2008)) damage”
Skin sensitisation, mouse Sensitising® See table 6.3-2 Skin Sens. 1B KCP 7.1.6/01
(OECD 429, LLNA) See ZRMS de- H317 “May cause an XXXXXXXXX 2019¢
tailed discussion | allergic skin reaction”
in the preface to
the dRR
Supplementary studies for No data — not required
combinations of plant
protection products

n.a. = not applicable

! Acute oral - This in vivo study was not performed with intention for use within the EU. It was however performed to satisfy the
regulatory requirements of countries outside of the EU. However, as the study data show the formulation to result in a LDso
below 2000 mg/kg bw, this study is considered as “adverse data” as outlined in Article 56 of Reg (EC) No. 1107/2009. For this
reason, the study is included as part of this application.

2 Acute inhalation - An in vivo study was performed (to satisfy the regulatory requirements of countries outside of the EU), in
accordance with OECD 403. The study resulted in a LCso of 5.02 mg/L, with confidence interval of 4.24 — 5.95 mg/L calculated
by Probit analysis based on the study results. For this reason, the study is included as part of this application.

#Following discussion has been accepted by the ZRMS as base for adjusted hazard classification:

1) (..) Itis recognised that the calculated LCso is slightly above 5 mg/L (5.02 mg/L) based on the statistical Probit analysis. How-
ever, no justification or explanation is given why 7.0 mg/L would correspond to a mortality rate of 100%. In case this assumed




ADM.03500.F.2.B _ Page 11 /55
Part B — Section 6 — Core Assessment Version March 2023
ZRMS version

number would be slightly different, the statistically calculated LCso might be lower than 5.02 mg/L and therefore classification
would be warranted. (..)

2) (..) According to the OECD TG 403, a Probit analysis should be conducted if multiple concentrations and/or multiple dura-
tions of exposure have been assessed in the study (C x t protocol). However, this is not the case, as only two concentrations have
been used. Consequently, suitable data to conclude on dose-response is lacking. Assuming a simple linear correlation, the esti-
mated LCso is lower than 5 mg/L (as it was done in the dRR/study description: it was predicted that 10/10 animals would be dead
at 7 mg/L, which is based on linear extrapolation). Thus, the product should be classified as Acute Tox 4, H332(..).

3 Skin irritation - Consideration of the content and the classification of the individual components in ADM.03500.F.2.B would
lead to a classification with H314.

4 Eye irritation - Consideration of the content and the classification of the individual components in ADM.03500.F.2.B would
lead to a classification with H318, but this is already considered by H314” Causes severe skin burns and eye damage” and does
therefore not appear as hazard statement in the label.

5 Skin Sensitisation - This study was not performed with intention for use within the EU. It was however performed to satisfy the
regulatory requirements of countries outside of the EU. However, as the results show the formulation to be a sensitiser, despite
none of the individual ingredients being classified as such, this study is classed as “adverse data” as outlined in Article 56 of Reg
(EC) No. 1107/2009. For this reason, the study is included as part of this application.

6 Considering information available in GD OECD 439 revision 14 June 2021 INITIAL CONSIDERATIONS AND LIMITA-
TIONS Subsection 8: p.2 (..) data indicates a lack of applicability of the RhE based in vitro skin irritation test for agrochemical
formulations (47). (..)

See also: Kolle S.N, van Ravenzwaay B. and Landsiedel R. (2017). Regulatory accepted but out of domain: In vitro skin irritation
tests for agrochemical formulations. Regul. Toxicol. Pharmacol 89, 125-130.

Thus, taking into account mentioned above information ZRMS decided to conclude assessment in this hazard category for the
ADM.03500.F.2.B based on composition and using the criteria given in 1272/2008.

7 ZRMS for this endpoint (eye corrosion/irritation) decided to take into account for hazard assessment predictions for eye corro-
sion/irritation based on in vivo study . Outcome of this study gave more sevier This approach is supported by following paper:
Kolle S.N., van Cott A., van Ravenzwaay B. and Landsiedel R. (2017): Lacking applicability of in vitro eye irritation methods to
identify seriously eye irritating agrochemical formulations: Results of bovine cornea opacity and permeability assay, isolated
chicken eye test and the EpiOcular™ ET-50 method to classify according to UN GHS. Regulatory Toxicology and Pharmacology
85 (2017) 33-47.

Based on the eye irritation of the individual components, estimation trigger classification H318. Composition and calculation
details are provided in dRR Part C is relevant and sufficient for hazard evaluation.
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Table 6.3-2: Summary of evaluation of the studies on acute toxicity including irritancy and skin
sensitisation for ADM.03500.F.2.B — based on study data
Type of test, species, model - Classifica'tion. .
system (’Guideli’ne) Result Acceptability | (acc. to the criteriain Reference
Reg. 1272/2008)
Acute oral toxicity, rat LDso: 1030 mg/kg bw! | Yes Acute Tox. 4 KCP 7.1.1/01
(OECD 425) (approx. 95% confi- H302 “Harmful if XXXXXXXXXXX, 20192
dence interval: 550 — swallowed”
1750 mg/kg bw)
Acute dermal toxicity, rat LDso >2000 mg/kg bw? | Yes None
(OECD 402) KCP 7.1.2/01
XXXXXXXXX (2019)
Already existing study
has been included into
consideration on ZRMS
request
Acute inhalation toxicity, rat LCso - <5mg/L3 Yes Acute Tox. 4 KCP 7.1.3/01
(OECD 403) See additional | H332 Harmful if XXXXXXXXXXX, 2019b
consideration | inhaled*
below the table.
Skin irritation, rabbit Non-irritant? Yes None
(OECD 404) KCP 7.1.4/01
XXXXXXXXX (2019)
Already existing study
has been included into
consideration on ZRMS
request
Eye irritation, rabbit Irritant® Yes Eye Irritation Cat. 2
(OECD 405) H319 “Causes serious | KCP 7.1.5/01
eye irritation” XXXXXXXXX (2019)
Already existing study
has been included into
consideration on ZRMS
request
Skin sensitisation, mouse Sensitising® Yes Skin Sens. 1B KCP 7.1.6/01 XXXXXXXXX
(OECD 429, LLNA) H317 “May cause an M., 2019c
allergic skin reaction”
Supplementary studies for No data — not required
combinations of plant
protection products

! Acute oral — This in vivo study was not performed with intention for use within the EU. It was however performed to satisfy the
regulatory requirements of countries outside of the EU. However, as the results show the formulation to result in a LDso below
2000 mg/kg bw, this study is considered as “adverse data” as outlined in Article 56 of Reg (EC) No. 1107/2009. For this reason,
the study is included as part of this application.

2 Acute dermal - This in vivo study was not performed with intention for use within the EU. It was however performed to satisfy
the regulatory requirements of countries outside of the EU. Under the experimental conditions, the dermal LDso of
ADM.03500.F.2.B is higher than 2000 mg/kg bw in rats, which does not require a classification according to Regulation (EC)
No. 1272/2008. The classification based on experimental data is in line with the alternative approach and the study is not consid-
ered as “adverse data” as outlined in Article 56 of Reg (EC) No. 1107/2009 and has not been presented as part of this application
into the EU, although the study report is available upon request.

Note: ZRMS: Already existing study has been included into current consideration on ZRMS request.

#Following discussion has been accepted by the zZRMS as base for adjusted hazard classification:

1) (..) It is recognised that the calculated LCso is slightly above 5 mg/L (5.02 mg/L) based on the statistical Probit analysis. How-
ever, no justification or explanation is given why 7.0 mg/L would correspond to a mortality rate of 100%. In case this assumed
number would be slightly different, the statistically calculated LCso might be lower than 5.02 mg/L and therefore classification
would be warranted. (..),

2) (..) According to the OECD TG 403, a Probit analysis should be conducted if multiple concentrations and/or multiple dura-
tions of exposure have been assessed in the study (C x t protocol). However, this is not the case, as only two concentrations have
been used. Consequently, suitable data to conclude on dose-response is lacking. Assuming a simple linear correlation, the esti-
mated LCso is lower than 5 mg/L (as it was done in the dRR/study description: it was predicted that 10/10 animals would be dead
at 7 mg/L, which is based on linear extrapolation). Thus, the product should be classified as Acute Tox 4, H332(..).
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3 Acute inhalation - An in vivo study was performed (to satisfy the regulatory requirements of countries outside of the EU), in
accordance with OECD 403. The study resulted in a LCso of 5.02 mg/L, with confidence interval of 4.24 —5.95 mg/L calculated
by Probit analysis based on the study results. For this reason, the study is included as part of this application.

4 Skin irritation — An in vivo study was performed (to satisfy the regulatory requirements of countries outside of the EU), in
accordance with OECD 404, after an initial in vitro study failed to give a conclusive result. The results of the in vitro and in vivo
tests show no conformity, as the in vivo study showed no skin irritation potential for ADM.03500.F.2.B. Considering the princi-
ples of the CLP Regulation (EC) 1272/2008 and the results of the animal study ADM.03500.F.2.B does not need to be classified
as skin irritant according to CLP Regulation (EC) 1272/2008. The results of the in vitro study are included as part of this applica-
tion in the EU. The in vivo study is not included in the application but is available on request.

Note: ZRMS: Already existing study has been included into current consideration on ZRMS request.

5 Eye irritation - An in vivo study was performed (to satisfy the regulatory requirements of countries outside of the EU), in ac-
cordance with OECD 405, after an initial in vitro study failed to give a conclusive result. The results of this study show eye irrita-
tion properties and is thus in line with the alternative approach based on available data on ingredients which require classification
as eye irritant according to CLP Regulation (EC) 1272/2008. Taking all information together classification “Eye Irritation Cat. 2
H319 “Causes serious eye irritation” is applied. The in vivo study has not been presented as part of this application in the EU,
although the study report is available upon request.

Note: ZRMS: Already existing study has been included into current consideration on ZRMS request.

6 Skin Sensitisation - This study was not performed with intention for use within the EU. It was however performed to satisfy the
regulatory requirements of countries outside of the EU. However, as the results show the formulation to be a sensitiser, despite
none of the individual ingredients being classified as such, this study is classed as “adverse data” as outlined in Article 56 of Reg
(EC) No. 1107/2009. For this reason, the study is included as part of this application.

Taking the available information into account, and considering the principles of the CLP Regulation, the
classification for toxicological properties for ADM.03500.F.2.B are considered to be:

H302 Harmful if swallowed

H317 May cause an allergic reaction

H319 Causes serious eye irritation

Table 6.3-3: Additional toxicological information relevant for classification/labelling of ADM.
03500.F.2.B
(Comeorranon | Gl e
. R Reference (acc. to the criteria in Reg.
in product, (acc. to the criteria in Reg. 1272/2008)
% wiw) 1272/2008)
Toxicological properties | No data — not required, for overall CLP proposal of ADM.03500.F.2.B please refer to confidential
of active substance(s) data submitted in Part C
(relevant for classification
of product)

Toxicological properties | No data — not required, for overall CLP proposal of ADM.03500.F.2.B please refer to confidential
of non-active substance(s) | data submitted in Part C

(relevant for classification
of product)

Further toxicological No data — not required
information

* Please use concentration range or concentration limit (e.g. 1-10 % or > 1 %) as provided in MSDS.
**  Material safety data sheet by the applicant

6.4 Toxicological Evaluation of Groundwater Metabolites

All metabolite concentrations are predicted to stay below 0.1 pg/L — no groundwater assessment is re-
quired.

6.5 Dermal Absorption (KCP 7.3)

A summary of the dermal absorption rates for the active substance in ADM.03500.F.2.B and the toxico-
logical relevant metabolite prothioconazole-desthio is presented in the following table.
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Table 6.5-1: Dermal absorption rates for the active substance in ADM.03500.F.2.B and the rele-

vant metabolite

Prothioconazole Prothioconazole-desthio

Value Reference Value Reference
Concentrate 25 % n.a.** -
Dilution 1 Default values according 11 %
(1:188) . to EFSA Guidance on 0 Finlayson, Z. (2020),
Dilution 2 70 % dermal absorption (2017)* 0 reported in Appendix 2
(1:667) 13%

* EFSA Guidance on dermal absorption (2017), EFSA Journal 2017; 15(6):4873, 60 pp.
** not applicable; prothioconazole-desthio is a degradation product which does not exist in the concentrate
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6.5.1 Justification for proposed values - prothioconazole and prothioconazole-
desthio

Data on dermal absorption for prothioconazole in ADM.03500.F.2.B are not available. Justifications for
default values according to Guidance on Dermal Absorption (EFSA Journal 2017; 15(6):4873, 60pp.) are
presented in the following table.

Table 6.5-2: Default dermal absorption rates for prothioconazole
Value Justification for value Acceptability of justification
Concentrate 25% The active substance is present in | Justification accepted. Endpoint

the plant protection product at a can be used for current product
concentration higher than 50 g/L.

Dilution 70 % The active substance is present in | Justification accepted. Endpoint
the plant protection product at a can be used for current product
concentration lower than or equal
to 50 g/L.

The proposed dermal absorption rates for prothioconazole-desthio are based on a dermal absorption study
on ADM.03500.F.2.B. The study results are summarized in the following table. Full summaries of studies
on the dermal absorption of prothioconazole-desthio that have not previously been evaluated within an
EU peer review process are described in detail in Appendix 2.

