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6 Mammalian Toxicology (KCP 7)

6.1 Summary

Table 6.1-1: Information on BAS 758 00 F*

Product name and code BAS 758 00 F

Formulation type Emulsion concentrate [EC]
Active substance(s) (incl. content) Mefentrifluconazole, 66.62 g/L

Metrafenone, 100 g/L
Pyraclostrobin, 80 g/L

Function fungicide
Product already evaluated as the ‘representative No
formulation’ during the approval of the active

substance(s)

Product previously evaluated in another MS according | No
to Uniform Principles

* Information on the detailed composition of BAS 758 00 F 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:
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Table 6.1-2:  Justified proposals for classification and labelling for BAS 758 00 F according to Reg-

ulation (EC) No 1272/2008

Hazard class(es), categories:

Acute Tox. 4 (oral)

Acute Tox. 4 (inhalation — mist)
Skin GeredIrrit. 2

Eye Dam.Aseit 1

Skin Sens. 1

STOT SE 3

Aquatic Acute 1

Aquatic Chronic 1

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

GHS05, GHS07, GHS09

Signal word:

Danger

Hazard statement(s):

H318: Causes serious eye damage

H315: Causes skin irritation

H317: May cause an allergic skin reaction

H335: May cause respiratory irritation

H302 + H332: Harmful if swallowed or inhaled

H400: Very toxic to aquatic life

H410: Very toxic to aquatic life with long lasting effects

Precautionary statement(s):

- Prevention:

- Response:

- Storage

- Disposal

P101: If medical advice is needed, have product container or label at hand
P102: Keep out of reach of children
P103: Read carefully and follow all instructions

P260: Do not breathe mist or vapour

P264: Wash contaminated body parts thoroughly after handling

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

P271: Use only outdoors or in a well-ventilated area

P272: Contaminated work clothing should not be allowed out of the workplace
P280: Wear protective gloves and eye protection or face protection

P310: Immediately call a POISON CENTER or physician

P305 + P351 + P338: IF IN EYES: Rinse cautiously with water for several
minutes. Remove contact lenses, if present and easy to do. Continue
rinsing.

P304 + P340: IF INHALED: Remove person to fresh air and keep comfortable
for breathing

P302 + P352: IF ON SKIN: Wash with plenty of soap and water

P330: Rinse mouth

P391: Collect spillage

P362 + P364: Take off contaminated clothing and wash it before reuse

P403 + P233: Store in a well-ventilated place. Keep container tightly closed.
P405: Store locked up

P501: Dispose of contents and container to hazardous or special waste
collection point.

Additional labelling phrases:

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

Table 6.1-3: Summary of risk assessment for operators, workers, bystanders and residents
for BAS 758 00 F
Result PPE / Risk mitigation measures
Operators Acceptable e nd-workwear-during-mixing/loadi

Workwear due to exposure calculations.
Protective clothing, protective gloves, face/eye protection during
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Result PPE / Risk mitigation measures
handling, mixing and loading due to hazard characterisation.
Workers Acceptable Work wear (arms, body and legs covered) Leng-sleeved-shirt-long
Bystanders Acceptable None
Residents Acceptable None

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 Table 6.1-3 are applied.

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

1 2 3 4 5 6 7 8 9 10
Use- | Crops andsitu- |F, | Application Application rate PHI | Remarks: Acceptability of
No.* | ation Fn, (d) exposure assess-
(e.g. growth Fpn (e.g. safener/syn- | ment
stage of crop) G, - ergist (L/ha))
Gn, |Method/ Max. number | Max. applica- | Water
Gpn Kind (min. interval | tion rate L/ha critical gap for
or | (incl. applica- between ap- | kg asiha _ operator, worker,
1% | om technique | Peations) min/ bystander or resi-
lon technique a) Mefentriflu- | max dent exposure o
Fkk = [} 2]
&) per use conazole basedon [Expo- | 2| 5|2 | E
b) per crop/ | ) Metrafenone cle 8|3
season sure model] s|=|8|2
c) Pyra- & § 2l &
clostrobin
1-5 | cereals F Spraying, 2; 2 (14d) a) 0.100 100 - 300 critical gap forop- [R |A [A [A
LCTM b) 0.150 erator, worker, by-
¢) 0.120 stander or resident
exposure based on
EFSA AOEM
6-10 | cereals F Spraying, 11 a) 8:867— 0.100 | 100 - 300 R [A [A |A
LCTM b) 8:286- 0.150
c) 6:080-0.120
11- | cereals F Spraying, 2; 2 (14d) a) 6:033- 0.067 | 100 - 300 R [A [A |A
15 LCTM b) 8:656- 0.100
c) 6:840- 0.080

*%*

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

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

- Exposure not acceptable/ Evaluation not possible

Data gaps

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)
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BAS 750 F BAS 560 F BAS 500 F
Common Name Mefentrifluconazole Metrafenone Pyraclostrobin
CAS-No. 1417782-03-6 220899-03-6 175013-18-0

Classification and

proposed labelling

With regard to toxicological endpoints (according to the criteria in Reg. 1272/2008, as amended)

Report (2006); 58,
1-72

Hazard classes (s), | Skin Sens. 1 None Acute Tox. 3 (Inhalation - mist),
categories: Skin egedirrit. 2, STOT SE 3
(iritating to respiratory system)®
Code(s) for hazard | (Exclamation mark - GHS07) - (Skull&crosshones — GHS 06)
pictogram(s):
Signal word: Warning - Danger
Hazard H317: May cause an allergic skin - H331: Toxic if inhaled.
statement(s): reaction H315: Causes skin irritation.
H335: May cause respiratory
irritation
Precautionary P261: Avoid breathing dust or fume - P271: Use only outdoors or in a
statement(s): P272: Contaminated work clothing well-ventilated area
should not be allowed out of the P273: Avoid release to the
workplace. environment
P280: Wear protective gloves P280: Wer protective gloves
P302 + P352: IF ON SKIN: Wash P260 Do not breathe
with plenty of soap and water. dust/gas/mist/vapours
P333 + P313: If skin irritation or P264 Wash with plenty of water
rash occurs occurs: Get medical and soap thoroughly after handling.
advice/attention. P311 Call a POISON CENTER or
P362 + P364: Take off doctor/physician.
contaminated clothing and wash it P304 + P340 IF INHALED:
before reuse. Remove person to fresh air and
P501: Dispose of contents and keep comfortable for breathing.
container to hazardous or special P303 + P352 IF ON SKIN (or hair):
waste collection point. Wash with plenty of soap and
water.
P391 Collect spillage.
P362+P364: Take off contaminated
clothing and wash before reuse.
P403 + P233 Store in a well-
ventilated place. Keep container
tightly closed.
P405 Store locked up.
P501 Dispose of contents/container
to hazardous or special waste
collection point.
Reference: Com.Del.Reg. (EU) No. 2020/1182 - Com.Reg. (EC) No. 790/2009
Agreed EU endpoints
AOEL systemic  |0.035 mg/kg bw/d (no correction 0.43 mg/kg bwd 0.015 mg/kg bw/d (corrected for 50
for oral absorption required) (correction not % oral absorption)
required)
AAOEL 0.15 mg/kg bw/d Not allocated Not allocated
Reference EFSA Journal 2018; 16(7):5379 EFSA Scientific Review report for the active

substance pyraclostrobin
SANCO/1420/2001-Final, 8.
September 2004
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BAS 750 F

BAS 560 F

BAS 500 F

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

Review
Report/EFSA
Conclusion for
active substance

None related to toxicology

None related to
toxicology

None related to toxicology

* Based on BASF self-classification

6.3

Toxicological Evaluation of Plant Protection Product

A summary of the toxicological evaluation for BAS 758 00 F is given in the following tables. Full sum-
maries of studies on the product that have not been previously considered within an EU peer review process
are described in detail in Appendix 2.

Table 6.3-1: Summary of evaluation of the studies on acute toxicity including irritancy and
skin sensitisation for BAS 758 00 F
Classification
Type of test, species, model Result - (acc. to the crite- Reference
system (Guideline) el ria in Reg. (DoclID)
1272/2008)
Acut_e oral toxicity, . L Dso > 2000 mgrkg bw WES No classification |CLP 1272/2008
predicted from composition
LDsg oral, rat 300 < LDsp <2000 mg/kg Yes Acute Tox. 4, 2020/2101764
(OECD 423) bw H302
1792 mg/kg bw*
LDso dermal, rat >2000 mg/kg bw Yes No classification |CLP 1272/2008
WOoE (Composition + oral-to-
dermal extrapolation)
Acute inhalation toxicity, LCso = 5.05 mg/L Yes No classification |CLP 1272/2008
predicted from composition (borderline)
LCso inhalation, rat ca. 5mg/L air Yes Acute Tox. 4, 2021/2021366
(OECD 436) H332 (+STOT
SE 3, H335)
Skin corrosion / irritation, Irritant Yes Skin Irrit. 2, H315 | CLP 1272/2008
predicted from composition)
Skin irritation, in vitro Skin irritant in vitro Yes Skin Irrit. 2, 2020/2086972
(SCT+SIT) H315
(OECD 431 + OECD 439)
Eye irritation, in vitro Irritant / Eye Damage Yes Eye lrrit. 2, H319 |2020/2086973
EpiOcular test (OECD 492) or Eye Dam. 1,
H318
Eye irritation, in vitro Non-irritant Yes No classification |2021/2007253
Isolated Chicken Eye test
(OECD 438)
WoE (Composition + in-vitro | Eye damage Yes Eye Dam. 1, CLP 1272/2008
data) H318
Skin sensitisation Sensitising Yes Skin Sens. 1, CLP 1272/2008
(Composition) H317
Supplementary studies for No data — not required -
combinations of plant
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protection products
*based on Probit analysis according to Finney

Table 6.3-2: Additional toxicolog. information relevant for classification/labelling of BAS 758 00 F

Substance Classification of the Reference | Classification of prod-
(Concentration in substance uct (acc. to the criteria
product, % w/w) | (acc. to the criteria in in Reg. 1272/2008)
Reg. 1272/2008)
Toxicological Mefentrifluconazole | Skin Sens 1 (> 1%) Reg. H317
properties of active (6.1 %) 1272/2008
substancg (S) (_relevant Pyraclostrobin STOT SE 3 (Resp. Irrit) H335*
for classification of 233 > 20%
product) (7.33 %) (2 20%)
Toxicological 2-ethyl hexanol STOT SE 3 (Resp. Irrit) | MSDS** H335*
properties of non- (<2.29 %) (>20%)
active substance(s)
(relevant for N,N dimethyldecan- | STOT SE 3 (Resp. Irrit) |MSDS** H335*
classification of 1-amide, (=20%)
product) (£3.89%)
N,N-dimethyloctan- | Eye Dam. 1; (> 3%) MSDS** H318
1 amide; STOT SE 3 (Resp. Irrit) H335*
(£4.674 5:057%) |(=20%)
Benzenesulfonic Eye Dam. 1; (> 3%) MSDS** H318
acid, 4-C10-13-sec-
alkyl derivs.,
calcium salts;
(< 3.206 %)
Further toxicological |No data — not
information required

* Max total concentration of ingredients with STOT SE 3 is 18.6%, thus slighlty below the 20% classification trigger.
Classification with H335 is justified based on additional evidence for relevant respiratory irritation potential observed in
acute inhalation toxicity study with the product.

**  Material safety data sheet by the applicant

6.4

Toxicological Evaluation of Groundwater Metabolites

ZRMS:

Comments of |Acceptable. Details in the dRR Part B10.

All concentrations for mefentrifluconazole and pyraclostrobin and metrafenone metabolites are predicted

to stay below 0.1 pg/L — no groundwater assessment is required (see Section 8.8 of this dossier).

6.5

following table.

Dermal Absorption (KCP 7.3)

A summary of the dermal absorption rates for the active substances in BAS 758 00 F is presented in the

Table 6.5-1:  Dermal absorption rates for active substances in BAS 758 00 F
Mefentrifluconazole Metrafenone Pyraclostrobin
Value Reference Value Reference Value Reference
Concentrate 0.2% New study 25 % (default) | EFSA Journal |0.00{78 % New study
reported in 2017; reported in
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Mefentrifluconazole Metrafenone Pyraclostrobin
Value Reference Value Reference Value Reference
Appendix 2 15(6):4873 Appendix 2
Table 2 (p. 19)
Dilution 6.3 % New study 70 % (default) | EFSA Journal |2.6 % New study
(2:200) reported in 2017; reported in
Appendix 2 15(6):4873 Appendix 2
Table 2 (p. 19)
Dilution Not tested 22% New study
(1:400) reported in
Appendix 2
Dilution 7.8% New study Not tested
(1:600) reported in
Appendix 2
6.5.1 Justification for proposed values - mefentrifluconazole

Proposed dermal absorption rates for mefentrifluconazole (BAS 750 F) are based on dermal absorption
studies with BAS 758 00 F (identical to the product applied for registration). The estimates were derived in
accordance to latest EFSA Guidance (2017). The study has not previously been evaluated within an EU
peer review process, therefore a full summary of the study on the dermal absorption of
BAS 750 F/BAS 758 00 F is described in detail in Appendix 2. A corresponding excel evaluation file
(EFSA Version 3) is provided separately with this dossier submission. The study results are summarized in
the following table.

Table 6.5-2:  Summary of the results of submitted dermal absorption studies for BAS 750 F

Test Dermal Dermal | Formulation | Acceptability | Justification | Acceptability | Refer-
absorption [absorption| in study of study provided on of justifica- ence*
Concentrate| Spray representa- tion
[O/L] dilution tivity of study
(dilution formulation
factor) for current
product
In vitro 0.2 % 6.3% |BAS75800 |Yes Yes Yes Rieken et
(human) | [66.7 g/L] (1:200) |F al., 2020a
(see
7.8 % Appendix 2)
(1:600)

* indicates that a study was reviewed at EU level
6.5.2 Justification for proposed values — metrafenone

No data on dermal absorption for metrafenone in BAS 758 00 F is available. Justifications for default values
according to Guidance on Dermal Absorption (EFSA Journal 2017; 15(6):4873) are presented in the fol-
lowing table.

Table 6.5-3:  Default dermal absorption rates for metrafenone

Value Justification for value Acceptability of justification
Concentrate 10-% BAS 758 00 F is an emulsion | Yes
25% concentrate (EC). Therefore,

the default value for organic
solvent-based formulation
types such as emulsion




BAS 758 00 F / Revyflex PI
Part B — Section 6 - Core A
Applicant version

us
ssessment

Page 12 /71

Value Justification for value Acceptability of justification
concentrates, was selected.
Dilution 50-% 70% See justification above. Yes
6.5.3 Justification for proposed values - pyraclostrobin

Proposed dermal absorption rates for pyraclostrobin (BAS 500 F) are based on dermal absorption studies
with BAS 758 00 F (identical to the product applied for registration). The estimates were derived in
accordance to latest EFSA Guidance (2017). The study has not previously been evaluated within an EU
peer review process, therefore a full summary of the study on the dermal absorption of
BAS 7500 F/BAS 758 00 F is described in detail in Appendix 2. A corresponding excel evaluation file
(EFSA Version 3) is provided separately with this dossier submission. The study results are summarized in

the following table.

Table 6.5-4:  Summary of the results of submitted dermal absorption studies for pyraclostrobin
Test Dermal Dermal | Formulation | Acceptability | Justification | Acceptability | Refer-
absorption |absorption| in study of study provided on of justifica- ence*
Concentrate| Spray representa- tion
dilution tivity of study
[o/L] (dilution formulation
for current
factor) product
Invitro | 0.0048 % 26% |BAS75800 |Yes Yes Yes Rieken et
(human)| [80 g/L] (1:200) |F al., 20216k
(see
22% Appendix 2)
(1:400)

* indicates that a study was reviewed at EU level

6.6

Table 6.6-1:
ment

Exposure Assessment of Plant Protection Product (KCP 7.2)

Product information and toxicological reference values used for exposure assess-

Product name and code

BAS 758 00 F

Formulation type

EC

Category

Fungicide

Container size(s), short
description

Commercialization is intended in various container sizes (0.25 L to 50 L containers with
openings of either 42 mm or 54 mm inner diameter).

Active substance(s) Active substance 1 Active substance 2 Active substance 23
(incl. content) Mefentrifluconazole Pyraclostrobin Metrafenone

66.6% g/L 80 g/L 100 g/L
AOEL systemic 0.035 mg/kg bw/d 0.015 mg/kg bw/d 0.43 mg/kg bw/d
Acute AOEL systemic |0.15 mg/kg bw/d Not allocated Not allocated
Inhalation absorption 100 % 100 % 100 %
Oral absorption >80 % 50 % >80 %
Dermal absorption Concentrate: 0.2 % Concentrate: 0.0078 % Concentrate: 25 %
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Dilution 1: 6.3 % (Dilution
rate: 1:200)
Dilution 2: 7.8 % (Dilution
rate: 1:600)

Dilution 1: 2.6 % (Dilution
rate: 1:200)
Dilution 2: 2.2 % (Dilution
rate: 1:400)

Dilution: 705 % (Default
assumptions following
EFSA Journal 2017;
15(6):4873 Table 2 (p. 19)

6.6.1

The critical GAP used for the exposure assessment of the plant protection product is shown in Table 6.1-4
of Section 6, Chapter 6.1. A list of all intended uses within the central zone/ EU is given in Part B, Section
0. The critical GAP has been summarized as below:

Selection of critical use(s) and justification

Cro Application rate Spray dilution Application Maximum number
P equipment of applications
(g a.s./ha) (L/ha)
Mefentrifluconazole 100
Cereal crops (field . Tractor mounted 2 (14 day spray inter-
A Pyraclostrobin 120 100 - 300 boom sprayers
application only) (LCTM%) val)
Metrafenone 150

*Low Crop Tractor Mounted

Justification

Cereals are the crops intended for the preparation BAS 758 00 F. The product is applied by professional
applicators. The maximum single application rate investigated is 1.5 L/ha BAS 758 00 F. The minimum
intended water volume of 100 L/ha is considered for drift estimates. The maximum intended number of 2
applications is considered for re-entry estimates with the recommended spray interval of 14 days.

6.6.2 Operator exposure (KCP 7.2.1)

Comments of [The operator exposure calculations for the proposed uses of BAS 758 00 F conducted by the
ZRMS: Applicant using the EFSA calculator are acceptable. Evaluator re-calculated the operator|
exposure for metrafenone using correct default value of dermal absorption — 70% for dilution
according to the EFSA guidance (2017). The corrected spreadsheets were added into Ap-
pendix 3.

The predicted longer term systemic operator exposure for application via tractor mounted
boom sprayer is within acceptable limit. The values were calculated as 4.34% of the AOEL
for mefentrifluconazole, 3.84% of the AOEL for pyraclostrobin and 25.89% of the AOEL
for metrafenon for an operator wearing work wear (arms, body and legs covered).

For mefentrifluconazole the AAOEL value is determined, therefore the predicted acute op-
erator exposure for mefentrifluconazole was calculated as 7.12% of the AAOEL for an op-
erator wearing work wear.

Taking into consideration the classification of the BAS 758 00 F regarding human health,
the following operator protection phrase is needed:

Protective clothing, protective gloves, face/eye protection during handling, mixing and load-|
ing due to hazard characterisation.

6.6.2.1

A summary of the exposure models used for estimation of operator exposure to the active substances during
application of BAS 758 00 F 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 Appendix 03.

Estimation of operator exposure

Table 6.6-2: Exposure models for intended uses

Critical use(s)
Model(s)

Cereal crops (max. 1.5 L product/ha)

EFSA guidance AOEM
[European Food Safety Authority (2014) Guidance on the Assessment of Exposure for
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Operators, Workers, Residents and Bystanders in Risk Assessment for Plant
Protection Products. EFSA Journal 2014;12(10):3874 [55 pp.].
d0i:10.2903/j.efsa.2014.3874 .]

Table 6.6-3: Estimated operator exposure

Longer term exposure predictions

Mefentrifluconazole Pyraclostrobin
Model data Level of PPE Total absorbed | %o of systemic | Total absorbed | % of systemic
dose AOEL dose AOEL
(mg/kg/day) (mg/kg/day)

Vehicle-mounted, outdoor downward spraying (LCTM)
Application rate: 1.5 L product/ha

Potential exposure 0.0023 6.60 0.0008 5.35
no PPE* 0,.015 4.34 0.00057 3.84
+ gloves and work 0.00029 0.84 0.00021 1.42

wear (arms, body
and legs covered)

during
mixing/loading and
EFSA during application.
guidance
AOEM (75th Metrafenone
percentile Potential exposure 0-1865 4199
estimate) 0.1791 41.65
58% Weight: o ppE= 0.1123 2612
0.1114 25.89
+ gloves and work 0-005% 118
wear (arms, body 0.0049 1.14
and legs covered)
during

mixing/loading and
gloves and during
application.

Acute exposure predictions (only applicable to mefentrifluconazole)

Mefentrifluconazole

Model data |Level of PPE Total absorbed | % of systemic
dose acute AAOEL
(mg/kg/day)

Vehicle-mounted, outdoor downward spraying (LCTM)
Application rate: 1.5 L product/ha

Potential exposure 0.0167 11.14
gEllJ:i(Sj':nce no PPE* 0.01068 7.12
AOEM (95th |+ gloves and work 0.0050 3.36
percentile wear (arms, body
estimate) and legs covered)
Body weight:|during
60 kg mixing/loading and

gloves and during
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application.
* no PPE: Operator wearing long sleeved shirt, long trousers (“permeable”) but no gloves

6.6.3

Since the operator exposure estimations carried out indicated that the acceptable operator exposure level
(AOEL) will not be exceeded under conditions of intended uses and considering above mentioned personal
protective equipment (PPE), a study to provide measurements of operator exposure was not necessary and
was therefore not performed.