Table 6.5-3: Summary of the results of submitted dermal absorption studies for prothio-conazole-
desthio
Justification
T R provided on Acceptabilit
T Dilution 1 Dilution 2 Formulationin | Acceptability | representativity eptabliity
est of justifica- | Reference
(1:188) (1:667) study of study of study formu- tion
lation for cur-
rent product
In 11% 13% ADM.03500.F.2.B |Yes Not required Endpoint can | Finlayson,
vitro be used for Z. (2020)
(hu- current prod-
man) uct
6.6 Exposure Assessment of Plant Protection Product (KCP 7.2)

Reviewer comment:

The NDE calculations performed by the applicant using EFSA Operator Model (75" quantile regression) are ac-
ceptable and zZRMS agrees to the conclusions.

The risk assessment/calculated exposure for operators, workers and B&R are acceptable under conditions of intend-
ed uses.

Table 6.6-1: Product information and toxicological reference values used for exposure assessment
Product name and code ADM.03500.F.2.B

Formulation type Emulsifiable concentrate (EC)

Category Fungicide

Container size(s), short description | Please refer to Section 4.1 for further information on containers

Active substance(s) Active substance Toxicological relevant metabolite of active
(incl. content) Prothioconazole substance*
250 g/L Prothioconazole-desthio

AOQOEL systemic 0.2 mg/kg bwi/d (1) 0.01 mg/kg bwi/d (1)
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AAOEL systemic Not set in the 1st EU review of prothioconazole
Inhalation absorption 100 % 100 %
Oral absorption 100 % 100 %
Dermal absorption Concentrate: 25 % Concentrate: 0 %
Dilution: 70 % Dilution: 13 % (Dilution rate: 1:667)
(Default values based on the Guidance on (Based on product (formulation), Finlay-
dermal absorption) (2) son, Z. (2020) reported in Appendix 2)
Vapour pressure <<4 x 10-7 Pa at 20°C (1), Parent value
<<4 x 10-7 Pa at 25°C (1),
i.e. low volatile substances having a vapor
pressure of <5 x 10-3 at 25°C

Q) Conclusion regarding the peer review of the pesticide risk assessment of the active substance prothioconazole. EFSA
Journal 2007; 5(8): RN-106, 1-98. doi:10.2903/j.efsa.2007.106r

2 Guidance on dermal absorption. EFSA Journal 2017;15(6):4873

* In addition to the risk assessment of the active substance prothioconazole, the risk of the metabolite prothioconazole-

desthio is assessed (based on the EFSA conclusion for prothioconazole).

Acute AOEL

According to the Commission Guidance Documentl, for the approval of active substances under Regula-
tion (EC) No 1107/2009, “Consideration of acute exposure should only be made where an AAOEL has
been established during an approval, review or renewal evaluation of an active substance, i.e. no acute
operator, worker and bystander exposure assessments can be performed with the OPEX model where no
AAOEL has been set”. Since AAOELSs are not available for the relevant substances, acute exposure as-
sessments for operators and bystanders are currently not required.

Overall considerations in the exposure assessment of ADM.03500.F.2.B

According to the DAR (2005)2, diluted prothioconazole can degrade to the metabolite prothioconazole-
desthio:

“Tt has been found that JAU 6476-desthio (SXX 0665) may be formed in diluted prothioconazole formu-
lations. This may happen on clothing, skin or certain plant surfaces during the drying process. The degra-
dation product, JAU 6476-desthio, is known to have an embryotoxic potential in experimental animals.”

According to the EFSA conclusion of prothioconazole?, the degradation product prothioconazole-desthio
is more toxic than the parent compound and is therefore considered in the risk assessments of all relevant
population groups. The content of prothioconazole-desthio in the concentrate is however assumed to be
very low. This assumption is based on the Commission Implementing Regulation (EU) No 540/2011
(amending Regulation (EU) No 1107/2009), in which it is declared that the amount of prothioconazole-
desthio may not exceed 0.5 g/kg, i.e. 0.05% (w/w) in the technical material.* To reflect this non-
availability of prothioconazole-desthio when handling the concentrate, i.e. during mixing and loading, the
value for the dermal absorption of prothioconazole-desthio in the concentrate was set to 0 %.

In a conservative approach, two exposure assessments are conducted for each relevant exposure group.
One assessment reflects exposure to 100 % prothioconazole when handling the concentrate, the dilution
or the dried formulation, while the other assessment reflects exposure to 100 % prothioconazole-desthio
when handling the dilution or the dried formulation. For the estimation of the amount of prothioconazole-
desthio that may be formed when handling the product, a conversion factor is calculated based of the mo-
lecular weights of prothioconazole-desthio and prothioconazole (Equation 1):

! Commission Guidance Document. SANTE-10832-2015 rev. 1.7, 24 January 2017. Guidance on the assessment of exposure of
operators, workers, residents and bystanders in risk assessment for plant protection products.

2 DAR (2005), B.6.15.1 Operator exposure (111 7.2.1), p. 327

3 Conclusion regarding the peer review of the pesticide risk assessment of the active substance prothioconazole. EFSA Journal
2007; 5(8): RN-106, 1-98. doi:10.2903/j.efsa.2007.106r

4 dRR Part B Section 1: Identity, Section 2: Physical and chemical properties, Section 4: Further information, 2020
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M 312.2 g/mol

T 34426 g/mol a

prothioconazole—desthio

M

0.907 Equation 1

prothioconazole

® My, othioconazole = Molecular weight of prothioconazole (EFSA, 2007)
® My, othioconazole—desthio = Molecular weight of prothioconazole-desthio (EFSA, 2007)

Taking the above calculated conversion factor of 0.907 into account, 0.1814 kg prothioconazole-
desthio/ha is to be considered for an application rate of 0.8 L prod./ha, containing 0.2 kg prothiocona-
zole/ha.
6.6.1 Selection of critical use(s) and justification

The critical GAP used for the exposure assessment of the plant protection product is shown in Ta-
ble 6.1-4. A list of all intended uses within the zone is given in Part B, Section 0.

Justification

ADM.03500.F.2.B is a fungicide applied as spray in cereals and oilseeds. All applications are done via
tractor-mounted downward spraying. The highest application rate of 0.8 L prod./ha in a minimum water
volume of 100 L/ha in cereals is considered as worst case for all intended uses, and therefore also consid-
ered to cover the use in oilseeds.

6.6.2 Operator exposure (KCP 7.2.1)

6.6.2.1 Estimation of operator exposure
Since AAOELSs are not available for prothioconazole and prothioconazole-desthio, acute exposure as-
sessments for operators are currently not required.

A summary of the exposure models used for estimation of operator exposure to prothioconazole and
prothioconazole-desthio during application of ADM.03500.F.2.B according to the critical use is presented
in Table 6.6-2. Outcome of the estimation is presented in Table 6.6-3. Detailed calculations are in Appen-
dix 3.

Table 6.6-2: Exposure models for intended uses
Critical use Cereals (max. 1 x 0.8 L product/ha applied by tractor-mounted downward spraying in a minimum
water volume of 100 L/ha)
Model EFSA Guidance (2014)
[Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk
assessment for plant protection products. EFSA Journal 2014;12(10):3874, 55 pp.,
doi:10.2903/j.efsa.2014.3874]
EFSA calculator
[Latest version: 30 Mar 2015 - Version produced to support guidance document published
23/10/2014]
Table 6.6-3: Estimated operator exposure
Prothioconazole Prothioconazole-desthio
Model data Level of PPE Total absorbed Total absorbed

dose
(mg/kg bw/day)

% of systemic
AOEL®W

dose
(mg/kg bw/day)

% of systemic
AOEL®

Tractor mounted b
Application rate: 0

oom spray application outdoors to cereals
.8 L prod/ha (0.2 kg proth

ioconazole/ha or 0.1814 kg prothioconazol

e-desthio/ha in a worst-case approach)

EFSA calculator
(75 percentile,

Potential exposure®

0.2239

111.95

0.0048

47.93

No PPE: Work wear®

0.1402

70.12

0.0032

32.08
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long-term
exposure)

during M/L and A

Bold = Risk is not acceptable, M/L = Mixing and loading, A = Application
(1) AOEL (RVNAS) of prothioconazole: 0.2 mg/kg bw/day

(2) AOEL (RVNAS) of prothioconazole-desthio: 0.01 mg/kg bw/day
(3) Potential exposure — Operator wearing shorts and T-shirt

(4) No PPE: Work wear — arms, body and legs covered

According to the model calculations, the use of ADM.03500.F.2.B results in exposure levels of 70.12 %
of the AOEL for prothioconazole and 32.08 % of the AOEL for prothioconazole-desthio in consideration
of regular work wear covering arms, body and legs during mixing/loading and application. Thus, the use
of ADM.03500.F.2.B in cereals and oilseeds is acceptable for operators wearing work wear (arms, body
and legs covered) during mixing/loading and application. Due to the classification of the product with
H317 as well as with H319, protective gloves, protective clothing and eye protection/face protection
should additionally be worn when handling the product.

zZRMS: This additional estimations of non-dietary exposure reflects comments made by the cMS. This
new calculation took into account a conversion factor of 50% of prothioconazole to prothioconazole-
desthio. New calculations on operator exposure estimates are presented below:

Applying a conversion rate of 50% of prothioconazole to its desthio-metabolite, 0.1 kg prothioconazole
/ha is to be considered for an application rate of 0.8 L prod./ha and for prothioconazole-desthio an amount
of 0.0907 kg prothioconazole-desthio/ha by the following equation:

Application rate prothioconazole-desthio = application rate of prothioconazole x MW prothioconazole-
desthio / MW prothioconazole x conversion rate (%)

Thus, the calculated application rate of prothioconazole-desthio in 0.8 L prod./ha is 0.1 kg a.s./ha x 312.2
g/mol / 344.3 g/mol x 1 = 0.0907 kg prothioconazole-desthio/ha.

Product-specific data for the dermal absorption of prothioconazol-desthio is available, the value of 11 %
obtained from the tested dilution of 1.33 g/L prothioconazole-desthio is considered appropriate to use for
this risk assessment.
Table 6.6-4a: Estimated operator exposure taking into account 50% conversion of prothioconazole
to prothioconazole-desthio

50%
Prothioconazole

50%
Prothioconazole-desthio

Concentrate: 11 % Test concentration:

1.33 g/L)
Concentrate: 25 % Dilution: 13 % (Test concentration:
Dermal absorption Dilution: 70 % 0.375 g/L)

(Default values) (Based on product (formulation), Fin-
layson, Z. (2020) reported in Appen-

dix 2)

Model data

Level of PPE

Total absorbed
dose
(mg/kg bw/day)

% of systemic
AOEL®

Total absorbed
dose
(mg/kg bw/day)

% of systemic
AOEL®

Tractor mounted boom spray application outdoors to cereals

Application rate: 0.8 L prod/ha in 100 L/ha | 0.1 kg prothioconazole/ha 0.0907 kg prothioconazole-desthio/ha

EFSA calculator | No PPE: Work wear® 0.0805 40.25 0.0308 307.63
(75 percentile, |during M/L and A
long-term
exp%sure) PPE during M/L: Work 0.0111 5.53 0.0024 24.18
wear during M/L and A
+ gloves during M/L®
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Bold = Risk is not acceptable, M/L = Mixing and loading, A = Application

(1) AOEL (RVNAS) of prothioconazole: 0.2 mg/kg bw/day

(2) AOEL (RVNAS) of prothioconazole-desthio: 0.01 mg/kg bw/day

(3) No PPE: Work wear — arms, body and legs covered

(4) PPE during M/L: Work wear — arms, body and legs covered during mixing and loading and application, additional protec-
tive gloves during mixing and loading

According to the model calculations and assuming a conversion factor of 50% of prothioconazole to
prothioconazole-desthio, the use of ADM.03500.F.2.B results in exposure levels of 5.53 % of the AOEL
for prothioconazole and 24.18 % of the AOEL for prothioconazole-desthio in consideration of protective
gloves and regular work wear covering arms, body and legs during mixing/loading and regular work wear
during application.

Due to the classification of the product with H317 as well as with H319, protective gloves, protective
clothing and eye protection/face protection should additionally be worn when handling the product.
6.6.2.2 Measurement of operator exposure

Since the operator exposure estimations carried out indicated that the acceptable operator exposure levels
(AOELSs) will not be exceeded under conditions of intended uses and considering above mentioned per-
sonal protective equipment (PPE), a study to provide measurements of operator exposure was not neces-
sary and was therefore not performed.

6.6.3 Worker exposure (KCP 7.2.3)
6.6.3.1 Estimation of worker exposure
Table 6.6-5 shows the exposure model(s) used for estimation of worker exposure after entry into a previ-

ously treated area or handling a crop treated with ADM.03500.F.2.B according to the critical use. Out-
come of the estimation is presented in Table 6.6-6. Detailed calculations are in Appendix 3.