6.6.4 Worker exposure (KCP 7.2.3)

Measurement of operator exposure

Comments of [The worker exposure calculations for the proposed uses of BAS 758 00 F conducted by the
ZRMS: Applicant using the EFSA calculator are acceptable. Evaluator re-calculated the worker ex-
posure for metrafenone using correct default value of dermal absorption — 70% for dilution
according to the EFSA guidance (2017). The corrected spreadsheets were added into Ap-
pendix 3.

The potential worker exposure undertaking crop inspection activity is within acceptable limit
assuming workers are wearing workwear (arms, body and legs covered). The values were
calculated as 4.34% of the AOEL for mefentrifluconazole, 5.02% of the AOEL for pyra-
clostrobin and 5.89% of the AOEL for metrafenone.

As a standard rule, crops treated by BAS 758 00 F should not be re-entered before spray)|
deposit on leaf surfaces has completely dried.

6.6.4.1

Table 6.6-4 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 BAS 758 00 F according to the critical use(s). Outcome
of the estimation is presented in

Estimation of worker exposure

Table 6.6-5. Detailed calculations are in Appendix 03.

Table 6.6-4: Exposure models for intended uses

Critical use(s) Cereal crops (max. 2 x 1.5 L product/ha with 14-day spray interval)

Model EFSA guidance AOEM
[European Food Safety Authority (2014) Guidance on the Assessment of Exposure for
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 .]

Table 6.6-5: Estimated worker exposure

Mefentrifluconazole
Model data Level of PPE Total absorbed dose | % of systemic AOEL
(mg/kg/day)
Number of applications and application rate: 2x0.1kga.s./ha
2 hours/day @, Potential exposure 0.01357 38.78
c 2 %) g
TC: 12500 cm?/person/h'® (potential o PPE @ 0.00152 434

exposure)
TC: 1400 cm?/person/h @ (workwear)®
Body weight: 60 kg

with PPE

no TC available for this
assessment
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Pyraclostrobin Metrafenone
Model data Level of PPE | Total absorbed | % of systemic | Total absorbed | % of systemic
dose AOEL dose AOEL

(mg/kg/day) (mg/kg/day)
Number of applications and application 2x0.12 kg a.s./ha 2x0.15 kg a.s./ha
rate:
2 hours/day @, Potential 0.00672 44.81 0.24238 56.37
TC: 12500 cm?/person/h® | exposure 0.2262 52.61
(potential exposure) @
TC: 1400 cm?person/h @ [M° PPE 0.00075 502 g’g’gﬁg g’g’;
(workwear)? : :
Body weight: 60 kg with PPE no TC available - no TC available -

for this for this
assessment assessment

@ 2 h/day for maintenance, inspection or irrigation activities etc.

@ e.g. EUROPOEM II, 2002, Post-Application Exposure of Workers to Pesticides in Agriculture or
US-EPA policy paper [EPA, Science Advisory Council for Exposure; Agricultural Transfer Coefficients, Policy # 3.]. TC:
Transfer coefficient

@ no PPE: Worker wearing long sleeved shirt, long trousers (“permeable”) but no gloves

6.6.4.2 Refinement of generic DFR value (KCP 7.2)

Since model estimates based on default assumptions for DFR values have shown a safe use, further refine-
ment has not been considered necessary and has thus not been performed.

6.6.4.3 Measurement of worker exposure

Since the worker exposure estimations carried out indicated that the acceptable operator exposure level
(AOEL) will not be exceeded under conditions of intended uses and considering above mention work cloth-
ing, a study to provide measurements of worker exposure was not necessary and was therefore not per-
formed.

6.6.5 Bystander and resident exposure (KCP 7.2.2)

Comments of [The bystander and resident exposure calculations for the proposed uses of BAS 758 00 F
ZRMS: conducted by the Applicant using the EFSA calculator are acceptable. Evaluator re-calcu-
lated the bystander and resident exposure for metrafenone using correct default value of
dermal absorption — 70% for dilution according to the EFSA guidance (2017). The corrected
spreadsheets were added into Appendix 3.

Resident exposure:

The predicted exposure for the child and adult residents resulted from spray drift, vapour,
surface deposits, entry into treated crops and sum of all pathways calculated for
mefentrifluconazole, pyraclostrobin and metrafenone is within acceptable limits, therefore
the use of BAS 758 00 F does not cause unacceptable health risk.

Bystander exposure:

For mefentrifluconazole the AAOEL value is determined, therefore the bystander exposure
for mefentrifluconazole was calculated. The estimated bystander exposure for a child and
adult resulted from spray drift, vapour, surface deposits and entry into treated crops for
mefentrifluconazole is within acceptable limits.

For pyraclostrobin and metrafenon the AAOEL values are not determined, therefore it is
assumed that bystander exposure is covered by the resident exposure assessment for pyra-
clostrobin and metrafenon.
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6.6.5.1 Estimation of bystander and resident exposure

Table 6.6-6 shows the exposure model(s) used for estimation of bystander and resident exposure to the
active substances mefentrifluconazole, pyraclostrobin and metrafenone. Outcome of the estimation is pre-
sented in Table 6.6-7 and Table 6.6-8.

Mefentrifluconazole Pyraclostrobin
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Mefentrifluconazole Pyraclostrobin
Meodel-data Fotal-absorbed-dose Yo-of Fotal-absorbed-dose %-of
{mglkg/day) systemic (mglkg/day) systemic
AOEL AOEL
Fotal-absorbed-dose Yo-of
(mglkgiday) systernic
AOEL
(2-3-m-drift)
Albpathways-{mean) | 0.01913 4.45
-3 d'.'“)
Alpathways(mean) | 004601 | 1040

. Detailed calculations are in Appendix 03.

Table 6.6-6:

Exposure models for intended uses

Critical use(s)

Cereal crops (max. 2 x 1.5 L product/ha)

Model

d0i:10.2903/j.efsa.2014.3874 .

- European Food Safety Authority (2014) Guidance on the Assessment of Exposure
for Operators, Workers, Residents and Bystanders in Risk Assessment for Plant
Protection Products EFSA Journal 2014;12(10):3874 [55 pp.].

Table 6.6-7:

Estimated bystander exposure to mefentrifluconazole

Mefentrifluconazole

Pyraclostrobin
and
Metrafenone

Model data

Total absorbed dose
(mg/kg/day)

% of
systemic
AAOEL

Total absorbed
dose (mg/kg/day)

% of systemic
AAOEL

AOEM: Tractor mounted boom spray application outdoors to low crops
Application rate: 2 x 1.5 L product/ha corresponding to 2x0.1 kg mefentrifluconazole /ha, 2x0.12 kg
pyraclostrobin/ha, 2x0.15 kg metrafenone/ha

Spray drift 0.00105 0.70
Vapour 0.00023 0.15
Bystanders (adult) -
Surface deposits 0.00022 0.15
Entry treated crops | 0.00102 0.68
Spray drift 0.00393 2.62
Bystanders (children) Vapour 0.00107 0.71
Surface deposits 0.00084 0.56

Note:

Pyraclostrobin: In the absence of an
acute AOEL (AAOEL) proposed in the
current review process (AIR3, RMS
Germany), only the respective resident
exposure assessment was calculated
with the EFSA model and is presented
here.

Metrafenone: No acute AOEL
(AAOEL) has been set, thus no
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Mefentrifluconazole

Pyraclostrobin

and
Metrafenone
Model data Total absorbed dose % of Total absorbed % of systemic
(mg/kg/day) systemic | dose (mg/kg/day) AAOEL
AAOEL
Entry treated crops | 0.00183 1.22 b_ystander exposure assessment and
risk evaluation is presented here.
Table 6.6-8: Estimated resident exposure to mefentrifluconazole, pyraclostrobin and
metrafenone
Mefentrifluconazole Pyraclostrobin
Model data Total absorbed dose % of Total absorbed dose % of
(mg/kg/day) systemic (mg/kg/day) systemic
AOEL AOEL

AOEM: Tractor mounted boom spray application outdoors to low crops
Application rate: 2 x 1.5 L product/ha corresponding to 2x0.1 kg mefentrifluconazole /ha, 2x0.12 kg
pyraclostrobin/ha, 2x0.15 kg metrafenone/ha

Residents (adult)
Drift rate: 5.6 %
(2-3 m drift)

Body weight: 60 kg

Spray drift 0.00041 1.16 |Spray drift 0.00020 1.35
Vapour 0.00023 0.66 |Vapour 0.00023 1.53
Surface deposits 0.00007 0.21 | Surface deposits 0.00004 0.24

Entry treated crops 0.00102 291

Entry treated crops 0.00050 3.36

All pathways (mean) | 0.00129 3.68

All pathways (mean) 0.00075 5.04

Residents (children)
Drift rate: 5.6 %
(2-3 m drift)

Body weight: 10 kg

Spray drift 0.00171 4.89 | Spray drift 0.00086 5.75
Vapour 0.00107 3.06 |Vapour 0.00107 7.13
Surface deposits 0.00029 0.85 | Surface deposits 0.00016 1.08

Entry treated crops 0.00183 5.24

Entry treated crops 0.00091 6.05

All pathways (mean) | 0.00369 10.56

All pathways (mean) 0.00239 15.96

Metrafenone
Total absorbed dose % of
(mg/kg/day) systemic
AOEL
Spray drift 0.00674 | 157
Vapour 0.00023 0.05
Residents (adult) 0.00132
Drift rate: 5.6 % Surface deposits 0'00123 8323
(2-3 m drift) i ’
Body weight: 60 kg 001818 423
Entry treated crops 0.01697 3.95
064913 4.45
All pathways (mean) 001787 415
Residents (children) | spray drift 0.03019 #02
Drift rate: 5.6 % 0.02819 6.56
(2-3 m drift) Vapour 0.00107 | 0.25
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Mefentrifluconazole Pyraclostrobin
Model data Total absorbed dose % of Total absorbed dose % of
(mg/kg/day) systemic (mg/kg/day) systemic

AOEL AOEL
Body weight: 10 kg . 0-00303 071
Surface deposits 0.00285 0.66
6.63272 761
Entry treated crops 0.03054 710
0:04601 | 1670
All pathways (mean) 0.04303 10.01

6.6.5.2 Measurement of bystander and/or resident exposure

Since the bystander and/or resident exposure estimations carried out indicated that the acceptable operator
exposure level (AOEL) for mefentrifluconazole, pyraclostrobin and metrafenone will not be exceeded
under conditions of intended uses a study to provide measurements of bystander/resident exposure was not
necessary and was therefore not performed.