Table 6.6-5: Exposure models for intended uses

Critical use Cereals (max. 1 x 0.8 L product/ha applied by tractor-mounted downward spraying in a mini-
mum water volume of 100 L/ha)

Model EFSA Guidance (2014)

[Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk
assessment for plant protection products. EFSA Journal 2014;12(10):3874, 55 pp.,
doi:10.2903/j.efsa.2014.3874]

EFSA calculator

[Latest version: 30 Mar 2015 - Version produced to support guidance document published
23/10/2014]
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Table 6.6-6: Estimated worker exposure
Prothioconazole Prothioconazole-desthio
Model data Level of PPE Total absorbed | ; Total absorbed | .
dose Y% of systemic dose Y6 of systemic
AOELW AOEL®
(mg/kg bw/day) (mg/kg bw/day)

Number of applications and application rate: 1 x0.2 kg a.s./ha 1x0.1814

kg prothioconazole-desthio/ha

in a worst-case approach
EFSA calculator Potential 0.1750 87.50 0.0295 294.78
2 hours/day for inspection or | exposure®
irrigation activities -
DT50: 30 days \l,\lvgaFr’(lj)E. Work 0.0196 9.80 0.0033 33.01
DFR: 3 pg/cm?/kg a.s./ha

Bold = Risk is not acceptable

(1) AOEL (RVNAS) of prothioconazole: 0.2 mg/kg bw/day

(2) AOEL (RVNAS) of prothioconazole-desthio: 0.01 mg/kg bw/day
(3) Potential exposure: Worker wearing shorts and T-shirt

(4) No PPE: Work wear — arms, body and legs covered, but no gloves

According to the model calculations, the use of ADM.03500.F.2.B results in exposure levels of 9.80 % of
the AOEL for prothioconazole and 33.01 % of the AOEL for prothioconazole-desthio in consideration of
work wear covering arms, body and legs. Thus, the use of ADM.03500.F.2.B in cereals and oilseeds is
acceptable for re-entry workers wearing work wear covering arms, body and legs.

Additional estimation of worker exposure taking into account a conversion factor of 50% of prothiocona-
zole to prothioconazole -desthio reflecting cMS comments are presented below:

Table 6.6-7a: Estimated worker exposure taking into account 50% conversion of prothioconazole to
prothioconazole-desthio
50% Prothioconazole 50% Prothioconazole-desthio
Model data Level of PPE Total absorbed Total absorbed

dose
(mg/kg bw/day)

% of systemic
AOEL®

dose
(mg/kg bw/day)

% of systemic
AOEL®

Number of applications and ap,

plication rate:

0.1 kg prothioconazole/ha

0.0907 kg prothioconazole-

desthio/ha
EFSA calculator Potential 0.0875 43.75 0.0147 147.39
2 hours/day for inspection or | exposure®
irrigation activities -
DT50: 30 days \',\lvgali—)(IZ)E' Work 0.0098 4.90 0.0017 16.51

DFR: 3 pg/em?kg a.s./ha

Bold = Risk is not acceptable

(1) AOEL (RVNAS) of prothioconazole: 0.2 mg/kg bw/day

(2) AOEL (RVNAS) of prothioconazole-desthio: 0.01 mg/kg bw/day
(3) Potential exposure: Worker wearing shorts and T-shirt
(4) No PPE: Work wear — arms, body and legs covered, but no gloves

According to the model calculations and assuming a conversion factor of 50% of prothioconazole to
prothioconazole-desthio, the use of ADM.03500.F.2.B results in exposure levels of 4.90 % of the AOEL
for prothioconazole and 16.51 % of the AOEL for prothioconazole-desthio in consideration of work wear
covering arms, body and legs. Thus, the use of ADM.03500.F.2.B in cereals and oilseeds is acceptable for
re-entry workers wearing work wear covering arms, body and legs.

6.6.3.2 Refinement of generic DFR value (KCP 7.2)

Not required.
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6.6.3.3 Measurement of worker exposure

Since the worker exposure estimations carried out indicated that the acceptable operator exposure levels
(AOELSs) will not be exceeded under conditions of intended uses and considering work wear, a study to
provide measurements of worker exposure was not necessary and was therefore not performed.

6.6.4 Bystander and resident exposure (KCP 7.2.2)

6.6.4.1 Estimation of bystander and resident exposure

Since AAOELSs are not available for prothioconazole and prothioconazole-desthio, acute exposure as-
sessments for bystanders are currently not required. Instead, the long-term exposure assessment for resi-
dents as provided in the EFSA Guidance/model covers bystander exposure.

Table 6.6-8 shows the exposure model(s) used for estimation of bystander and resident exposure to
prothioconazole and prothioconazole-desthio. Outcome of the estimation is presented in
Table 6.6-9. Detailed calculations are in Appendix 3.

Table 6.6-8: Exposure models for intended uses

Critical use Cereals (max. 1 x 0.8 L product/ha applied by tractor-mounted downward spraying in a mini-
mum water volume of 100 L/ha)

Model EFSA Guidance (2014)

[Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk
assessment for plant protection products. EFSA Journal 2014;12(10):3874, 55 pp.,
doi:10.2903/j.efsa.2014.3874]

EFSA calculator

[Latest version: 30 Mar 2015 - Version produced to support guidance document published

23/10/2014]
Table 6.6-9: Estimated bystander and resident exposure
Prothioconazole Prothioconazole-desthio
Model data Total absorbed dose % of systemic Total absorbed dose % of systemic
(mg/kg bw/day) AOEL® (mg/kg bw/day) AOEL®

EFSA calculator (75th percentile and mean values in case of all pathways, long-term exposure):

Tractor-mounted spray application outdoors to cereals, buffer: 2-3 m (standard)

Application rate: 0.8 L prod/ha (1 x 0.2 kg prothioconazole/ha or 1 x 0.1814 kg prothioconazole-desthio/ha in a worst-case ap-
proach)

Child (body weight 10 kg)

Spray drift 0.0376 18.79 0.0064 63.63
Vapour 0.0011 0.54 0.0011 10.70
Surface deposits 0.0022 1.10 0.0005 491
Entry into treated crops 0.0236 11.81 0.0040 39.79
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Prothioconazole Prothioconazole-desthio
Model data Total absorbed dose % of systemic Total absorbed dose % of systemic
(mg/kg bw/day) AOEL® (mg/kg bw/day) AOEL®

EFSA calculator (75th percentile and mean values in case of all pathways, long-term exposure):

Tractor-mounted spray application outdoors to cereals, buffer: 2-3 m (standard)

Application rate: 0.8 L prod/ha (1 x 0.2 kg prothioconazole/ha or 1 x 0.1814 kg prothioconazole-desthio/ha in a worst-case ap-
proach)

Sum of all pathways 0.0422 21.11 0.0081 81.14
Adult (body weight 60 kg)

Spray drift 0.0090 4.50 0.0015 15.18
Vapour 0.0002 0.12 0.0002 2.30
Surface deposits 0.0010 0.48 0.0002 1.61
Entry into treated crops 0.0131 6.56 0.0022 22.11
Sum of all pathways 0.0157 7.83 0.0028 28.32

(1) AOEL (RVNAS) of prothioconazole: 0.2 mg/kg bw/day
(2) AOEL (RVNAS) of prothioconazole-desthio: 0.01 mg/kg bw/day

According to the model calculations, the use of ADM.03500.F.2.B results in exposure levels of up to
21.11 % of the AOEL for prothioconazole and up to 81.14 % of the AOEL for prothioconazole-desthio
for residents of any age.

Additional estimation of resident and bystander exposure taking into account a conversion factor of 50%
of prothioconazole to prothioconazole -desthio reflecting cMS comments are presented below:

Table 6.6-10a: Estimated bystander and resident exposure taking into account 50% conversion of
prothioconazole to prothioconazole-desthio
50% Prothioconazole 50% Prothioconazole-desthio
Model data Total absorbed dose % of systemic Total absorbed dose % of systemic
(mg/kg bw/day) AOEL® (mg/kg bw/day) AOEL®

EFSA calculator (75th percentile and mean values in case of all pathways, long-term exposure):
Tractor-mounted spray application outdoors to cereals, buffer: 2-3 m (standard)
Application rate: 0.8 L prod/ha (1 x 0.1 kg prothioconazole/ha and 1 x 0.0907 kg prothioconazole-desthio/ha)

Child (body weight 10 kg)

Spray drift 0.0188 9.40 0.0032 31.82
Vapour 0.0011 0.54 0.0011 10.70
Surface deposits 0.0011 0.55 0.0003 2.45
Entry into treated crops 0.0118 5.91 0.0020 19.90
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50% Prothioconazole 50% Prothioconazole-desthio
Model data Total absorbed dose % of systemic Total absorbed dose % of systemic
(mg/kg bw/day) AOEL® (mg/kg bw/day) AOEL®

EFSA calculator (75th percentile and mean values in case of all pathways, long-term exposure):
Tractor-mounted spray application outdoors to cereals, buffer: 2-3 m (standard)
Application rate: 0.8 L prod/ha (1 x 0.1 kg prothioconazole/ha and 1 x 0.0907 kg prothioconazole-desthio/ha)

Sum of all pathways 0.0216 10.82 0.0046 45.92
Adult (body weight 60 kg)

Spray drift 0.0045 2.25 0.0008 7.59
Vapour 0.0002 0.12 0.0002 2.30
Surface deposits 0.0005 0.24 0.00008 0.80
Entry into treated crops 0.0066 3.28 0.0011 11.05
Sum of all pathways 0.008 3.97 0.0015 15.31

(1) AOEL (RVNAS) of prothioconazole: 0.2 mg/kg bw/day
(2) AOEL (RVNAS) of prothioconazole-desthio: 0.01 mg/kg bw/day

According to the model calculations and assuming a conversion factor of 50% of prothioconazole to
prothioconazole-desthio, the use of ADM.03500.F.2.B results in exposure levels of up to 10.82 % of the
AOEL for prothioconazole and up to 45.92 % of the AOEL for prothioconazole-desthio for residents of
any age.

6.6.4.2 Measurement of bystander and/or resident exposure

Since the resident exposure estimations carried out indicated that the acceptable operator exposure levels
(AOELSs) for prothioconazole and prothioconazole-desthio will not be exceeded under conditions of in-
tended uses, a study to provide measurements of /resident exposure was not necessary and was therefore
not performed.

6.6.5 Combined exposure

Diluted prothioconazole, as contained in the product ADM.03500.F.2.B, can degrade to the metabolite
prothioconazole-desthio. In a conservative approach, two exposure assessments have therefore been per-
formed for each relevant exposure group. One assessment reflects exposure to 100 % prothioconazole
when handling the concentrate, the dilution or the dried formulation, while the other assessment reflects
exposure to 100 % prothioconazole-desthio when handling the dilution or the dried formulation. Since
exposure cannot occur to 100 % prothioconazole and 100 % prothioconazole-desthio simultaneously, a
summation of the results is not considered appropriate and the risk is considered being acceptable if expo-
sure to either substance is below the respective AOEL.

Taking into account a conversion rate of 50% of prothioconazole to prothioconazole -desthio combined
exposure of prothioconazole and prothioconazole-desthio is calculated as the sum of the component expo-
sures without regard to the mode of action or mechanism/target of toxicity. Initially, the individual Haz-
ard Quotients (HQ) are calculated for prothioconazole and prothioconazole-desthio by assessing the ex-
posure according to appropriate models and dividing the individual exposure levels by the respective sys-
temic AOEL. This is equivalent to the predicted exposure as % of systemic AOEL from Table 6.6-3a,

Table 6.6-6a and
Table 6.6-9a converted to decimal. The Hazard Index (HI) is the sum of the individual HQs.

Table 6.6-11: Risk assessment (overview) from combined exposure
Application scenario Exposure scenario Active Ingredient Estimated expo-
sure / AOEL (HQ)
Operators — tractor-mounted 50% Prothioconazole is | prothioconazole 0.06
downward spraying, wearing transformed into prothio- T B 024
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Application scenario

Exposure scenario

Active Ingredient

Estimated expo-

sure / AOEL (HQ)
work wear @ during M/L and A | conazole-desthio Cumulative risk Operators (HI) 0.30
and gloves during M/L®
For details, please refer to
6.6.2, Table 6.6-3a.
Workers - inspection and irriga- | 50% Prothioconazole is | prothioconazole 0.05
tion, wearing work wear transformed into prothio- hi le-desthi 17
For details, please refer to conazole-desthio protnioconazole-esinio 0.
6.6.3, Table 6.6-5a. Cumulative risk Operators (HI) 0.22
Resident - Child (all pathways) |50% Prothioconazole is | prothioconazole 0.11
For details, please refer to transformed into prothio- hi le-desthi 4
6.6.4, Table 6.6-7a. conazole-desthio protnioconazole-gesinio 0.46
Cumulative risk Operators (HI) 0.57
Resident - Adult (all pathways) |50% Prothioconazole is | prothioconazole 0.04
For details, please refer to transformed into prothio- hi le-desthi 015
6.6.4, Table 6.6-7a. conazole-desthio prothioconazole-destnio :
Cumulative risk Operators (HI) 0.19

(1) Work wear — arms, body and legs covered
(2) M = Mixing, L = Loading, A = Application

According to the risk assessment by taking into account a combined exposure of prothioconazole and
prothioconazole-desthio, the risk is acceptable for operators wearing gloves and regular work wear during
mixing/loading and regular work wear during application and for workers without considering specific
PPE and for bystanders and residents without any risk mitigation measures.
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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

Title
Company Report No. Vertebrate
Data point Author(s) Year Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not

KCP XXXXXXXXXX 2019a Acute oral toxicity — Up-and Down procedure in rats Y ADM
7.1.1/01 Report no.: 51286; sponsor no.: 000102245
XXXXXXXXXXXXX, Dayton, NJ, USA

GLP

Unpublished

KCP XXXXXXXXXX 2019 ADM.3500.F.2.B: Acute dermal toxicity — Fixed dose procedure in rats Y ADM
7.1.2/01 Report no. 51287; sponsor no.: 000102246
XXXXXXXXXXXX Dayton, NJ, USA

GLP

Unpublished

KCP XXXXXXXXXX 2019b ADM.3500.F.2.B: Acute inhalation toxicity in rats Y ADM
7.1.3/01 Report no.: 51288; sponsor no.: 000102247
XXXXXXXXXXXXX, Dayton, NJ, USA

GLP

Unpublished

KCP XXXXXXXXXX 2019 ADM.3500.F.2.B: Primary skin irritation in rabbits Y ADM
7.1.4/02 Report no. 51290; sponsor no.: 000102248
XXXXXXXXXXX, Dayton, NJ, USA

GLP

Unpublished

KCP XXXXXXXXXX 2019 ADM.3500.F.2.B: Primary eye irritation in rabbits Y ADM
7.1.5/02 Report no. 51289; sponsor no.: 000102250
XXXXXXXXXXXX, Dayton, NJ, USA

GLP

Unpublished

KCP XXXXXXXXXX 2019c ADM.3500.F.2.B: Local lymph node assay (LLNA) in mice Y ADM
7.1.6/01 Report no.: 51291; sponsor no.: 000102249
XXXXXXXXXXXX, Dayton, NJ, USA

GLP

Unpublished
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Title
Company Report No. Vertebrate
Data point Author(s) Year Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
KCP Finlayson, Z.. 2020 The in vitro percutaneous absorption of radiolabelled Prothioconazole-desthio in two in-use dilutions of the Prothio- N ADM
7.3/01 conazole 250 g/L EC Formulation (ADM.03500.F.2.B) through human split-thickness skin

Report no.: 786166; sponsor no.: 000105848

Charles River Laboratories Edinburgh Ltd., Tranent, UK
GLP

Unpublished

ADM = Property of ADAMA Agricultural Solutions and all affiliates.

Under Article 59 of Regulation 1107/2009/EC, the Sponsor Company claims data protection for all ADM studies. For details on country specific data pro-
tection, refer to Part A.

List of data submitted or referred to by the applicant and relied on, but already evaluated at EU peer review

Data point

Author(s)

Year

Title

Company Report No.

Source (where different from company)
GLP or GEP status

Published or not

Vertebrate
study
YIN

Owner

List of data submitted by the applicant and not relied on

Data point

Author(s)

Year

Title

Company Report No.

Source (where different from company)
GLP or GEP status

Published or not

Vertebrate
study
Y/N

Owner

KCP
7.1.4/01

XXXXXXXXXXX.

2019

In vitro skin iritation: Human skin model test (EpiDerm™) with ADM.3500.F.2.B
Report no.: STUGC19AA0974-1; sponsor no.: 000102242

XXXXXXXXXXXXXX, Planegg, Germany

GLP

Unpublished

ADM

KCP
7.1.5/01

XXXXXXXXXXXX

2019

Screening for the eye irritancy potential using the Bovine corneal opacity and permeability assay with
ADM.3500.F.2.B
Report no.: STUGC19AA0974-2; sponsor no.: not stated

ADM
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Title
Company Report No. Vertebrate

Data point Author(s) Year Source (where different from company) study Owner
GLP or GEP status Y/N

Published or not

XXXXXXXXXXXXXXXXXX, Planegg, Germany
GLP
Unpublished

List of data relied on not submitted by the applicant but necessary for evaluation

Title
Company Report No. Vertebrate

Data point Author(s) Year Source (where different from company) study Owner
GLP or GEP status YIN

Published or not
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Appendix 2 Detailed evaluation of the studies relied upon

A2l Statement on bridging possibilities

Bridging was not necessary.

Comments of zZRMS:

Bridging is not applicable. In vivo studies has been provided with currently registered
product (ADM.03500.F.2.B)

A22 Acute oral toxicity (KCP 7.1.1)

Comments of zZRMS:

In Vivo studies has been considered as primary source of information regarding hazard
classification, thus classification based on the complete composition of the plant protec-
tion or alternative method (in vitro) has not been taken into account (please refer ZRMS
detailed consideration in the preface to this dRR).

Data has been reviewed for compliance with the current guidelines resulting from scien-
tific progress (OECD 425 rev 2022). Study (XXXXXXXXXXXXxX) implements 3R rules min-
imizing the number of animals required to estimate the acute oral toxicity of a chemical.
Limit test at 5000 mg/kg has been accepted by the zZRMS based on expert judgement con-
firms significant clinical signs of toxicity tested up to Category 4 values such irregular
respiration, abnormal posture, abnormal gait, reduced fecal (except for diarrhea, piloerec-
tion or an ungroomed appearance).

Noted deviation from TG OECD 425 procedure has no critical impact on study outcome.
Results of the study and conclusions are adequate for risk assessment and classification
purpose. Study accepted.

A2.2.1 Study 1

Justification for vertebrate study:

Classification via the application of bridging principles is not possible since data on a similar mixture are
not available. Thus, in a first approach, classification based on the complete composition of the plant pro-
tection product is taken into account for classification purpose. Since the composition of the plant protec-
tion product is confidential, this approach is presented in the confidential part C of this dossier.

In addition, a vertebrate study is available for acute toxicity of ADM.03500.F.2.B via the oral route. This
study was not performed with intention for use within the EU, but it was performed to satisfy the regula-
tory requirements of countries outside of the EU. For transparency reasons, the study is provided with this
dossier and summarised hereafter.

Reference:
Report

Guideline(s):
Deviations:

GLP:
Acceptability:

Duplication
(if vertebrate study)

KCP 7.1.1/01

Acute oral toxicity — Up-and-Down procedure in rats, XxxxxxxX. (2019a),
report no. 51286

OECD guideline 425 (2008); EPA OPPTS 870.1100 (2002)

Yes
Rationale for initial dose level selection, dose progression factor and for
follow-up dose levels was missing.

Yes
Yes
No
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Materials and methods

Test material (Lot/Batch No.)

ADM.3500.F.2.B (3178-010519-01)

Species

Rat, Sprague-Dawley derived, albino

No. of animals (group size)

175 mg/kg bw: 1 female

550 mg/kg bw: 3 females

1750 mg/kg bw: 3 females

5000 mg/kg bw: 1 female

(total number of animals: 8 females)

Dose(s) 175, 550, 1750, and 5000 mg/kg bw
Exposure Once by gavage

Vehicle/Dilution None

Post exposure observation period 14 days

Remarks None

Results and discussions

Table A 1: Results of acute oral toxicity study in rats of ADM.3500.F.2.B
Dose Toxicological results * Duration of signs Time of death LD50 (mg/kg bw)
(mg/kg bw) (14 days)
Female rats
175 0/0/1 n.a. n.a. 1030
(approx. 95% C.1.: 550 —
550 0/1/3 Day 0** n.a. 1750 mg/kg bw)
1750 3/3/3 Day 0 — Day 1** Day 1 - Day 2
5000 1/1/1 Day 0** Day 1

* Number of animals which died/number of animals with clinical signs/number of animals used

fol Day of test item adminstration

n.a. not applicable

C.lL Confidence interval

Table A 2: Summary of findings of acute oral toxicity study in rats of ADM.3500.F.2.B

Mortality: Yes, mortality occurred at the 1750 and 5000 mg/kg bw dose levels. At the 1750 mg/kg bw dose level
all animals died within two days of test substance administration. At the 5000 mg/kg bw dose level, the
animal died within one day of test substance administration.

Clinical signs: Yes, clinical signs were observed for all dose levels, except for the lowest dose level. Following admin-
istration of 550 mg/kg bw, one animal was hypoactive and exhibited irregular respiration. However, the
animal recovered by Day 1 and along with the remaining animals appeared active an healthy for the
remainder of the 14-day observation period. At the 1750 mg/kg bw dose level, one animal was hypoac-
tive prior to death and all animals exhibited irregular respiration, abnormal posture, abnormal gait, re-
duced fecal volume and/or diarrhoea. Lastly, at the 5000 mg/kg bw dose level the animal exhibited
irregular respiration, abnormal gait, prone posture and oral discharge.

Body weight: All animals of the 175 and 550 mg/kg bw dose groups gained body weight during the study.

However, the animals of the 1750 and 5000 mg/kg bw dose groups lost weight prior to death.

Macroscopic exami- | No gross abnormalities were noted for the animals of the 175 and 550 mg/kg bw dose groups when

nation: necropsied at the conclusion of the 14-day observation period.

Gross necropsy of the decedents of the 1750 m/kg bw dose group revealed distention of the stomach
and/or a fluid filled stomach and/or a fluid filled intestines. Furthermore, gross necropsy of the decedent
of the 5000 mg/kg bw dose group revealed distention of the stomach and intestines and a fluid-filled
stomach.

Conclusion

Under the experimental conditions, the oral LDso of ADM.3500.F.2.B is 1030 mg/kg bw (approx. 95%
confidence interval: 550 — 1750 mg/kg bw) in rats. Thus, classification as Acute Tox. 4 with hazard
statement H302 “Harmful if swallowed” is required according to Regulation (EC) No. 1272/2008 and
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subsequent regulations.

A23

Acute percutaneous (dermal) toxicity (KCP 7.1.2)

Comments of zZRMS:

In Vivo studies has been considered as primary source of information regarding hazard
classification, thus classification based on the complete composition of the plant protec-
tion or alternative method (in vitro) has not been taken into account (please refer ZRMS
detailed consideration in the preface to this dRR).

Already existing study (xxxxxxxxxx)) has been included into consideration on ZRMS
request.

Data has been reviewed for compliance with the current guidelines, resulting from scien-
tific progress. In the study (KCP 7.1.2/01 XXXXXXXXXXXXXXX (2019) tested material has not
been administered at doses which cause pain and distress due to potential corrosive or
severely irritant actions (see animal welfare discussion). There is no deviation from studies
protocol. Results of the study and conclusions are adequate for risk assessment and classi-

fication purpose. Study accepted.

A23.1 Study 1

Reference: KCP 7.1.2/01

Report ADM.3500.F.2.B: Acute dermal toxicity — Fixed dose procedure in rats, XXxxxxxxxxx (2019),
report no. 51287

Guideline(s): OECD guideline 402 (2017)

Deviations: No

GLP: Yes

Acceptability: Yes

Duplication No

(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.)

ADM.3500.F.2.B (3178-010519-01)

Species

Rat, Sprague-Dawley derived, albino

No. of animals (group size)

Range-finding study: 1 female
Main study: 2 females

Dose(s) Range-finding study: 2000 mg/kg bw
Main study: 2000 mg/kg bw
Exposure Topical application

Vehicle/Dilution

None
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Post exposure observation 14 days

period

Remarks None
Summary

An acute dermal toxicity test (Fixed Dose Procedure) was conducted with rats to determine the poten-
tial for ADM.3500.F.2.B to produce toxicity from a single topical application. Under the conditions of
this study, the single dose acute dermal LD50 of the test substance is greater than 2000 mg/kg bw (body
weight) in female rats.

Initially, two thousand milligrams of the test substance per kilogram of body weight was moistened
with distilled water and applied to the skin of one healthy rat for 24 hours. Due to the absence of toxici-
ty or death, two additional animals were tested for the main test at 2000 mg/kg bw. Females were se-
lected for the test because they are frequently more sensitive to the toxicity of test compounds than
males. The animals were observed for mortality, signs of gross toxicity and behavioral changes at least
once daily for 14 days. Body weights were recorded prior to application (initial) and again on Days 7
and 14 (terminal). Necropsies were performed on all animals at terminal sacrifice.

All animals survived test substance administration and gained body weight during the study. Other than
the dermal irritation noted at the dose site of one animal on Day 2, there were no other adverse clinical
findings recorded for any animal over the course of the study. No gross abnormalities were noted for
any of the animals when necropsied at the conclusion of the 14-day observation period.

Animal Welfare

This study complied with all applicable sections of the Guidelines from the Guide for the Care and Use
of Laboratory’ Animals (NRC 2011). All studies conducted for PSL adhere to the following principles:

» The Sponsor ensures that the study described in this report does not unnecessarily’ duplicate previous
experiments, and is in compliance with the PSL Policy on Animal Testing.

» Whenever possible, procedures used in this study have been designed to implement a reduction, re-
placement, and/or refinement in the use of animals in an effort to avoid or minimize discomfort, distress
or pain to animals. All methods are described in this study report or in written laboratory standard oper-
ating procedures.

» Animals experiencing severe pain or distress that cannot be relieved are painlessly euthanized, as
deemed appropriate by the veterinary staff and study director or appropriate designee. The principles of
OECD Guidance Document No. 19: Guidance Document on the Recognition, Assessment, and Use of
Clinical Signs as Humane Endpoints for Experimental Animals Used in Safety Evaluation was fol-
lowed.

» Methods of euthanasia used during this study were in conformance with the above referenced regula-
tion and the recommendations of the American Veterinary Medical Association (AVMA), 2013 Guide-
lines on Euthanasia.