6.6.6 Combined exposure

Comments of [The combined exposure calculations for operator, workers and residents conducted by the
ZRMS: Applicant are acceptable. Evaluator re-calculated exposure for metrafenone using correct]
default value of dermal absorption — 70% for dilution according to the EFSA guidance (2017

The Hazard Index is < 1, therefore combined exposure to all active substances in BAS 758
00 F is not expected to present a risk for operators, workers and residents.

The exposure assessment for residents also covers bystander exposure, therefore combined
exposure is also not expected for bystanders.

The product is a mixture of three active substances.

From a scientific point of view, it is regarded necessary to take into account potential combination effects.
However, the evaluation of cumulative or synergistic effects as requested by Art. 4 (3b) of Regulation (EC)
No. 1107/2009 should only be performed when harmonized “scientific methods accepted by the Authority
to assess such effects are available.”

6.6.6.1 Exposure Assessment of mefentrifluconazole, pyraclostrobin and metrafenone
in the product BAS 758 00 F

Note: The combined toxicological effect of these active substances has not been investigated with regard
to repeated dose toxicity.

At the first tier, combined exposure is calculated as the sum of the component exposures without regard to
the mode of action or mechanism/target of toxicity. Initially, the individual Hazard Quotients (HQ) are
calculated for all active substances in the PPP by assessing the exposure according to appropriate models
and dividing the individual exposure levels by the respective systemic AOEL. This is equivalent to the
predicted exposure as % of systemic AOEL from Table 6.6-3 converted to decimal. The Hazard Index (HI)
is the sum of the individual HQs.
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Table 6.6-8:

Longer term risk assessment from combined exposure

Application scenario

Active Ingredient

Estimated exposure / AOEL (HQ)

Longer term
Operators — LCTM

gloves

exposure assessment

Working clothing and

Mefentrifluconazole 0.0084
Pyraclostrobin 0.0142
Metrafenone 66118 0.0114
Cumulative risk Operators (HI) 0.0344

Acute exposure
assessment
Operators — LCTM
Working clothing
and gloves

Mefentrifluconazole

Pyraclostrobin

Metrafenone

Cumulative risk Operators (HI)

Not applicable as the acute AOEL was
only allocated to mefentrifluconazole

Workers crop
inspection
Working clothing

Mefentrifluconazole 0.0434
Pyraclostrobin 0.0502
Metrafenone 0-0631 0.0589
Cumulative risk Workers (HI) 0:1567 0.1525

Bystander - Adult

Mefentrifluconazole

Pyraclostrobin

Metrafenone

Cumulative risk Bystander — Adult (HI)

Covered by resident exposure
assessment

Acute bystander exposure calculated
for mefentrifluconazole only

Bystander - Child

Mefentrifluconazole

Pyraclostrobin

Metrafenone

Cumulative risk Bystander — Adult (HI)

Covered by resident exposure
assessment

Acute bystander exposure calculated
for mefentrifluconazole only

Resident — Adult Mefentrifluconazole 0.0368

All pathways Pyraclostrobin 0.0504
Metrafenone 0-0445 0.0416
Cumulative risk resident — Adult (HI) 01317 0.1288

Resident — Child Mefentrifluconazole 0.1056

All pathways Pyraclostrobin 0.1596
Metrafenone 6-1676 0.1001
Cumulative risk Resident — Child (HI) 0:3722 0.3653

The Hazard Index is < 1. Thus, combined exposure to all active substances in the preparation BAS 758 00
F is not expected to present a risk for operators, workers, bystanders and residents. No further refinement
of the assessment is required.
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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

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 7.1.1/1

XXXXXXXXXXX

2020

BAS 758 00 F - Acute oral toxicity study in rats
2020/2101764

XHHXXHXHXXXHXXXXXXXXXXXXXXXX

yes

Unpublished

Yes

BASF

KCP 7.1.3/1

XXXXXXXXXXX

2021

BAS 758 00 F - Acute inhalation toxicity study in Wistar rats 4-hour liquid aerosol exposure (nose only)
2021/2021366

XXHXXXXXXXXXXXXXXXXXXXXXXXX

yes

Unpublished

Yes

BASF

KCP 7.1.4/1

Remmele, M.

2020

BAS 758 00 F - In vitro Skin Irritation and Corrosion Turnkey Testing Strategy
2020/2086972

BASF SE, Ludwigshafen, Germany Fed.Rep.

yes

Unpublished

No

BASF

KCP 7.1.5/1

Remmele, M.

2020

BAS 758 00 F - In Vitro Eye Irritation Test (EIT) in Reconstructed Human Cornea
2020/2086973

BASF SE, Ludwigshafen, Germany Fed.Rep.

yes

Unpublished

No

BASF

KCP 7.1.5/2

Barre T.

2021

BAS 758 00 F - Isolated Chicken Eye Test Method for Identifying - (i) Chemicals Inducing Serious Eye Damage
and - (ii) Chemicals Not Requiring Classification for Eye Irritation or Serious Eye Damage

2021/2007253

Laboratoire ICARE, Matrtillac, France

yes

Unpublished

No

BASF

Internal
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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 7.3/1 Rieken, C. 2020 |14C-BAS 750 F in BAS 758 00 F - Study of penetration through human skin in vitro No BASF
2020/2097877
BASF SE, Ludwigshafen, Germany Fed.Rep.
yes
Unpublished
KCP 7.3/2 Stinchcombe, S. 2021 | Excel file using "efs24873-sup-0001-supinfo_1.xIsx" (version 3) to support dermal absorption calculations accord- No BASF
ing to EFSA Guidance on Dermal Absorption [EFSA Journal 2017;15(6):4873)] for study 14C-BAS 750 F in BAS
758 00 F - Study of penetration through human skin in vitro (BASF DoclD 2020/2097877)
2021/2040395
BASF SE
no
Unpublished
KCP 7.3/3 Rieken, C. 2021 |14C-BAS 500 F in BAS 758 00 F - Study of penetration through human skin in vitro No BASF
2020/2093957
BASF SE, Ludwigshafen, Germany Fed.Rep.
yes
Unpublished
KCP 7.3/4 Stinchcombe, S. 2021 | Excel file using "efs24873-sup-0001-supinfo_1.xIsx" (version 3) to support dermal absorption calculations accord- No BASF
ing to EFSA Guidance on Dermal Absorption [EFSA Journal 2017;15(6):4873)] for study 14C-BAS 500 F in BAS
758 00 F - Study of penetration through human skin in vitro (BASF DoclD 2020/2093957)
2021/2040396
BASF SE
no
Unpublished

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

There are no already data/studies submitted in this Section

Internal
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Appendix 2  Detailed evaluation of the studies relied upon

BAS 758 00 F is an organic-solvent based EC-type product (emulsifiable suspension concentrate) that
contains the active substances mefentrifluconazole (66.7 g/L) , metrafenone (100 g/L) and pyraclostrobin
(80 g/L).

For toxicological evaluation of this product, alternatives to vertebrate animal testing were taken into
consideration as far as could be scientifically justified. A weight-of-evidence approach was pursued to
provide a sufficiently reliable assessment of the product’s acute toxicity by oral, dermal and inhalation
routes of exposure, and of its potential to cause skin irritation, eye irritation and skin sensitization:

a) Prediction of toxicity, based on toxicity data from active ingredient and co-formulants, as far
as available

b) results of in-vitro studies, and

c) in the absence of available similar EC-type products containing all three active substances,
limited (acute oral toxicity) testing of the product in vertebrate animals to verify if the
additivity assumption for predicting the health hazards from the product’s composition
according to CLP Regulation 1272/2008 (GHS approaches) — and as prerequisite for
potentially waiving acute dermal and acute inhalation toxicity studies.

Availability of acute toxicity data of BAS 758 00 F components

An overview of the available safety data sheet information on acute toxicity classification of the individual
components contained in BAS 758 00 F is given in the following table (co-formulants are number-coded
corresponding to the numbering of co-formulants listed in Appendix 2 of Confidential Document Part C.

Table A 1: Overview of BAS 758 00 F ingredient MSDS information concerning acute toxicity

C&L (CLP)
Ingredient Conc Acute tox. C&L Acute Acute Acute Skin Corr | Eye Dam | Skin Sens
[% wiw] (MSD.S) oral dermal inhalation [ Irrit [ Irrit
(rounded) toxicity | toxicity toxicity
BAS 750 F 6.10 H317 No No No No No H317
H331; H315; H331

BAS 500 F 7.33 0335 No No (0.58 mg/L) H315 No No

BAS 560 F 9.17 - No No No No No No
#4 8.25 - No No No data No No No

H332; H315; H332

#5 4.58 H318: H335 No No (3.75 mg/L) H315 H318 No
#6 9.17 - No No (od) No No No No
#7 12.83 H319 No No No No H319 No
#8 4.58 - No No No No No No
#9 4.58 H315; H319 No No No H315 H319 No
#10 4.58 - No No No No No No
#11 7.79 H31:;33HS318; No No No data H315 H318 No
#12 4.58 H319 No No (od) No data No H319 No data
#13 9.17 - No No (od) No data No No No data
#14 6.71 — No No No No No No
% of product with acute toxicity data 100 77 (100) 70 100 100 86

(1) No (od) =No data but classification not required based on oral-to-dermal extrapolation
(2) no (r-a) = classification not required based on read-across

The weight-of-evidence approach used to predict the classification of BAS 758 00 F for a certain acute
toxicity endpoint is described at the beginning of the corresponding sub-sections of this Appendix.

A2l Statement on bridging possibilities

For the organic-solvent-based BAS 758 00 F (EC), products of similar composition were not identified that
appeared sufficiently useful for bridging. BAS 758 00 F is currently the only product developed that

Internal
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contains all three active ingredients mefentrifluconazole, pyraclostrobin and metrafenone.

Limited evidence for increased acute oral and acute inhalation toxicity is suggested for EC-type products
containing mefentrifluconazole and/or pyraclostrobin at concentrations comparable to or higher than in
BAS 758 00 F. Moreover, since the combination of mefentrifluconazole with metrafenone and
pyraclostrobin is unique, bridging to other organic solvent-based mefentrifluconazole or pyraclostrobin
formulations was not considered useful.

In order to assess the likelihood for non-additive toxicity phenomena, limited vertebrate testing was
considered necessary, and an acute oral toxicity study in rats was therefore performed with the product as
a first step. In view of the results obtained and considering the presence of ingredients with an acute
inhalation toxicity hazard, testing of the product was followed up by an acute inhalation toxicity study with
BAS 758 00 F in rats.

Comments of ZRMS: |Acceptable

A22 Acute oral toxicity (KCP 7.1.1)

Comments of ZRMS: [The approach and study are acceptable.