» Animals were provided with species-appropriate environmental enrichment. Product Safety Labs is
accredited by the Association for the Assessment and Accreditation of Laboratory Animal Care
(AAALAQC) International

Results and discussions

Table 1: Results of acute dermal toxicity study in rats of ADM.3500.F.2.B
Dose Toxicological results * Duration of signs Time of death LDso (mg/kg bw)
(mg/kg bw) (14 days)
Female rats

Range-finding study

2000 0/0/1 - - > 2000

Main study
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Dose Toxicological results * Duration of signs Time of death LDso (mg/kg bw)
(mg/kg bw) (14 days)
2000 0/1/2 - -

* Number of animals which died/number of animals with clinical signs/number of animals used

Table 2: Summary of findings of acute dermal toxicity study in rats of ADM.3500.F.2.B

Mortality: No mortality occurred.

Clinical signs: Except for the dermal irritation noted at the dose site of one animal of the main study on Day
2, no other signs of gross toxicity, dermal irritation, adverse clinical effects or abnormal be-
haviour were observed.

Body weight: Body weight gain was considered to be normal.

Macroscopic examination: No gross abnormalities were noted for any of the animals when necropsied at the end of the
14-day observation period.

Conclusion

Based on the present study results, the acute dermal LD50 of ADM.3500.F.2.B is more than 2000 mg/kg
body weight in female Sprague-Dawley rats.

Therefore, classification of the formulation for acute dermal toxicity is not required according to the Reg-
ulation (EC) No. 1272/2008.

A24 Acute inhalation toxicity (KCP 7.1.3)

Comments of zZRMS: In Vivo studies has been considered as primary source of information regarding hazard
classification, thus classification based on the complete composition of the plant protec-
tion or alternative method (in vitro) has not been taken into account (please refer ZRMS
detailed consideration in the preface to this dRR).

Data has been reviewed for compliance with the current guidelines, resulting from scien-
tific progress. In the study (Xxxxxxxxxxx (2019c)) animals are exposed to one limit con-
centration for a predetermined duration (4 hours) and obtain sufficient information on the
acute toxicity of test article to enable its classification and to provide lethality data (LCso)
for both sexes as needed for quantitative risk assessments. Noted deviation from TG
OECD 403 procedure has no critical impact on study outcome. Results of the study and
conclusions are adequate for risk assessment and classification purpose. Study accepted.

A241 Study 1

Justification for vertebrate study:

Classification via the application of bridging principles is not possible since data on a similar mixture are
not available. Thus, in a first approach, classification based on the complete composition of the plant pro-
tection product is taken into account for classification purpose. Since the composition of the plant protec-
tion product is confidential, this approach is presented in the confidential part C of this dossier.

In addition, a vertebrate study is available for acute toxicity of ADM.03500.F.2.B via the inhalational
route. This study was not performed with intention for use within the EU, but it was performed to satisfy
the regulatory requirements of countries outside of the EU. For transparency reasons, the study is provid-
ed with this dossier and summarised hereafter.

Reference: KCP 7.1.3/01

Report ADM.3500.F.2.B: Acute inhalation toxicity in rats, Xxxxxxxxxxx (2019c),
report no. 51288

Guideline(s): OECD guideline 403 (2009); EPA OPPTS 870.1300 (1998); EU method B.2

(EC No. 440/2008)
Deviations: Yes
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3 test animals per sex per concentration step is foreseen by the guideline,
however, in this study 5 animals per sex per test concentration were used;

air
GLP: Yes
Acceptability: Yes
Duplication No
(if vertebrate study)
Materials and methods
Test material (Lot/Batch No.) ADM.3500.F.2.B (3178-010519-01)
Species Rat, Sprague-Dawley derived, albino
No. of animals (group size) 5 rats/sex/dose
Concentration(s) 2.10+0.08 and 5.13 £ 0.36 mg/L
Exposure 4 hours (nose only)
Vehicle/Dilution Clean air
Post exposure observation period 14 days
Remarks None
Results and discussions
Table A 3: Concentration(s) and exposure conditions
Nominal conc. Actual conc. MMAD * GSD **
(mg/L air) (mg/L air) (nm) (nm)
13.49 2.10+0.08 1.80 2.25
43.75 5.13+0.36 1.83 2.13

* MMAD = Mass Median Aerodynamic Diameter
**  GSD = Geometric Standard Deviation

Table A 4: Results of acute inhalation toxicity study in rats of ADM.3500.F.2.B
Concentration . . - . - . LCso (Mg/L air)
(Mg/L air) Toxicological results Duration of signs Time of death (14 days)
Male rats
2.10 0/5/5 Day 0** - Day 7 n.a. 2 mg/L < LCs0 <5 mg/L
5.13 3/5/5 Day 0** — Day 11 Day 2
Female rats
2.10 0/5/5 Day 0** - Day 7 n.a. 2 mg/L < LCso <5 mg/L
5.13 3/5/5 Day 0** — Day 13 Day 1 — Day 2
*Number of animals which died/number of animals with clinical signs/number of animals used
** removal from the exposure tube
n.a. = not applicable
C.L. = confidence limits
Table A 5: Summary of findings of acute inhalation toxicity study in rats of ADM.3500.F.2.B
Mortality: No mortality was observed at the 2.10 mg/L concentration level. However, three males and three females
died within two days following exposure to 5.13 mg/L of the test substance.
Clinical signs: Following exposure to 2.10 mg/L of the test substance, two animals were hypoactive and all animals
exhibited abnormal respiration. However, all animals recovered by day 8 and appeared active and healthy
for the remainder of the 14-day observation period.
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Prior to death, all animals of the 5.13 mg/L group were hypoactive and exhibited abnormal respiration,
moist rales, gasping, ano-genital staining and/or prone posture. Following exposure to 5.13 mg/L, the
surviving animals exhibited similar clinical signs.

Body weight:

All animals of the 2.10 mg/L group gained body weight during the study. Furthermore, two male animals
of the 5.13 mg/L group lost body weight (one animal >10%), the remaining two female animals gained
body weight during the study.

Macroscopic exami-
nation:

No gross abnormalities were noted for any of the animals of the 2.10 mg/L group when necropsied at the
conclusion of the 14-day observation period.

Gross necropsy of the decedents of the 5.13 mg/L group revealed distention of the stomach and intestines
and/or discolouration of the lungs. Furthermore, gross necropsy for two of the euthanized animals re-
vealed distention of the stomach and/or intestines. No gross abnormalities were noted for the remaining
two euthanized animals when necropsied at the conclusion of the 14-day observation period.

Conclusion

Based on the study
derived using the P

results, a LCso of 5.02 mg/L with a 95% confidence interval of 4.24 — 5.95 mg/L was
robit analysis. A worst-case value of 7.0 mg/L with an assumed mortality rate of 100%

was applied in the calculation. The result is slightly above the requirement for classification in Category 4

for dusts and mists

A25

(1.0 < LCs0 < 5.0) and therefore no classification is required.

Skin irritation (KCP 7.1.4)

Comments of zZRMS:

Regarding in vitro study Xxxxxxxxxxx., 2019 (Skin irritation, Reconstructed human epi-
dermis EpiDermTM (OECD 439)) ZRMS reviewer draws attention to the following in-
formation available in GD OECD 439 revision 14 June 2021 INITIAL CONSIDERA-
TIONS AND LIMITATIONS Subsection 8: p.2 (..) data indicates a lack of applicability
of the RhE based in vitro skin irritation test for agrochemical formulations (47). (..). See
also: Kolle S.N, van Ravenzwaay B. and Landsiedel R. (2017). Regulatory accepted but
out of domain: In vitro skin irritation tests for agrochemical formulations. Regul. Toxicol.
Pharmacol 89, 125-130.

Thus, taking into account mentioned above information ZRMS decided to conclude as-
sessment in this hazard category for the ADM.03500.F.2.B based on in vivo study.

A251

Study 1
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A252 Study 2

Classification via the application of bridging principles is not possible since data on a similar mixture are
not available. In consideration of the content and the classification of the individual components in the
formulation ADM.03500.F.2.B, a classification of ADM.03500.F.2.B with H314 would be required.
Since the composition of the plant protection product is confidential, this approach is presented in the
confidential part C of this dossier.

However, an in vivo skin irritation study according to OECD guideline 404 (2015) was conducted but not
performed with intention for use within the EU, but to satisfy the regulatory requirements of countries
outside of the EU. The study was conducted to clarify the results of the in vitro study, since the results of
the in vitro study does not enable an exact prediction on the classification for skin irritation to Category 1
or 2. Considering the results of the animal study the product does not need to be classmed as skln irritant
accordlng to CLP Regulatlon (EC) 1272/2008 5 :

Conclusion
In a weight of evidence approach based on the in-vtre-and in vivo data, ADM.03500.F.2.B requires no
classification as a skin irritant according to Regulation (EC) No. 1272/2008 and subsequent regulations.

Comments of zZRMS: In Vivo studies has been considered as primary source of information regarding hazard
classification, thus classification based on the complete composition of the plant protec-
tion or alternative method (in vitro) has not been taken into account (please refer ZRMS
detailed consideration in the preface to this dRR).

Already existing study (Xxxxxxxxxxx (2019)) has been included into consideration on
ZRMS request.

As it was mentioned and explained in the our general comment in vitro study (Zuckerstét-
ter, V., 2019) based on OECD 439 is not applicable for agrochemical formulations thus
already existed in vivo study has been accepted and considered by the ZRMS as reliable
for the hazard assessment.

Test product was applied in a single dose to the skin of an experimental animal;

untreated skin areas of the test animal serve as the control. The degree of irrita-
tion/corrosion was read and scored at specified intervals in order to provide a complete
evaluation of the effects. The duration of the study was sufficient to evaluate the reversi-
bility or irreversibility of the effects observed.

There was no deviation from studies protocol. Results of the study and conclusions are
adequate for risk assessment and classification purpose. Study accepted.

Reference: KCP 7.1.4/02

Report ADM.3500.F.2.B: Primary skin irritation in rabbits, Xxxxxxxxxxx (2019),
report no. 51290

Guideline(s): OECD guideline 404 (2015); EPA OPPTS 870.2500 (1998); EU method B.4

(EC No. 440/2008)
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Deviations: No
GLP: Yes
Acceptability: Yes
Duplication No

(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.) ADM.3500.F.2.B (3178-010519-01)

Species Rabbit, New Zealand albino

No. of animals (group size) 3 females

Initial test using one animal No

Exposure 0.5 mL (4 hours, semi-occlusive)
Vehicle/Dilution None

Post exposure observation period 7 days

Remarks None

Summary

A primary skin irritation test was conducted with rabbits to determine the potential for ADM.3500.F.2.B
to produce irritation after a single topical application. Under the conditions of this study, the test sub-
stance is classified as moderately irritating to the skin.

Five-tenths of a millilitres of the test substance was applied to the skin of three healthy rabbits for 4
hours. Following exposure, dermal irritation was evaluated by the Draize method of scoring.

Within 30-60 minutes of patch removal, all three treated sites exhibited very slight to well-defined ery-
thema and/or very slight to slight oedema. The overall incidence and severity of irritation decreased grad-
ually with time. All animals were free of dermal irritation by Day 7 (study termination).

The incidence, severity and reversibility of irritation are detailed below:

The Primary Dermal Irritation Index (PDII) calculated for this test substance was 2.4

Results and discussions

Table 1: Skin irritation of ADM.3500.F.2.B
Animal Scores after treatment * Mean scores Reversible
No. 1h 24h 48h | 72h (24-72h) (day)

1 Erythema 1 1 0 0 0.33 2
Oedema 0 0 0 0 0

2 Erythema 2 2 2 2 2 7
Oedema 2 2 1 lEx 1.33

3 Erythema 2 2 2 2 2 7
Oedema 1 2 1 lEx 1.33

- scores in the range of 0 to 4; ** desquamation at the dose site

No clinical signs of toxicity were observed, except for dermal irritation. Within 30 — 60
minutes of patch removal, all three treated sites exhibited very slight to well-defined erythema
and/or very slight to slight oedema. The overall incidence and severity of irritation decreased
gradually with time. Two animals also showed desquamation at the dose site at the 72-hour
observation. All animals were free of dermal irritation by Day 7 (study termination).

Clinical signs:

All animal gained body weight during the study.
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Conclusion

Under the experimental conditions, ADM.3500.F.2.B is not a skin irritant. Thus, no classification is re-
quired according to Regulation (EC) No. 1272/2008 and subsequent regulations.

A26 Eye irritation (KCP 7.1.5)

Comments of ZRMS: Regarding in vitro study xxxxxxxxxxx 2019 (Eye irritation, BCOP assay, isolated corneas
of bovine eyes (OECD 437)), ZRMS reviewer draws attention to the following information
available in the paper: Kolle S.N., van Cott A., van Ravenzwaay B. and Landsiedel R.
(2017): Lacking applicability of in vitro eye irritation methods to identify seriously eye
irritating agrochemical formulations: Results of bovine cornea opacity and permeability
assay, isolated chicken eye test and the EpiOcular™ ET-50 method to classify according to
UN GHS. Regulatory Toxicology and Pharmacology 85 (2017) 33-47.

Thus, taking into account mentioned above information ZRMS decided to conclude as-
sessment in this hazard category for the ADM.03500.F.2.B based on in vivo study.