Acute oral toxicity was examined according to the guideline OECD Test Guideline
423 (2001); Comm. Reg. (EC) No 440/2008, Japan MAFF 8147 (2000) and US
EPA OPPTS 870.1100 (2002). The Guideline 423 is also included to the OECD
Series on Testing and Assessment (Number 24) - Guidance Document on Acute
Oral Toxicity Testing. The study was performed on female rats (4 groups of 3 rats)
in compliance with Principles of Good Laboratory Practice (GLP). No deviations
during the study were noticed. The median lethal dose of BAS 758 00 F after oral
administration was assessed to be greater than 300 mg/kg bw and less than 2000
mg/kg bw in rats, which corresponds to the Acute Tox. Cat. 4. Therefore, it is ac-
cepted that the formulation BAS 758 00 F should be classified as Acute Tox. 4 with
the hazard statement H302 (Harmful if swallowed) according to Regulation (EC)
No. 1272/2008.

Data for assessment of acute oral toxicity is available for all ingredients of the product. None of the active
ingredients or co-formulants are classified for acute oral toxicity (see Table A 1).

Co-formulant #9 (4.58% in BAS 758 00 F) contains < 25% acetophenone (Acute Tox 4; H302), therefore
its presence neither triggers classification of co-formulant #9 (see MSDS) nor classification of
BAS 758 00 F. At the end concentration of 1% in BAS 758 00 F, acetophenone is a relevant ingredient
according the CLP Regulation, the concentration corresponding to the generic cut-off value of 1%; thus the
ingredient needs to be taken into account for classification of the mixture. Using the default ATE value of

500 mg/kg bw for Acute Tox Cat. 4, and applying the calculation algorithm:
0y = ATE,;, = 100 x ? =50,000 mg/kg bw

ATE iy  “™ATE; ~ 500

Based on the calculated acute oral toxicity ATEmix (LDso) of 50,000 mg/kg bw, a classification for acute
oral toxicity is not indicated for BAS 758 00 F on the basis of its composition.

Limited evidence for increased acute oral and acute inhalation toxicity is suggested for EC-type products
containing mefentrifluconazole and/or pyraclostrobin at concentrations comparable to or higher than in
BAS 758 00 F. Moreover, since BAS 758 00 F represents a currently unique combination of active
ingredients, an acute oral toxicity study in rats was performed to check if higher-than-expected toxicity
occurs.

In the study, 4 of 6 rats administered a dose of 2000 mg/kg bw died. No deaths occurred in two groups of
three rats at a dose of 300 mg/kg bw. By Probit analysis according to Finney, an oral LD50 of 1792 mg/kg
bw could be calculated. A study summary is provided at the end of this chapter.
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In conclusion, based on the available data, BAS 758 00 F is classified in Acute Tox. Cat. 4; H302 (harmful
if swallowed) according to Regulation (EC) No. 1272/2008, with an ATE = 1792 mg/kg bw.

A221 Study 1
Reference: CP7.11/1
Report BAS 758 00 F - Acute oral toxicity study in rats

XXXXXXXXXXXXXXXX, 2020
Report No 10A0152/14X204
BASF DocID 2020/2101764

Guideline(s): OECD 423 (2001), Comm. Reg. (EC) No 440/2008, IMAFF 8147, EPA
870.1100

Deviations: No

GLP: Yes

(certified by Landesanstalt fuer Umwelt, Messungen und Naturschutz
Baden-Wuerttemberg, Karlsruhe, Germany)

Acceptability: Yes

Duplication No
(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.) BAS 758 00 F

Batch No. FD-200124-0004

Purity/Content:

- Metrafenone (BAS 560 F): 94.8 g/L

- Mefentrifluconazole (BAS 750 F): 66.7 g/L
- Pyraclostrobin (BAS 500 F): 81.0 g/L

Species Wistar rat (Crl:WI (Han) SPF)
No. of animals (group size) 3 female rats/group
Dose(s) 2000 mg/kg bw (two groups)
300 mg/kg bw (two groups)
Exposure Once by oral gavage
Vehicle/Dilution 2000 mg/kg bw: undiluted
300 mg/kg bw: 15 g/100 mL deionized water
Post exposure observation period 14 days
Remarks None
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Results and discussions

Table A 2: Results of acute oral toxicity study in rats of BAS 758 00 F
Dose Toxicological results | Duration of signs | Time of death | LDso (mg/kg bw)
(mg/kg bw) * (14 days)
Female rats
2000 1/3/3 hl-h5 h3
2000 3/3/3 h0 — h2 hlor h3
- 1792**
300 0/0/3 No signs No deaths
300 0/0/3 No signs No deaths

* Number of animals which died/number of animals with clinical signs/number of animals used
hx: hours after administration at day 0; dx: days after administration
** | Dso 1791.762 mg/kg bw calculated by Probit Analysis according to Finney (SAS v9.4; intercept: -29.35, slope: 3.918).

Mortality was observed in one of three animals in the first test group receiving 2000 mg/kg bw
of the formulation; the animal died at hour 3 after treatment. In the second 2000 mg/kg bw test
group all animals died within 1 or 3 hours after administration. No mortality occurred in both
300 mg/kg bw test groups [see

Table A 2]. An ATE of 1792 mg/kg bw was calculated by Probit analysis (according to Finney)
on account of 6/6 survivors at 300 mg/kg bw and 2/6 survivors at 2000 mg/kg bw.

In the first 2000 mg/kg bw test group, impaired general state and piloerection were noted in two
animals from hour 1 until hour 5 after administration. In addition, one of these animals showed
dyspnoea from hour 1 until hour 5 and staggering from hour 1 until hour 4 after administration.
The third animal of this test group showed poor general state, dyspnoea, apathy and abdominal
position from hour 1 until hour 2 and died at hour 3.

In the second 2000 mg/kg bw test group, impaired general state, piloerection and dyspnoea were
seen in all animals at hour 0. In one of these animals, impaired general state persisted until hour
1, while dyspnoea and piloerection persisted until hour 2. Furthermore, poor general state and
abdominal position were noticed in this animal at hour 2, while diarrhea was seen from hour 1
until hour 2.

In both 300 mg/kg bw test groups no clinical signs were observed during clinical examination.
All surviving animals gained weight in a normal range throughout the study period.

In the single animal that died in the first 2000 mg/kg bw group, dark, red spotted discoloration
of the liver and congestion in the kidneys was observed. In three animals of the second 2000
mg/kg bw group that died, dark discoloration of the liver, whitish discoloration of the stomach
contents and red discoloration of the small intestines in all animals and dark spotted
discoloration of all lung lobes in one animal were noted. There were no macroscopic
pathological findings in the surviving animals sacrificed at the end of the observation period.

Conclusion

Under the study conditions, the acute oral LDso of BAS 758 00 F in rats was approx. 1792 mg/kg bw.

A23

Acute percutaneous (dermal) toxicity (KCP 7.1.2)

Comments of zZRMS:

The approach is acceptable.
The formulation BAS 758 00 F does not require to be classified for acute dermal

toxicity according to Regulation (EC) No. 1272/2008.
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Data for assessment of acute dermal toxicity is available for 77% of the product’s composition (for 11 out
of 14 ingredients, see Table A 1). Since oral toxicity data is available for all ingredients, oral-to-dermal
extrapolation could be applied either at product or ingredient level to finally predict the acute dermal
toxicity of the product thereby considering data from all ingredients. At ingredient level, in the absence of
concern for acute oral toxicity, classification of BAS 758 00 F for acute dermal toxicity is not triggered.
Also applying oral-to-dermal extrapolation from the available acute oral toxicity test with BAS 758 00 F
(oral LDsp 1792 mg/kg bw, no deaths at 300 mg/kg bw) does not give rise to any relevant concern for acute
dermal toxicity (even if unrealistic systemic bioavailability is assumed), due to the predicted low acute oral
toxicity of the product.

Thus, based on weight-of-evidence (composition and oral-to-dermal extrapolation), it is concluded
BAS 758 00 F does not require classification for acute dermal toxicity according to Regulation (EC) No.
1272/2008.

A24 Acute inhalation toxicity (KCP 7.1.3)

Comments of ZRMS: [The approach and study are acceptable.

Acute inhalation toxicity was examined according to the guideline OECD Test
Guideline 436 (2009). The study was performed on male and female rats (two
groups of each 3 male and 3 female) in compliance with Principles of Good Labor-
atory Practice (GLP). No deviations were noticed, which could influence the study
results.

An LCso value obtained after 4-hour inhalation exposure to the BAS 758 00 F cor-
responds to the LCsy cut-off value of 5 mg/L. Therefore the formulation
BAS 758 00 F is classified as Acute Tox. 4 with the hazard statement H332 (Harm-
ful if inhaled) according to Regulation (EC) No. 1272/2008.

Additionally, taking into consideration the classifications of components of the for-
mulation BAS 758 00 F the Applicant proposed the classification of the product as
STOT SE 3 with the hazard statement H335 (May cause respiratory irritation) —
acceptable.

Data for assessment of acute inhalation toxicity is available for 10 out of 14 co-formulants comprising
approximately 70% of the total composition (see Table A 1). One es-formulant active substance (7.33%
w/w) is classified as toxic by inhalation (H331, Cat. 3 with an ATE of 0.58 mg/L) and another co-formulant
(#5, 4.58% w/w) is classified as harmful by inhalation (H332, Cat.4 with an ATE of 3.75 mg/L). None of
the other co-formulants with data indicate a concern for acute inhalation toxicity.

A calculation approach using the modified GHS algorithm for mixtures containing >10% relevant ingredi-
ents with unknown acute inhalation toxicity ...

100 ~ (X Cynknown if >10%) _< G
ATE . o ATE, 70 _ Ci _ 733 458
ATE pmix M ATE; 058 3.75

70
ATEmix = 1386 = 5.05 mg/L

... predicts the product BAS 758 00 F to be of low acute toxicity by the inhalation route, with no need for
acute toxicity classification (because LCso > 5 mg/L).

However, there is some doubt whether the additivity prerequisite for using the GHS calculation approach

applies in the case of BAS 758 00 F, since it under-predicted the acute oral toxicity of the product, when
compared to results of the acute oral toxicity study in rats. Behind this background and for reasons of
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caution, it was considered necessary to perform an acute inhalation toxicity test with BAS 758 00 F in rats.

In the acute inhalation toxicity study performed using the acute toxic class method, mortality occurred at
the tested concentration of 5.072 mg/L in 1/3 males and 2/3 females; no mortality occurred at 1.1 mg/L. An
LC50 value derived according to OECD Guideline 436 Annex 3¢x corresponded to the LC50 cut-off value
of 5 mg/L. In the study, the animals showed clear signs of respiratory irritation, which were mostly
reversible within the study period.