A26.1 Study 1
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A26.2 Study 2
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An in vivo eye irritation study according to OECD guideline 405 (2017) was conducted but not performed
with intention for use within the EU, but to satisfy the regulatory requirements of countries outside of the
EU to clarify the results of the in vitro study.

Conclusion

Based on the available information, ADM.3500.F.2.B is an eye irritant. Thus, classification as Eye irrita-
tion Category 2 with hazard statement H319 “Causes serious eye irritation” is required according to
Regulation (EC) No. 1272/2008.

Comments of zZRMS:

In Vivo studies has been considered as primary source of information regarding hazard
classification, thus classification based on the complete composition of the plant protec-
tion or alternative method (in vitro) has not been taken into account (please refer ZRMS
detailed consideration in the preface to this dRR).

Already existing study (Xxxxxxxxxxx (2019)) has been included into consideration on
ZRMS request.

Study  (Xxxxxxxxxxx (2019)) has been reviewed for compliance with the current
guidelines resulting from scientific progress (OECD 405 rev 2017).

The update from 2012 mainly focused on the use of analgesics and anesthetics without
impacting the basic concept and structure of the TG. ICCVAM (Interagency Coordinating
Committee on the Validation of Alternative Methods) reviewed the usefulness and
limitations of routinely using topical anesthetics, systemic analgesics, during in vivo ocular,
irritation safety testing. The review concluded that the use of topical anesthetics and
systemic analgesics could avoid most or all pain and distress without affecting the outcome

of the test, and recommended that these substances should always be used.

In the discussed study (XxxxxxxxxxX (2019)) topical anesthetics has been used. Prior to
instillation, 1-2 drops of ocular anesthetic (Tetracaine Hydrochloride Ophthalmic Solution
V'SP, 0.5%) were placed into both the treated and control eye of each. In the Reviewer
opinion study implements 3R rules and humane endpoints

minimizing pain and distress of animals.

In the mentioned study degree of eye irritation/serious eye damage were evaluated by
scoring lesions of conjunctiva, cornea, and iris, at specific intervals. Duration of the study
was sufficient to evaluate the reversibility or irreversibility of the effects. Results of the
study and conclusions are adequate for risk assessment and classification purpose. Study

accepted.

Reference:
Report

Guideline(s):

Deviations:
GLP:
Acceptability:

Duplication
(if vertebrate study)

KCP 7.1.5/02

ADM.3500.F.2.B: Primary eye irritation in rabbits, Xxxxxxxxxxx (2019),
report no. 51289

OECD guideline 405 (2017); EPA OPPTS 870.2400 (1998); EU method B.5
(EC No. 440/2008)

No
Yes
Yes
No
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Executive summary:

A primary eye irritation test was conducted with rabbits to determine the potential for ADM.3500.F.2.B
to produce irritation from a single instillation via the ocular route. Under the conditions of this study, the
test substance is classified as moderately irritating to the eye.

One-tenth of a milliliter of the test substance was instilled into the right eye of three healthy rabbits. The
left eye remained untreated and served as a control. Ocular irritation was evaluated by the Draize method
of scoring

Within 24 hours after test substance instillation, all three treated eyes exhibited corneal opacity and ‘posi-
tive’ conjunctivitis. There was no iritis observed in any treated eye during this study. The overall inci-
dence and severity of irritation decreased gradually with time. Positive irritation cleared from all three
treated eyes by Day 4. All animals were free of ocular irritation by Day 7 (study termination).

The incidence of positive effects, severity and reversibility are detailed below:

Time post installation Incidence of Positive Effects
Corneal opacity Iritis Conjunctivitis

1 hour 0/3 0/3 3/3

24 hours 3/3 0/3 2/3

48 hours 2/3 0/3 1/3

72 hours 2/3 0/3 0/3

Day 1 0/3 0/3 0/3

Day 2 0/3 0/3 0/3

Time post installation Severity of Irritation — Mean Score

1 hour 12.0

24 hours 15.7

48 hours 9.7

72 hours 5.3

Day 1 1.3

Day 2 0.0

Procedure

Prior to test initiation, both eyes of a group of animals were examined using a white light source and a
fluorescein dye procedure. One drop of ophthalmic fluorescein sodium dye was instilled into both eyes of
each rabbit. The eyes were rinsed with physiological saline (0.9% NaCl) after instillation of the fluoresce-
in and then evaluated for corneal damage using an ultraviolet light source. Prior to test substance instilla-
tion, the eyes were re-examined and scored for abnormalities according to the “Scale for Scoring Ocular
Lesions” Three healthy, naive animals (riot previously tested) without pre-existing ocular irritation were
selected for test. A systemic analgesic (Buprenorphine SR) was administered to relieve potential discom-
fort associated with eye irritation which provides therapeutic relief for periods of up to 76 hours. Prior to
test substance instillation. 0.1 mg/kg of body weight of the analgesic was administered to the animals and
at appropriate intervals to maintain therapeutic blood levels.

Preparation of Test Substance

The test substance was instilled as received and mixed well prior to use. The pH was determined for the
test substance prior to the instillation and was within a pH range of 2 and 11.5, therefore testing proceed-
ed. The procedure used and the results are retained in the raw data.

Instillation

Prior to instillation, 1-2 drops of ocular anesthetic (Tetracaine Hydrochloride Ophthalmic Solution VSP,
0.5%) were placed into both the treated and control eye of each animal One-tenth of a milliliter of the test
substance was then instilled into the conjunctival sac of the right eye of each rabbit by pulling the lower
lid away from the eyeball. The upper and lower lids were then gently held together for about one second
before releasing to minimize loss of the test substance. The other eye of each rabbit remained untreated
with the test substance and served as a control. The rabbits were then returned to their designated cages

Ocular scoring
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Ocular irritation was evaluated using a white light source in accordance with the Draize method of scor-
ing (Draize et al., 1944; see Table 4) at I, 24, 48, and 72 hours and at 4 and 7 days post instillation. The
fluorescein dye evaluation procedure described in Section 5.A. was used in the treated eye at 24 hours and
as needed at subsequent scoring intervals to evaluate the extent of comeal damage or to verij reversal of
effects. Individual scores were recorded for each animal. In addition to observations of the cornea, iris
and conjunctivae, any other observed lesions were noted. The average score for all rabbits at each scoring
period was calculated to aid in data interpretation

Results and discussions
Table 7.5.1/02-01: Eye irritation of ADM.3500.F.2.B

Animal No. Scores after treatment * Mean scores Reversible
1h 24h | 48h 72h (24-72h) (day)
1 Corneal opacity 0 1175 s 1** 1 7
Iritis 0 0 0 0 0
Redness conjunctivae 1 2 1 1 1.33
Chemosis conjunctivae 2%** 1 0 0 0.33
2 Corneal opacity 0 1175 s 1** 1 7
Iritis 0 0 0 0 0
Redness conjunctivae 1 2 2 1 1.67
Chemosis conjunctivae 2%F* 2%F* 2%F* 1 1.67
3 Corneal opacity 0 il 0 0 0.33 3
Iritis 0 0 0 0 0
Redness conjunctivae 1 1 1 0 0.67
Chemosis conjunctivae 2%** 1 0 0 0.33

& scores in the range of 0 to 4 for cornea opacity and chemosis, 0 to 3 for redness of conjunctivae and 0 to 2 for iritis

**  ophthalmic fluorescein sodium dye was used to evaluate the extent or verify the absence of corneal opacity

*** Discharge with moistening of lids and hairs, and considerable area around the eye was observed for all animals (animal no.
2 also showed discharge with moistening of lids and hairs just adjacent to lids at the 24-hour observation and an amount of dis-
charge above normal at the 48-hour observation)

Clinical signs:

No clinical signs of toxicity were observed, except for eye irritation. Within 24 hours after test substance
instillation, all three treated eyes exhibited corneal opacity, conjunctival redness and chemosis. There was
no iritis observed in any treated eye during this study. The overall incidence and severity of irritation de-
creased gradually with time. Discharge with moistening of lids and hairs, and considerable area around
the eye was observed for all animals. One animal also showed discharge with moistening of lids and hairs
just adjacent to lids at the 2- hour observation and an amount of discharge above normal at the 48-hour
observation. All animals were free of ocular irritation by Day 7 (study termination). All animals gained
body weight during the study.

Results:

Within 24 hours after test substance instillation, all three treated eyes exhibited corneal opacity and ‘posi-
tive’ conjunctivitis. There was no iritis observed in any treated eye during this study. The overall inci-
dence and severity of irritation decreased gradually with time. Positive irritation cleared from all three
treated eyes by Day 4. All animals were free of ocular irritation by Day 7 (study termination). The Maxi-
mum Mean Total Score of ADM.3500.F.2. B is 15.7.

Conclusion

Under the experimental conditions, ADM.3500.F.2.B is an eye irritant. Thus, classification as Eye irrita-

tion Category 2 with hazard statement H319 “Causes serious eye irritation” is required according to
Regulation (EC) No. 1272/2008.

A27 Skin sensitisation (KCP 7.1.6)

Comments of zZRMS: In Vivo studies has been considered as primary source of information regarding hazard
classification, thus classification based on the complete composition of the plant protec-
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tion or alternative method (in vitro) has not been taken into account (please refer ZRMS
detailed consideration in the preface to this dRR).

Study has been reviewed for compliance with the current guidelines, resulting from scien-
tific progress. Study is in line with the suggestions of point 5 of Regulation 284/2013 and
Annex VIl to REACH REG (EC) No 1907/2006.

Noted deviation from TG OECD 429 procedure has no critical impact on study outcome.
Results of the study and conclusions are adequate for risk assessment and classification
purpose. Study accepted.

A27.1 Study 1

Justification for vertebrate study:

Classification via the application of bridging principles is not possible since data on a similar mixture are
not available. Thus, in a first approach, classification based on the complete composition of the plant pro-
tection product is taken into account for classification purpose. Since the composition of the plant protec-
tion product is confidential, this approach is presented in the confidential part C of this dossier.

In addition, a vertebrate study is available for skin sensitisation of ADM.03500.F.2.B. This study was not
performed with intention for use within the EU, but it was performed to satisfy the regulatory require-
ments of countries outside of the EU. For transparency reasons, the study is provided with this dossier and
summarised hereafter.

Reference: KCP 7.1.6/01

Report ADM.3500.F2.B: Local lymph node assay (LLNA) in mice, XXXXXXXXXXX
(2019f), report no. 51291

Guideline(s): OECD guideline 429 (2010); EPA OPPTS 870.2600 2003); EU method B.42
(EC No. 440/2008)

Deviations: With minor deviations: Body weights were recorded in the main study (Day
1 and Day 6) but not during the pre-test. The ear thickness was not meas-
ured.

GLP: Yes

Acceptability: Yes

Duplication No

(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.) ADM.3500.F.2.B (3178-010519-01)
Species Mouse, CBA/J strain
No. of animals (group size) Preliminary test: 2 females/concentration

Test substance group: 5 female mice/ concentration
Vehicle control group: 5 female mice
Positive group: 5 female mice

Range finding: Yes
The concentrations of 25%, 50%, and 100% as well as a vehicle control
group were tested during the preliminary test.

Exposure (concentration(s), no. of applications) | 25%, 50%, and 100 %
25 uL of the appropriate concentration was applied to the ears of each mouse
once per day for three consecutive days.

Vehicle 1% Pluronic® 1.92

Pretreatment prior to topical application Not applicable

Reliability check 25% Hexyl cinnamic aldehyde
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Remarks None

Results and discussions

Table A 10: Results of skin sensitisation study of ADM.3500.F.2.B
No. of ani- Concentration DPM / group Stimulation index EC3 value
mals (%) (SD) (sh
ADM.3500.F.2.B 5 25 10865.82 1.80
(4310.13)
5 50 8627.25 1.43 .
(2849.23) 88.1%
5 100 21055.32 3.49
(10435.79)
Vehicle Control 5 1 6030.62
Group (1152.96)
Positive control 5 25 28770.96 4.77
(13388.17)
SD = standard deviation
Clinical signs: All animals appeared active and healthy throughout the study. One mouse of the vehicle con-

trol group and of the positive control group and three mice of the test groups lost body weight
(< 3%) during the study. All other mice gained body weight during the study.

No dermal irritation was observed for any of the vehicle control group sites.

Very slight erythema was evident at all positive control sites between Days 2 and 6. Slight
oedema was present at three sites on Day 3 and at one site on Day 6.

No dermal irritation was observed after the application of the 25% test item concentration.

Very slight erythema was evident at two sites on Day 2 and at three sites on Day 3 after the
application of the 50% test item concentration.

Very slight erythema was evident at four test sites on Day 2, at all sites on Day 3 and at one
site on Day 6.

The EC3 value calculated for the test substance was 88.1%.

Conclusion

Under the experimental conditions, ADM.3500.F.2.B is a skin sensitizer. Thus, classification as Skin
Sensitisation Category 1B with hazard statement H317: “May cause an allergic skin reaction” is required
according to Regulation (EC) No. 1272/2008.

A28 Supplementary studies for combinations of plant protection products
(KCP7.1.7)

No further studies are necessary.
A29 Data on co-formulants (KCP 7.4)
A29.1 Material safety data sheet for each co- formulant

Information regarding material safety data sheets of the co-formulants can be found in the confidential
dossier of this submission (Registration Report - Part C).
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A29.2 Available toxicological data for each co-formulant

Available toxicological data for each co-formulant can be found in the confidential dossier of this submis-
sion (Registration Report - Part C).