Thus, BAS 758 00 F is to be classified as “Harmful if inhaled’, Cat 4, H332 according to Regulation (EC)
No. 1272/2008. In addition, based on weight-of-evidence additional classification with STOT SE 3 for
respiratory irritation (H3356) is proposed, taking into account the total concentration of respiratory irritants
in the product (ca. 18.6%)

A241 Study 1
Reference: CP7.1.31
Report BAS 758 00 F - Acute inhalation toxicity study in Wistar rats - 4-hour

liquid aerosol exposure (nose-only)
XXXXXXXXXXXXXXX, 2021
Report No 1410152/141163
BASF DoclD: 2021/2021366
Guideline(s): OECD 436 (2009), (EC) No 440/2008 of 30 May 2008 laying down test

methods pursuant to (EC) No 1907/2006 of European Parliament and of
Council on the REACH - Part B No. L 142

Deviations: No

GLP: Yes
(certified by Landesamt fuer Umwelt, Wasserwirtschaft und Gewerbe-
aufsicht, Mainz, Germany)

Acceptability: Yes

Duplication No
(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.) BAS 758 00 F

Batch No. FD-200124-0004

Purity/Content:

- Metrafenone (BAS 560 F): 94.8 g/L

- Mefentrifluconazole (BAS 750 F): 66.7 g/L
- Pyraclostrobin (BAS 500 F): 81.0 g/L

Species Rat, Wistar (Crl:WI (Han) SPF)
No. of animals (group size) 3 male and 3 female rats per dose
Concentration(s) 1.110 and 5.072 mg/L air
Exposure 4 hours (nose only)
Vehicle/Dilution None

Post exposure observation period 14 days
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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) (pm) (um)
3.1 1.110 0.65-0.72 3.82-3.93
29.7 5.072 0.88-10.89 3.53-3.66

* MMAD = Mass Median Aerodynamic Diameter; ** GSD = Geometric Standard Deviation
Table A 4: Results of acute inhalation toxicity study in rats of BAS 758 00 F

Concentration | Toxicological results * | Duration of signs Time of death LCso (mg/L air)
(mg/L air) (14 days)
Male rats
1.132 0/3/3 d0-di4 No deaths
5.622 1/3/3 d0 - d14
ca. 5mg/L
Female rats
1.132 0/3/3 d0-di4 No deaths
5.622 2/3/3 d0 - d14

* Number of animals which died/number of animals with clinical signs/number of animals used
h(x): hours after start of exposure; d(y): day of observation; d1 = day of application

Table A5: Summary of findings of acute inhalation toxicity study in rats of BAS 758 00 F.
Mortality: None of the animals died at 1.132 mg/L. At the high dose of 5.622 mg/L, 2 1 males
and 32 females died after exposure on Day O=ahe-ene-male-died-on-Day-1,

Clinical signs: Clinical signs of toxicity in animals exposed to 1.110 mg/L comprised accelerated
respiration, intermittent respiration, labored respiration, abdominal respiration,
gasping, respiration sounds, eyelids semiclosed, red crusts and colorless discharge of
the nose, poor general condition, no feces, reduced fur care, piloerection and
substance-contaminated fur. At the end of the 14-day study period, some animals still
showed piloerection (1 male and 3 females), either slightly accelerated respiration (3
males) or intermittent respiration (3 females), and respiration sounds (1 male).

Clinical signs of toxicity in animals exposed to 5.072 mg/L were similar to those
described at lower concentrations. Some more unspecific symptoms (e.g. hunched
posture or eyelid closed) were seen. Accelerated respiration and colorless discharge
of the nose were not seen. At the end of the 14-day study period, there were two
surviving males, one without clinical signs, the other with piloerection, abdominal
respiration and sounds; the surviving female rat was without symptoms.

Body weight: At both dose levels of 1.1 mg/L and 5.072 mg/L, the mean body weights of the
surviving animals decreased on the first post-exposure day but increased thereafter.

Macroscopic Gross pathological findings were not noted during the necropsy of the animals that

examination: died or that were sacrificed in a moribund state during exposure (one male and two
females), nor during the necropsy of the surviving animals at the termination of the
study.
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Conclusion

Under the experimental conditions, the calculated inhalation LCso of BAS 758 00 F was approx. 5 mg/L
(cut-off value derived in accordance with OECD test guideline 436, Annex 3¢cd) in male and female Wistar
rats after 4-hour inhalation exposure to liquid aerosol of BAS 758 00 F. Thus, BAS 758 00 F is to be
classified as ‘Harmful if inhaled’, Cat 4, H332 according to Regulation (EC) No. 1272/2008.

A25 Skin irritation (KCP 7.1.4)

Comments of zZRMS: [The approach and study acceptable.

In vitro Skin Irritation and Corrosion study was performed according to the guide-
lines OECD 431 and 439, Commission Regulation (EU) 2019/1390 (B.40 bis and
B.46) and New guidance document on an integrated approach on testing and assess-
ment (IATA) for skin corrosion and irritation, Series on Testing and Assessment
No. 203 (11 July 2014). The study was performed in compliance with Principles of
Good Laboratory Practice (GLP), no deviations were noticed.

The study results revealed that the formulation BAS 758 00 F shows a skin irritation
potential. Taking also into consideration the classifications of components of the
formulation BAS 758 00 F the product should be classified as Skin Irrit. 2 with the
hazard statement H315 (Causes skin irritation) according to Regulation (EC) No.
1272/2008.

Safety Data sheet information for assessment of skin irritation is available for all ingredients of the product.
Pyraclostrobin (7.33%), and co-formulants #5 (4.58%), #9 (4.58%) and #11 (7.79%) are classified as skin
irritants. The total product concentration of skin irritating ingredients is above the 10% trigger for
classification. Thus, based on skin irritation data available for the components, product classification as
skin irritant would be triggered for BAS 758 00 F according to GHS/CLP criteria.

When the skin corrosive and irritant potential of the product was tested in-vitro in the EpiDerm™ test
(OECD 431 and OECD 439), BAS 758 00 F showed evidence for a relevant skin irritation potential
(viability 4.4 20:2% after 1-h exposure followed by 42-h incubation period, compared to the negative
control). However, based on published literature, a false-positive rate of 40% was identified for
agrochemical formulations in this in-vitro skin irritation test (Kolle et al. (Regul. Toxicol. Pharmacol. 89,
125-130, 2017). Therefore, some doubt remains regarding the reliability of the study result.

In absence of bridging opportunities for read-across to similar products, the overall data available points to
a borderline situation. For reasons of precaution, and to avoid vertebrate testing, it is proposed to classify
BAS 758 00 F on the basis of the in-vitro study results as skin irritant.

A25.1 In-vitro skin corrosion and skin irritation study

Reference: CP7.1.4/1

Report BAS 758 00 F - In vitro skin irritation and corrosion Turnkey Testing
Strategy

Remmele M., 2020
Report No: 69Vv0152/14B027
BASF DoclID 2020/2086972
Guideline(s): OECD 431, OECD 439, Commission Regulation (EC) No 440/2008 -

Part B No. B.40 bis, Commission Regulation EU No. 640/2012 of 06 July
2012 - B.46
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Deviations: No

GLP: Yes

(certified by Landesamt fuer Umwelt, Wasserwirtschaft und
Gewerbeaufsicht, Mainz, Germany)

Acceptability: Yes

Duplication No
(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.)

BAS 758 00 F

Batch No. FD-200124-0004

Purity/Content:

- Metrafenone (BAS 560 F): 94.8 g/L

- Mefentrifluconazole (BAS 750 F): 66.7 g/L

- Pyraclostrobin (BAS 500 F): 81.0 g/L

pH value: ca. 5.0 (undiluted, determined in test facility)

Test system

Reconstructed in vitro human skin model, EpiDerm™

Principle of the method

Induced cytotoxicity (loss of viability) is expressed as the
reduction of mitochondrial dehydrogenase activity measured
by reduction of MTT conversion to blue-colored formazan, in
comparison to a negative control.

The test substance was not able to reduce MTT directly.
Therefore and addition MTT reduction control “KC” (freeze-
killed control tissues) was not introduced.

Skin Corrosivity test (SCT) Skin Irritation test (SIT)

OECD 431 OECD 439
No. of tissues per exposure and group 2 3
Exposure 50 pL (3 min), 50 uL (1 h) 30 uL (1 h)
Vehicle / dilution Tested undiluted Tested undiluted
Post-exposure incubation period Not applicable 42 h

Positive control

5% (w/v) sodium dodecyl

8 N potassium hydroxide sulfate (SDS)

Negative control

Phosphate-buffered saline

De-ionized water (PBS)

Assessment

Mean tissue viability (% of negative control)

Corrosive (optional subcategory 1A) @

3 min: <50 -

Corrosive (opt. subcategory 1B and 1C)
a

3 min: > 50 and 1 hour: < 15 -

Non-corrosive

3 min: > 50 and 1 hour: > 15 -

Irritant

- 1 +42 hours: <50

Non-Irritant

- 1 +42 hours: > 50

2 According to the current OECD Guideline 431 a sub-categorization is possible based on the results. However, the sub-
categorization into 1A is highly over-predictive as stated in the guideline and differentiation into sub-category 1B or 1C is not
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possible. If the test substance is identified to be corrosive by SCT and a transport classification is needed, the Corrositex® test
(OECD 435) should be performed, if applicable, to confirm classification as 1A or to differentiate between 1B and 1C.

Results and discussions

Results of the skin corrosion and skin irritation tests are summarized in the table below.

Table A 6: in-vitro skin corrosion / irritation of BAS 758 00 F
Negative control (NC) Test item Positive control

Parameter viable viable viable

tissue tissue tissue

Exposure: 3 min
ODsy tissue | 2.085 2.175 0.171
ODsyg tissue Il 2.131 2.070 0.192
mean ODszo 2.108 2.122 0.181
Viability (% of NC) 100.0+15 100.7+35 8.6 +0.7
Exposure: 1 h
ODsy tissue | 2.083 1.588 0.061
ODsyg tissue Il 1.936 1.983 0.063
mean ODszo 2.010 1.786 0.062
Viability (% of NC) 100.0+5.2 88.9+13.9 31+01
Exposure:1 h + post-exposure incubation: 42 h

ODsy tissue | 1.999 0.087 0.041
ODsy tissue |1 1.887 0.109 0.037
ODsyg tissue |11 1.933 0.060 0.036
mean ODszo 1.940 0.085 0.038
Viability (% of NC) 100.0+2.9 44+13 20+0.1

NC = negative control (deionised water), PC = positive control (8 N KOH); ODs7 = optical density by A =570 nm

BAS 758 00 F was not corrosive to skin under the in-vitro study conditions. The mean relative viability of
the tissues treated with the test substance determined after an exposure period of 3 minutes was 100.7%,
and it was 88.9% after an 1-hour exposure period.

In the skin irritation test (SIT), the mean relative viability of the tissues treated with the test substance
determined after an exposure period of 1 hour with an about 42-hour post-incubation period was 4.4%.

Conclusion

Based on the results obtained BAS 758 00 F was found to be skin irritant in the in vitro test with human
reconstituted epidermis (mean tissue viability 4.4% of the negative control, thus below the 50% viability
threshold). In the corrosivity assay, mean tissue viability values at 3 minutes of > 50% of the negative
control and at one hour of > 15% of the negative control indicated that BAS 758 00 F was not corrosive
under the conditions of this assay. On the basis of these results, the product meets the criteria for
classification as skin irritant.
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A 2.6 Eye irritation (KCP 7.1.5)

Comments of zZRMS: [The approach and studies acceptable.

In vitro Eye lIrritation Test (EIT) in Reconstructed Human Cornea study was
performed according to the guidelines OECD 492, Commission Regulation (EU)
2019/1390, B.69 and Guidance document on integrated approaches to testing and
assessment (IATA) for serious eye damage and eye irritation, Series on Testing and
Assessment No. 263 (25 July 2019). The study was performed in compliance with
Principles of Good Laboratory Practice (GLP), no deviations were noticed. The
study results revealed that the formulation BAS 758 00 F shows an eye irritation
potential, but the result does not exclude a serious eye irritation potential of the test
substance. For final assignment of a classification according to CLP criteria,
additional data are required.

Isolated chicken eye test method for identifying (i) Chemicals including serious eye
damage and (ii) Chemicals not requiring classification for eye Irritation or serious
eye damage study was performed according to the guidelines OECD 438. The study
was performed in compliance with Principles of Good Laboratory Practice (GLP),
no deviations were noticed, which could influence the study results. The study re-
sults revealed that the formulation BAS 758 00 F does not require classification for,
eye irritation and serious eye damage according to CLP criteria.

Taking into consideration results of above studies and also the classifications of
components of the formulation BAS 758 00 F as well as a precautionary approach
it is accepted that the product should be classified as Eye Dam. 1 with the hazard
statement H318 (Causes serious eye damage) according to Regulation (EC) No.
1272/2008.

Data for assessment of eye irritation is available for all 14 ingredients of the product (see Table A 1). Co-
formulants #5 (4.258%) and #11 (7.79 4:46%) are classified with Eye Dam. 1. Three further co-formulants
(#7, #9; and #12) making up 22% of the product composition are classified as eye irritants (Eye Irrit 2;
H319). The remaining nine ingredients are classified as non-irritants (ca. 65%). According to mixture
classification algorithms of GHS/CLP, the total concentration of the eye damaging ingredients of 12.4%
clearly exceeds the 3% trigger for classification of the mixture with Eye Dam.1; H318.

A pH value of ca. 5.9-6.5 was determined for undiluted BAS 758 00 F, indicating no concern for corrosivity
(see KCP 2.4.2; Keller, 2020; DoclD 2020/2109344).

When BAS 758 00 F was investigated in-vitro, the EpiOcular™ test (OECD 492) gave evidence for an eye
irritating potential. This test method has been shown to be sufficiently reliable for predicting true negative
in-vivo study outcomes in tests with agrochemical formulations (Kolle et al. 2017), but the test method
cannot specify the Category of a test substance that is positive in the EpiOcular™test.

In the Isolated Chicken Eye test (ICE, OECD 438), treatment with BAS 758 00 F caused slight retention of
fluorescein and cornea swelling (each ICE Class Il1) but only very slight effects on cornea opacity (ICE
Class 1)); microscopic examination of the corneas did not reveal any morphological changes. Based on the
results, the test substance would be categorized as non-irritant to the eye.

Based on the overall weight-of-evidence ...

o classification with Eye Dam. 1 predicted from the concentration of eye damaging components in
BAS 758 00 F / GHS calculation approach),

o classification with either Eye Dam. 1 or Eye Irrit. 2; H319 on account of results obtained in the
EpiOcular™ Test, and
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¢ No classification for eye damage concluded from the Isolated Chicken Eye Test results
... uncertainty remains on the appropriate classification of BAS 758 00 F for eye irritation/ damage.

The results of the ICE appear to be questionable in view of the very clear prediction outcomes obtained
with the other two approaches. Under the circumstances, a precautionary approach seems to be prudent.
Therefore, BAS 758 00 F should be classified with Eye Dam. 1; H318, based on concern from its compo-
sition and supported by results obtained in the EpiOcular test.

A26.1 EpiOcular in-vitro eye irritation test (OECD 492)
Reference: CP7.15/1
Report BAS 758 00 F — In Vitro Eye Irritation Test (EIT) in Reconstructed

Human Cornea

Remmele M., 2020

Report No: 62Vv0152/14B026
BASF DoclID 2020/2086973

Guideline(s): OECD 492 (2018)

IATA for serious eye damage and eye irritation, Series on Testing and
Assessment No. 263, 20 July 2017

Deviations: No

GLP: Yes

(certified by Landesamt fuer Umwelt, Woasserwirtschaft und
Gewerbeaufsicht, Mainz, Germany)

Acceptability: Yes

Duplication No
(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.) BAS 758 00 F

Batch No. FD-200124-0004

Purity/Content:

- Metrafenone (BAS 560 F): 94.8 g/L

- Mefentrifluconazole (BAS 750 F): 66.7 g/L

- Pyraclostrobin (BAS 500 F): 81.0 g/L

pH value: ca. 5.0 (undiluted, determined in test facility)

EpiOcular™ Test
Test system Reconstructed in vitro human ocular model, EpiOcular™

Principle of the method The test substance is administered to the surface of the
EpiOcular™ tissue. Induced cytotoxicity (loss of viability) is
expressed as the reduction of mitochondrial dehydrogenase
activity measured by reduction of MTT conversion to blue-
colored formazan, in comparison to a negative control.

No. of tissues per test group 2
Pretest for detection of direct (= non- | In a pre-test, the test substance is incubated with the substrate
enzymatic) MTT reduction MTT and checked for formazan formation, indicating

“direct” MTT reduction. In this event, two additional “freeze-
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killed” tissues each for the test substance group and the
negative control group are added to the standard test protocol.

Based on the result of the pretest, it was judged that
application of killed control tissues is not necessary.

Exposure

50 pL: 30 min

Vehicle / dilution

Tested undiluted

Post-exposure wash solution

Phosphate-buffered saline (PBS)

Post-exposure incubation period

2 hours

Positive control

Methyl acetate

Negative control

De-ionized water

Assessment Mean tissue viability (% of negative control)
Irritant <60
Non-irritant > 60

Results and discussions

Table A7: in-vitro eye corrosion / irritation of BAS 758 00 F (EpiOcular™ Assay)
Inter-tissue
Test substance Tissue 1 Tissue 2 Mean variability
[%]
Neg. control mean ODszg 1.950 2.152 2.051
(NC) Viability [% of NC] 95.1 104.9 100.0 9.8
mean ODszg 0.455 0.455 0.455
BAST5800F  iziiility [% of NCJ 222 522 522 0.0
Positive control mean ODszg 0.573 0.499 0.536
(PC) Viability [% of NC] 27.9 24.3 26.1 3.6

NC = negative control (de-ionized water), PC = positive control (methyl acetate); ODs7o = optical density by A =570 nm

The viability of reconstructed corneal tissues following exposure to BAS 758 00 F was 22.2% of the
negative control value (thus lower than 60%), indicating eye irritating or eye damaging properties of the

test substance.

Conclusion

Based on the results observed and the assessment criteria, BAS 758 00 F shows an eye irritation potential
in the EpiOcular™ test. For final assignment of a classification according to GHS/CLP criteria, additional

data are required.

A26.2

Reference:
Report

Guideline(s):

Isolated Chicken Eye test (OECD 438)

CP 7.1.5/2

BAS 758 00 F - Isolated chicken eye test method for identifying (i)
chemicals including serious eye damage and (ii) chemicals not requiring
classification for eye Irritation or serious eye damage

Barré T., 2021

Report No: 99A0152/14X366, ICE-PH-20/0789
BASF DoclID 2021/2007253

OECD 438 (2018)
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Commission Regulation (EU) 1152/2010 — Test method B.48 of 8
December 2008

Council Regulation 440/2008 of 30 May 2008

Deviations: No
GLP: Yes

(certified by Groupe Interministeriel des Produits Chimiques, lvry-sur-
Seine CEDEX, France)

Acceptability: Yes

Duplication No
(if vertebrate study)

Materials and methods

Test material (Lot/Batch No.)

BAS 758 00 F

Batch No. FD-200124-0004

Purity/Content:

- Metrafenone (BAS 560 F): 94.8 g/L

- Mefentrifluconazole (BAS 750 F): 66.7 g/L
- Pyraclostrobin (BAS 500 F): 81.0 g/L

Test system

Chicken eyes obtained from slaughter animals (ca. 7 wk old male or
female chickens) used for human consumption

Principle of the method

The test substance is administered to the surface of the isolated
chicken eye, so that the total surface of the cornea is evenly
covered. After 10-second exposure, the eye is rinsed with saline.
Corneal thickness (expressed as corneal swelling), corneal opacity
and fluorescein retention are determined before (t=0) and after
exposure, and histopathology of the corneas is performed.

No. of tissues per test group

3

Pre- and post-exposure

The dissected eye ball was placed in a stainless steel clamp and
transferred into a chamber kept at 32 °C. The entire cornea was
continuously rinsed with physiological saline (ca. 32 °C) supplied

incubation by a peristaltic pump at a target rate of 0.1 — 0.15 mL/min. Eyes
were removed from the chamber for treatment and post-treatment
rinse and subsequently returned to the chamber.

Exposure 30 pL: 10 seconds

Vehicle / dilution

Tested undiluted

Post-exposure rinse

2x 10 mL physiological saline (0.9% aqueous NaCl solution)

Post-exposure assessment time
point

0, 30, 75, 120, 180, 240 minutes

Negative control

0.9% aqueous NaCl (physiological saline)
—leye

Positive control

5% Benzalkonium chloride in physiological saline (BAC)
—2eyes

Assessment
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The three effect parameters corneal swelling, corneal opacity and fluorescein retention are scored at
designated time points using an effect severity classification in one of four categories I-1V (not irritating;
slightly irritating; moderately irritating; severely irritating). A prediction model assigns a final classification
based on the combination of severity scores determined for the different parameters.

Determined at each time-point according to
following formula:

corneal thickness t - corneal thickness t0
X 100

corneal thickness t0
The highest mean score determined from
different time points taken for assessment.

Endpoint Severity Category
Corneal thickness / swelling I (0-5%),

11 (>5-12% or >75 minutes after treatment: >12-
18%),

11 (€< 75 minutes after treatment: >12-18% or >75
minutes: 26-32% or >18 to 26%),

IV (€< 75 minutes after treatment: >26-32% or
>32%)

1 (single cell staining scattered throughout the cornea area
2 (Focal or confluent dense single cell staining)
3 (Confluent large areas of the cornea retaining fluorescein)

Corneal opacity score 1 (0.0-0.5),
time point with area most densely opacified was |11 (0.6-1.5),
taken for scoring. 11 (1.6-2.5),
The highest mean score determined from 1V (2.6-4.0)
different time points taken for assessment.