A 210 Studies on dermal absorption (KCP 7.3)

In the EFSA Scientific Report (2007) 106, 1-98 the metabolite prothioconazole-desthio is concluded to be
more toxic than prothioconazole in the rat and rabbit developmental studies. As stated in DAR (2005),
B.6.15.1 Operator exposure (IIT 7.2.1), p.327: “It has been found that JAU 6476-desthio (SXX 0665) may
be formed in diluted prothioconazole formulations. This may happen on clothing, skin or certain plant
surfaces during the drying process. The degradation product, JAU 6476-desthio, is known to have an em-
bryotoxic potential in experimental animals.” Thus, for assessment of non-dietary exposure to the toxico-
logically relevant metabolite a new dermal absorption study with prothioconazole-desthio in spray dilu-
tions of Prothioconazole 250 g/L EC Formulation (ADM.03500.F.2.B) is available and submitted with
this dossier.

Comments of ZRMS: Dermal absorption study on prothioconazole-desthio has been conducted according to the
OECD TG 428 revision 2004. For testing human split thickness skin has been used. There
were no deviations from the TG. The absorbed dose of Prothioconazole-desthio from the
ADM.03500.F.2.B spray dilution has been calculated based on EFSA GD 2017 also BfR
Calculator.

Applying a dermal absorption rate for prothioconazole-desthio in Prothioconazole 250 g/L
EC Formulation (ADM.03500.F.2.B) of 11% for spray dilution diluted 1:188 and of 13%
for spray dilution diluted 1:667 in non-dietary risk assessments is considered appropriate
to use according to EFSA Guidance on Dermal Absorption (2017). Thus, it is concluded
then the in-use dilution is covered by the dilution tested in the study then no pro-rata cor-
rection is required.

Results of the DA study and conclusions are adequate for risk assessment (NDE) Study

accepted
A210.1 Study 1
Reference: KCP 7.3/01
Report The in vitro percutaneous absorption of radiolabelled Prothioconazole-

desthio in two in-use dilutions of the Prothioconazole 250 g/L EC Formula-
tion (ADM.03500.F.2.B) through human split-thickness skin, Finlayson, Z.,
2020, report no. 786166, sponsor no. 000105848

Guideline(s): OECD 428 (2004), EU method B.45 (Reg (EC) 440/2008)
Deviations: None

GLP: Yes

Acceptability: Yes

Duplication Not applicable

(if vertebrate study)

Materials and methods

Test material, purity (Lot/Batch No.) Prothioconazole-desthio, 99.7% (625-050-00, Code CC-711)
Radiolabeled test material (Lot No.) [*C] Prothioconazole-desthio, [1, 2, 4-triazole-U-4C] Prothioconazole-
Structure desthio (XXIV/5/B/2)

(*position of radiolabel)
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Formulation, type of formulation (Batch No.)

Prothioconazole 250 g/L EC, ADM.03500.F.2.B, emulsifiable concen-
trate (3178-010519-01)

Highest concentration of relevant metabolite in the
spray dilution (analytical), [g/L]

Prothioconazole-desthio: 1.33 (1.35, CV: 1.02% )

Lowest concentration of relevant metabolite in the
spray dilution (analytical), [g/L]

Prothioconazole-desthio: 0.375 (0.377, CV: 1.16%)

Amount of spray dilutions applied on human skin
[uL/cm?]

10 (ca. 6.4 pL)

Skin sample source

Human skin derived from abdomen of four female donors aged 48 to 64

Skin preparation used

Split-thickness skin membrane

Test system

Automated flow through diffusion cell apparatus (McGregor/Toner cells),
exposure area: 0.64 cm?, receptor chamber volume: 0.25 mL, flow rate:
1.5 mL/h, temperature: 32 + 1°C

Exposure time

8 hours

Sampling duration

0 to 24 hours: 0 to 8 hours 1 hour intervals followed by 2 hours interval
until 24 hours after application

Integrity of skin samples

Yes, was checked by measuring the electrical resistance of skin samples,
a rejection criterion of less than 7.7 kQ was applied

No. of replicates per dose group

Human skin: 8 (2 samples from 4 donors)

Receptor fluid composition

Phosphate buffered saline containing polyoxyethylene 20 oleyl ether
(PEG, ca 6%, wiv), sodium azide (ca 0.01%, w/v), streptomycin (ca 0.1
mg/mL) and penicillin (ca 100 units/mL), pH 7.42

Swabbing

Concentrated commercial hand wash soap was applied to the skin and the
soap gently rubbed onto the skin with atissue swab. The skin was then
rinsed with 5 mL of a ca 2% (v/v) commercial soap solution. The soap
solution was applied in aliquots and each aliquot was aspirated three
times with a pipette. The skin was dried with a tissue swab. The process
was repeated and the skin was dried with an additional tissue swab.

Mass balance samples

Receptor fluid samples, skin wash, tissue swab, pipette tip, receptor
compartment wash, donor compartment wash, tape strips and digested
skin

Analytical method

Liquid scintillation counting

Results and discussions

Solubility of prothioconazole-desthio in receptor fluid was determined and found to be 0.00413 g/L. The
target concentration (0.00397 g/L) represented the maximum possible concentration of prothioconazole-
desthio in the receptor fluid based on 70% of the applied dose being absorbed into a single 1 h receptor
fluid collection. As > 100% of the target concentration was achieved in the receptor fluid the solubility
was considered sufficient. Furthermore, the individual data of the highest concentration spray dilution 1
show that the receptor fluid was not rate-limiting to absorption with a mean receptor fluid value of 6.19%.
Immediately after dosing the stability of prothioconazole-desthio in both test preparations was analysed
by determining the radiochemical purity with the HPLC method (dilution 1: 92.8%, dilution 2: 95.3%).
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The radiochemical purity of prothioconazole-desthio in dilution 2 with 95.2% confirmed stability over the
dosing period in the preparation. The radiochemical purity of prothioconazole-desthio in dilution 1 with
92.8% was slightly low. As dilution 2 was made by taking an aliquot of dilution 1 and diluting with wa-
ter, the varied purity value is most likely due to the low concentration of radiochemical. This is justifia-
ble, as prothioconazole-desthio is a breakdown product, there would be varied concentrations in a realistic
scenario.

For skin integrity assessment the electrical resistances of skin samples were measured and a cut-off value
of < 7.7 kQ was applied in the study.

The required mean total recovery rate of > 95% was met for high and low concentration dilutions with
98.29% and 96.70% of the applied dose, respectively. For both spray dilutions tested less than 75 % of
the absorption of prothioconazole-desthio in the receptor fluid over 24 hours occurred within half of the
study duration (i.e. 12 hours) and the calculated t0.5 values of spray dilution 1 and spray dilution 2 are
with 69.54 and 73.74 below the threshold of 75. According to the EFSA guidance on dermal absorption
(2017), the absorption is not essentially complete within half the duration of the study and the amount in
the lower stratum corneum is considered as potentially absorbable and added to the absorbed dose. The
calculated values are listed below in the summary table. To address variability between replicates, the
multiplication factor k=0.84 corresponding to the number of replicates with n=8 was applied to the stand-
ard deviation and the value was added to the mean potentially absorbed dose as proposed in Chapter 5.3.
“Variability within the results and outliers” of EFSA Guidance (2017). The calculation of dermal absorp-
tion values is carried out with the recommended calculation template provided by BfR and published as
supporting information to current EFSA Guidance.

Details of study results and the evaluation are summarised in the Table A 15 below.

Table A 11: Results of dermal absorption of [*C]prothioconazole-desthio in ADM.03500.F.2.B
through human skin

Dilution 1 Dilution 2

high dose low dose
Target concentration [mg/mL] 1.33 0.375
Target dose [pg/cm?] 13.3 3.75
Mean actual applied dose [pg/cm?] 13.5 3.77
Recovery [%] Mean SD Mean SD
Dislodgeable dose
Swash after 8 h incl. donor chamber wash 87.82 2.36 85.58 4.04
Skin associated dose
Tape strips 1-2 0.44 0.58 0.21 0.13
Tape strips 3-x 1.04 1.18 0.74 0.63
Skin preparation 2.24 0.89 2.09 1.32
Absorbed dose
Receptor fluid 6.19 251 7.65 3.79
Receptor chamber wash 0.55 0.23 0.43 0.18
Total recovery 98.29 2.23 96.70 2.02
LLC of t_0.5 absorption 69.54 7.73 73.74 7.41
Absorption complete? No No
Measured absorption. if LLC of t_0.5<=75% 10.02 1.58 10.91 2.79
Measured absorption. if LLC of t_0.5>75% N/A N/A N/A N/A
Measured absorption corrected 10.02 1.58 10.91 2.79
Relevant absorption estimate 11.350 13.251
Final estimate (rounded) 11 13
Conclusion

Under the experimental conditions and applying the criteria of the EFSA Guidance on dermal absorption
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(2017), the estimated dermal absorption values of prothioconazole-desthio are 11% for the high concen-
trated spray dilution of 1.33 g/L and 13% for the low concentrated spray dilution of 0.375 g/L

Applying a dermal absorption rate for prothioconazole-desthio in Prothioconazole 250 g/L EC Formula-
tion (ADM.03500.F.2.B) of 11% for spray dilution diluted 1:188 and of 13% for spray dilution diluted

1:667 in non-dietary risk assessments is considered appropriate to use according to EFSA Guidance on
Dermal Absorption (2017).

A211 Other/Special Studies

Not relevant.
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Appendix 3  Exposure calculations

A31

KCP 7.2.2.1, KCP 7.2.3.1))

A311

Table A 12:

Calculations for prothioconazole

posure to prothioconazole, use in cereals

Operator, worker and resident exposure calculations (KCP 7.2.1.1,

Input parameters considered for the estimation of operator, worker and resident ex-

Substance name
Product name

Reference value acutely toxic active substance (RVAAS)
Crop type

Substance properties

Formulation type

Miniumum volume water for application (liquids)
Maximum application rate of active substance
50% Dissipation Time DT50

Initial Dislodgeable Foliar Residue

Dermal absorption of product

Dermal absorption of in-use dilution

Oral absorption of active substance

Inhalation absorption of active substance

Vapour pressure of active substance

Scenario

Indoor or Outdoor application
Application method

Application equipment

Buffer strip

Number of applications

Interval between multiple applications
Season (upward spraying orchards only)

Prothioconazole

ADM.03500.F.2.B

Reference value non acutely toxic active substance (RVNAS) |

0.2

|mg/kg bw/day

|mg/kg bw/day

Cereals

Soluble concentrates, emulsifiable concentrate, etc.

100

L/ha

0.2

kga.s. /ha

30,

days

3

ug/cm2 of foliage/kg a.s. applied/ha

25.00%

70.00%

100.00%

100.00%

low volatile substances having a vapour pressure of
<5*10-3Pa

Outdoor

Downward spraying

Vehicle-mounted

2-3

1

365

days

not relevant
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Table A 13: Screenshot of the summary table in the EFSA calculator for the estimation of opera-
tor, worker and resident exposure to prothioconazole, use in cereals
Substance Prothioconazole Formulation =Soluble Application rate-0.2 kg Spraydilution=2ga.s./| Vapourpressure =
concentrates, emulsifiable a.s./ha low volatile
concentrate, etc. substances having a
vapour pressure of
Scenario Cereals /Outdoor/Downward spraying / Vehicle-mounted Buffer = 2-3 Number applications
=1, Application

interval = 365 days

Percentage Dermal for product Dermal forin use diluation =70 Oral = 100 Inhalation = 100
Absoprtion =25
RVNAS 0.2 mg/kg bw/day RVAAS mg/kg bw/day
DFR 3uga.s./cm2 perkg DT50 30days
a.s./ha
Operator Model Mixing, loading and application AOEM
Potential Longer term systemic exposure mg/kg bw/day 0.2239 % of RVNAS 111.95%
exposure
Acute systemic exposure mg/kg bw/day 1.2395 % of RVAAS
Mixing and Loading Gloves = No Clothing = Work wear- RPE =None Soluble bags =No
arms, bodyand legs
covered
Application Gloves = No Clothing = Work wear- RPE =None Closed cabin = No
arms, bodyand legs
covered
Exposure Longerterm systemic exposure mg/kg bw/day 0.1402 % of RVNAS 70.12%
(including PPE
options Acute systemic exposure mg/kg bw/day 0.6105 % of RVAAS
ahoue)
Worker - Potential exposure mg/kg bw/day 0.1750 % of RVNAS 87.50%
Inspection, "o rking clothing me/ke bw/day 0.0196 % of RVNAS 9.80%
irrigation
Working clothing and gloves mg/kg bw/day % of RVNAS
Resident - child Spray drift (75th percentile) mg/kg bw/day 0.0376 % of RVNAS 18.79%
Vapour (75th percentile) mg/kg bw/day 0.0011 % of RVNAS 0.54%
Surface deposits (75th percentile) mg/kg bw/day 0.0022 % of RVNAS 1.10%
Entryinto treated crops (75th percentile) mg/kg 0.0236 % of RVNAS 11.81%
bw/day
All pathways (mean) mg/kg bw/day 0.0422 % of RVNAS 21.11%
Resident - Spray drift (75th percentile) mg/kg bw/day 0.0090 % of RVNAS 4.50%
adult
Vapour (75th percentile) mg/kg bw/day 0.0002 % of RVNAS 0.12%
Surface deposits (75th percentile) mg/kg bw/day 0.0010 % of RVNAS 0.48%
Entryinto treated crops (75th percentile) mg/kg 0.0131 % of RVNAS 6.56%
bw/day

All pathways (mean) mg/kg bw/day 0.0157 % of RVNAS 7.83%
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A3.12

Table A 14:

Calculations for prothioconazole-desthio

Input parameters considered for the estimation of operator, worker and resident ex-
posure to prothioconazole-desthio, use in cereals

Substance name

Prothioconazole-desthiol

Product name

ADM.03500.F.2.8

Reference value non acutely toxic active substance (RVNAS) |

0.01]

Reference value acutely toxic active substance (RVAAS) |

Crop type

Cereals|

Substance properties

Formulation type

Soluble concentrates, emulsifiable concentrate, etc.

Miniumum volume water for application (liquids)

100

Maximum application rate of active substance

0.1814;

50% Dissipation Time DT50

30,

Initial Dislodgeable Foliar Residue

3

Dermal absorption of product

0.00%

Dermal absorption of in-use dilution

13.00%

Oral absorption of active substance

100.00%

Inhalation absorption of active substance

100.00%

Vapour pressure of active substance

low volatile substances having a vapour pressure of
<5*10-3Pa

Scenario

Indoor or Outdoor application

Outdoor

Application method

Downward spraying

Application equipment

Vehicle-mounted

Buffer strip

2-3

Number of applications

1

Interval between multiple applications

365

Season (upward spraying orchards only)

not relevant

mg/kg bw/day
mg/kg bw/day

L/ha

kg a.s. /ha

days

ug/cm2 of foliage/kg a.s. applied/ha

days

A3.13

Table A 15;

Calculations for prothioconazole considering a conversion rate of 50%

Input parameters considered for the estimation of operator, worker and resident ex-
posure to 50% prothioconazole, use in cereals

Substance name

Prothioconazolel

Product name

ADM.03500.F.2.8|

Reference value non acutely toxic active substance (RVNAS) |

0.2|

Reference value acutely toxic active substance (RVAAS) |

Crop type

Cerealsl

Substance properties

Formulation type

Soluble concentrates, emulsifiable concentrate, etc.

Miniumum volume water for application (liquids)

100

Maximum application rate of active substance

0.1

50% Dissipation Time DT50

30

Initial Dislodgeable Foliar Residue

3

Dermal absorption of product

25.00%

Dermal absorption of in-use dilution

70.00%

Oral absorption of active substance

100.00%

Inhalation absorption of active substance

100.00%

Vapour pressure of active substance

low volatile substances having a vapour pressure of
<5*10-3Pa

Scenario

Indoor or Outdoor application

Outdoor

Application method

Downward spraying

Application equipment

Vehicle-mounted

Buffer strip

2-3

Number of applications

1

Interval between multiple applications

365

Season (upward spraying orchards only)

not relevant

mg/kg bw/day
mg/kg bw/day

L/ha

kga.s. /ha

days

ug/cm?2 of foliage/kg a.s. applied/ha

days
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Table A 16: Screenshot of the summary table in the EFSA calculator for the estimation of opera-
tor, worker and resident exposure to 50% prothioconazole, use in cereals
Substance Prothioconazole Formulation = Soluble Application rate-0.1 kg Spraydilution=1ga.s./| Vapourpressure =
concentrates, emulsifiable a.s./ha low volatile
concentrate, etc. substances having a
vapour pressure of
Scenario Cereals /Outdoor/ Downward spraying / Vehicle-mounted Buffer =2-3 Numberapplications
=1, Application
interval = 365 days
Percentage Dermal for product Dermal forin use diluation =70 Oral = 100 Inhalation = 100
Absoprtion =25
RVNAS 0.2 mg/kg bw/day RVAAS mg/kg bw/day
DFR 3 uga.s./cm2perkg DT50 30days
a.s./ha
Operator Model Mixing, loading and application AOEM
Potential Longer term systemic exposure mg/kg bw/day 0.1309 % of RVNAS 65.44%
exposure
Acute systemic exposure mg/kg bw/day 0.8577 % of RVAAS
Mixing and Loading Gloves = Yes Clothing = Work wear- RPE = None Soluble bags = No
arms, bodyand legs
covered
Application Gloves = No Clothing = Work wear- RPE =None Closed cabin = No
arms, bodyand legs
covered
Exposure Longer term systemic exposure mg/kg bw/day 0.0111 % of RVNAS 5.53%
(including PPE
options Acute systemic exposure mg/kg bw/day 0.1016 % of RVAAS
ahoue)
Worker - Potential exposure mg/kg bw/day 0.0875 % of RVNAS 43.75%
Inspection, "5 rking clothing mg/kg bw/day 0.0098 % of RVNAS 4.90%
irrigation
Working clothing and gloves mg/kg bw/day % of RVNAS
Resident - child Spray drift (75th percentile) mg/kg bw/day 0.0188 % of RVNAS 9.40%
Vapour (75th percentile) mg/kg bw/day 0.0011 % of RVNAS 0.54%
Surface deposits (75th percentile) mg/kg bw/day 0.0011 % of RVNAS 0.55%
Entryinto treated crops (75th percentile) mg/kg 0.0118 % of RVNAS 5.91%
bw/day
All pathways (mean) mg/kg bw/day 0.0216 % of RVNAS 10.82%
Resident - Spray drift (75th percentile) mg/kg bw/day 0.0045 % of RVNAS 2.25%
adult
Vapour (75th percentile) mg/kg bw/day 0.0002 % of RVNAS 0.12%
Surface deposits (75th percentile) mg/kg bw/day 0.0005 % of RVNAS 0.24%
Entryinto treated crops (75th percentile) mg/kg 0.0066 % of RVNAS 3.28%
bw/day
All pathways (mean) mg/kg bw/day 0.0079 % of RVNAS 3.97%
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A3.14 Calculations for prothioconazole-desthio considering a conversion rate of

50%
Table A 17: Input parameters considered for the estimation of operator, worker and resident ex-
posure to prothioconazole-desthio, to 50% prothioconazole, use in cereals

Substance name |

Prothioconazole-desthio|

Product name |

ADM.03500.F.2.8|

Reference value non acutely toxic active substance (RVNAS) | 0.01|mg/kg bw/day
Reference value acutely toxic active substance (RVAAS) | |mg/kg bw/day
Crop type | Ce reals|

Substance properties

Formulation type

Soluble concentrates, emulsifiable concentrate, etc.

Miniumum volume water for application (liquids) 100|L/ha

Maximum application rate of active substance 0.0907|kg a.s. /ha

50% Dissipation Time DT50 30|days

Initial Dislodgeable Foliar Residue 3|ug/cm?2 of foliage/kg a.s. applied/ha
Dermal absorption of product 11.00%

Dermal absorption of in-use dilution 13.00%

Oral absorption of active substance 100.00%

Inhalation absorption of active substance 100.00%

Vapour pressure of active substance

low volatile substances having a vapour pressure of
<5*10-3Pa

Scenario

Indoor or Outdoor application

Outdoor

Application method

Downward spraying

Application equipment

Vehicle-mounted

Buffer strip 2-3|m
Number of applications 1
Interval between multiple applications 365|days

Season (upward spraying orchards only)

not relevant
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Table A 18: Screenshot of the summary table in the EFSA calculator for the estimation of opera-
tor, worker and resident exposure to prothioconazole-desthio, use in cereals
Substance Prothioconazole- Formulation =Soluble Application rate-0.0907 Spraydilution =0.907 g Vapour pressure =
desthio concentrates, emulsifiable kga.s./ha a.s./l low volatile
concentrate, etc. substances havinga
vapour pressure of
Scenario Cereals /Outdoor/Downward spraying / Vehicle-mounted Buffer = 2-3 Number applications
=1, Application
interval = 365 days
Percentage Dermal for product Dermal forin use diluation =13 Oral = 100 Inhalation = 100
Absoprtion =11
RVNAS 0.01 mg/kg bw/day RVAAS mg/kg bw/day
DFR 3uga.s./cm2 perkg DT50 30days
a.s./ha
Operator Model Mixing, loading and application AOEM
Potential Longer term systemic exposure mg/kg bw/day 0.0503 % of RVNAS 503.17%
exposure
Acute systemic exposure mg/kg bw/day 0.3331 % of RVAAS
Mixing and Loading Gloves = Yes Clothing = Work wear- RPE = None Soluble bags = No
arms, bodyand legs
covered
Application Gloves = No Clothing = Work wear- RPE = None Closed cabin = No
arms, bodyand legs
covered
Exposure Longer term systemic exposure mg/kg bw/day 0.0024 % of RVNAS 24.18%
(including PPE
options Acute systemic exposure mg/kg bw/day 0.0210 % of RVAAS
ahoue)
Worker - Potential exposure mg/kg bw/day 0.0147 % of RVNAS 147.39%
Inspection, Working clothing mg/kg bw/day 0.0017 % of RVNAS 16.51%
irrigation
Working clothing and gloves mg/kg bw/day % of RVNAS
Resident - child Spray drift (75th percentile) mg/kg bw/day 0.0032 % of RVNAS 31.82%
Vapour (75th percentile) mg/kg bw/day 0.0011 % of RVNAS 10.70%
Surface deposits (75th percentile) mg/kg bw/day 0.0002 % of RVNAS 2.45%
Entryinto treated crops (75th percentile) mg/kg 0.0020 % of RVNAS 19.90%
bw/day
All pathways (mean) mg/kg bw/day 0.0046 % of RVNAS 45.92%
Resident - Spray drift (75th percentile) mg/kg bw/day 0.0008 % of RVNAS 7.59%
adult
Vapour (75th percentile) mg/kg bw/day 0.0002 % of RVNAS 2.30%
Surface deposits (75th percentile) mg/kg bw/day 0.0001 % of RVNAS 0.80%
Entryinto treated crops (75th percentile) mg/kg 0.0011 % of RVNAS 11.05%
bw/day
All pathways (mean) mg/kg bw/day 0.0015 % of RVNAS 15.31%
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Table A 19: Screenshot of the summary table in the EFSA calculator for the estimation of opera-
tor, worker and resident exposure to prothioconazole-desthio, use in cereals
Substance Prothioconazole- Formulation = Soluble Application rate-0.1814 Spraydilution =1.814 g Vapour pressure =
desthio concentrates, emulsifiable kg a.s./ha a.s./I low volatile
concentrate, etc. substances having a
vapour pressure of
Scenario Cereals / Outdoor /Downward spraying / Vehicle-mounted Buffer = 2-3 Number applications
=1, Application
interval = 365 days
Percentage Dermal for product Dermal forin use diluation =13 Oral = 100 Inhalation = 100
Absoprtion =0
RVNAS 0.01 mg/kg bw/day RVAAS mg/kg bw/day
DFR 3 uga.s./cm2 perkg DT50 30days
a.s./ha
Operator Model Mixing, loading and application AOEM
Potential Longer term systemic exposure mg/kg bw/day 0.0048 % of RVNAS 47.93%
exposure
Acute systemic exposure mg/kg bw/day 0.0343 % of RVAAS
Mixing and Loading Gloves = No Clothing = Work wear- RPE = None Soluble bags = No
arms, bodyand legs
covered
Application Gloves = No Clothing = Work wear- RPE = None Closed cabin = No
arms, bodyand legs
covered
Exposure Longer term systemic exposure mg/kg bw/day 0.0032 % of RVNAS 32.08%
(including PPE
options Acute systemic exposure mg/kg bw/day 0.0260 % of RVAAS
ahoue)
Worker - Potential exposure mg/kg bw/day 0.0295 % of RVNAS 294.78%
Inspection, "o rking clothing mg/kg bw/day 0.0033 % of RVNAS 33.01%
irrigation
Working clothing and gloves mg/kg bw/day % of RVNAS
Resident - child Spray drift (75th percentile) mg/kg bw/day 0.0064 % of RVNAS 63.63%
Vapour (75th percentile) mg/kg bw/day 0.0011 % of RVNAS 10.70%
Surface deposits (75th percentile) mg/kg bw/day 0.0005 % of RVNAS 4.91%
Entry into treated crops (75th percentile) mg/kg 0.0040 % of RVNAS 39.79%
bw/day
All pathways (mean) mg/kg bw/day 0.0081 % of RVNAS 81.14%
Resident - Spray drift (75th percentile) mg/kg bw/day 0.0015 % of RVNAS 15.18%
adult
Vapour (75th percentile) mg/kg bw/day 0.0002 % of RVNAS 2.30%
Surface deposits (75th percentile) mg/kg bw/day 0.0002 % of RVNAS 1.61%
Entryinto treated crops (75th percentile) mg/kg 0.0022 % of RVNAS 22.11%
bw/day
All pathways (mean) mg/kg bw/day 0.0028 % of RVNAS 28.32%

Appendix 4 Detailed evaluation of exposure and/or DFR studies relied upon
(KCP 7.2, KCP7.2.1.1, KCP 7.2.2.1, KCP 7.2.3.1)

Not relevant.