Scores (comparable to Draize):

0 (no opacity)

0.5 (very faint opacity)

1 (scattered or diffuse area; iris details clearly visible)

2 (easily discernable translucent area, iris details slightly obscured)

3 (severe opacity, iris details not visible, pupil size barely

discernable

4 (complete corneal opacity, iris invisible)

Fluorescein retention (at 30 min only) 1 (0.0-0.5),
scores. 11 (0.6-1.5),
0 (no fiuorescein retention) i (1'6'2'5)’
0.5 (very minor single cell staining) 1V (2.6-3.0)

Morphological effects (reported but not used for
classification due to lack of established criteria)

These include "pitting"” of corneal epithelial cells,
"loosening™ of epithelium, "roughening™ of the
corneal surface and "sticking" of the test substance
to the cornea. These findings can vary in severity
and may occur simultaneously. The classification of
these findings is subject to the interpretation of the
investigator.

Proposed criteria for classification according to UN GHS

Eye Dam. 1 (H318) X IV
2x 1V, 1 x 1
No Category 3x 1
2x land 1x 1l
2x Iland 1x I
Other combinations No prediction can be made

Results and discussions
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Table A 8: Results of slit-lamp examination in in-vitro isolated chicken eye (ICE) test
Maximum mean score for:
Swelling % Opacity Fluorescein retention | Classification
Test material | (Irritation category) | (Irritation category) (Irritation category) (CLP)
6 0.2 0.7

BAS 758 00 F No category.
() 0 () ory
Positive ctrl 35 3.0 3.0 Eve Dam. 1

(5% BAC) (IV) (IV) (IV) y '

. 0 0.0 0.5 No

Negative ctrl 0 (0 () classification

“no morphological effects were noted in exposed corneas of the negative control and of the test substance groups
regardless of the examination time point.

BAS 758 00 F caused slight corneal swelling (ICE class I1) and very slight corneal opacity (ICE class I)
and slight fluorescein retention (max. mean score of 0.7, corresponding to ICE class Il). Microscopic
examination of the corneas generally did not reveal morphological effects.

The negative control eye did not show any corneal effect and demonstrated that the general conditions
during the tests were adequate. Microscopic examination of the cornea did not reveal any abnormalities.

The positive control BAC 5% caused severe corneal effects and demonstrated the validity of the ICE test
to detect severe eye irritants.

Conclusion

The results obtained for BAS 758 00 F under the experimental conditions of the Isolated Chicken Eye test
— 2x Category Il + 1x Category | — lead to the outcome “No category” according to assessment criteria of
OECD Guideline 438. Therefore, the results of the study indicate that BAS 758 00 F does not require
classification for serious eye irritation and eye damage as defined by the UH GHS..

A27 Skin sensitisation (KCP 7.1.6)

Comments of ZRMS: |Acceptable.

Taking into consideration the composition of the formulation BAS 758 00 F the
whole formulation should be classified as Skin Sens. 1 with the hazard statement
H317 (May cause an allergic skin reaction) according to Regulation (EC) No.
1272/2008.

No skin sensitisation test was performed for the product BAS 758 00 F.

Data for assessment of skin sensitization is available for 86% of the product’s composition (Table A 1).
Skin sensitization information is missing for two co-formulants #12 (4.58%), and #13 (#9.17%).

The active ingredient mefentrifluconazole (6.1%) was found to be a skin sensitizer in the GPMT.

On this basis, classification with Skin Sens. 1; H317 is required for BAS 758 00 F according to
classification criteria of Commission Reg. No. 1172/2008.

A28 Supplementary studies for combinations of plant protection products (KCP

7.1.7)
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No study available.
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).

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-vitro dermal penetration studies with human skin membranes have been carried out, to investigate the
dermal absorption of active ingredients mefentrifluconazole and pyraclostrobin formulated in
BAS 758 00 F. The studies have not undergone a previous EU peer-review, therefore full summaries are
presented in detail below. Assessments were carried out according to the revised EFSA Guidance (2017)
and using the Excel data entry sheets (EFSA template “efs24873-sup-0001-supinfo_1.xIsx™ (version 3),
released 20 August 2018).

A 2.10.1 C-mefentrifluconazole (BAS 750 F) in BAS 758 00 F

Comments of [Study acceptable.

ZRMS: The in vitro study on dermal absorption of mefentrifluconazole in formulation 758 00 F was
performed according to the OECD and EFSA guidance in compliance with GLP rules. No
deviation was occurred during the study.

The formulation was tested at the concentrated formulation (66.7 mg/mL of mefentriflucon-
azole) and at the 1:200 and 1:600 dilutions which corresponds to the concentrations of 0.333
mg/mL and 0.111 mg/mL of mefentrifluconazole, respectively.

The dermal penetration was estimated as 0.2% for the formulation concentrate, 6.3% for the
1:200 spray dilution and 7.8% for the 1:600 spray dilution based on current EFSA guidance

criteria (2017).
Reference: CP7.3/1
Report 14C-BAS 750 F in BAS 758 00 F - Study of penetration through human skin in vitro

Rieken C., 2020
Report No. 10B0704/14B028
BASF DoclID 2020/2097877

Guideline(s): OECD 428, OECD Guidance Document No. 28 for the conduct of skin absorption
studies (March 2004)

Deviations: No

GLP: yes

(certified by Landesamt fuer Umwelt, Wasserwirtschaft und Gewerbeaufsicht,
Mainz, Germany, Germany)

Acceptability: Yes

Duplication No
(if vertebrate study)
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Reference: CP 7.3/2

Report Excel file using "efs24873-sup-0001-supinfo_1.xIsx" (version 3) to
support dermal absorption calculations according to EFSA Guidance on
Dermal Absorption [EFSA Journal 2017;15(6):4873)] for study ...
BASF DoclID 2020/2097877

Stinchcombe, S., 2021
BASF DoclID 2021/2040395

Materials and methods

14C-BAS 750 F formulated as emulsion concentrate (EC) formulation BAS 758 00 F was applied to
dermatomed human skin membranes at three nominal dose levels (“concentrate”, 1:200 and 1:600
dilutions). The *“concentrate” was the undiluted formulation with spiked radiolabel at a nominal
concentration of BAS 750 F of 66.7 mg/mL. The 1:200 and 1:600 dilutions were prepared with the
radiolabeled test substance in combination with blank formulation, which resulted in nominal
concentrations of 0.333 mg/mL and 0.111 mg/mL. For details see Table A 9.

Table A 9: General information on the test system and test material used
Species Human
Method In vitro

Test material

Active substance  Name (Lot/Batch No.) 14C-BAS 750 F (1075-2301)
Test preparation spiked
Radiochemical purity >08 %
Product Name (Lot/Batch No.) BAS 758 00 F (FD-200124-0004)
Company code BAS 758 00 F
Concentration a.s. 66.7 g/L
Type of formulation EC
Vehicle used (if any) Drinking water
Blank product Name (Lot/Batch No.) BAS 758 BD F (FD-200218-1015)
Concentration a.s. 0 g/lL
Type of formulation EC

The dermal penetration study used a flow-through system with cells having an exposed skin area of 1 cmz2.
Eight cells were placed in an apparatus connected with a water bath for maintaining a skin temperature of
32 °C. Skin sections of 217 — 400 pum thickness from 4 human donors per dose were used (for details see
Table A 10). Prior to the application of the test substance the integrity of the skin samples was investigated
via TEER measurements. Measured values above 1 kQ were expected for intact skin preparations.

Ethanol/tap water (1:9) and physiological saline with 0.01% NaNs; were used as receptor fluids for the
concentrate and the spray dilutions, respectively. The flow rate of the receptor was approx. 2.3 mL/h. The
receptor fluid was sampled at hourly intervals during the first 8 hours, bi-hourly thereafter up to 18 hours
and after 21 and 24 hours. The solubility of mefentrifluconazole in the receptor fluids was determined to
be 46 and 15 mg/L in the receptors used for the concentrate and the spray dilution, respectively. Taking
into account the solubility, the actual applied doses and the total receptor volume of approx. 55.2 mL (over
24 hours), no rate limiting effects on the diffusion process by saturation of the receptor fluid was expected
as 12, 0.06 and 0.02 mg/L would have been the theoretically maximum achievable concentrations for the
concentrate and 1:200 and 1:600 spray dilutions in the receptor fluid, respectively (for more details see
Table A 10 and Table A 11).

A volume of 10 pL per chamber was applied to the skin. A first skin wash was performed after the 8-hour
exposure. At the end of the study period of 24 hours a second skin wash was performed. Thereafter the
diffusion cells were dismantled, and the skin samples removed and consecutively stripped with an adhesive
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tape. A total of 20 tape strips were performed. The tapes were pooled into five samples (2, 4, 4, 4 and 6
tape strips for samples 1-5, respectively) for analysis. More details are given in Table A 10.

Table A10:  Details on the test system and test material used (Excerpt from EFSA excel sheet)

Diffusion cell Type of diffusion cell Flow-through
(If dynamic) Flow rate 2.3 mL/h
Exposed skin area 1 cm?
Cover Semi-occluded
Skin sample Skin type Dermatomed
Skin thickness range 217-400 pum
Skin donor age 35-63 years
Skin donor sex Female
Site Abdomen
Source Surgery
Integrity test TEER
Receptor Receptor medium undiluted: ethanol/tap water (1:9);
dilution: physiological saline with 0.01% NaNs;
Solubility in receptor undiluted: 46 mg/L
medium dilution: 15 mg/L
Sampling Exposure time 8 hours
Sampling duration 24 hours
Sample intervals (pre-dose, -15 min); 1; 2; 3; 4; 5; 6; 7; 8; hours
10; 12; 14; 16; 18; 21; 24 h after application
Skin wash/Swabbing post exposure 8 hours and at termination 24
hours
Tape strips Tape stripping Yes
Type of tape strips used Scotch Crystal Tape 600 (3M, France)

TS 1-2 analysed separately?  Yes

Remarks

Skin wash: 8-h post exposure: 2x with washing fluid (3% wi/v Estesol® HAIR&BODY in tap water),
gently swabbed 2x with cotton swabs soaked with washing fluid, 1x rinse with tap water, skin swabbed
1x with cotton swab soaked with tap water, dried with 1 dry cotton swab; at study termination skin was
swabbed with washing fluid and thereafter with tap water.

Results and discussion

The preliminary permeability test (TEER) yielded resistances of above 1 kQ for all cells which were
consequently considered acceptable for the dermal absorption study.

The achieved actual concentrations of the application suspensions and the skin loading with the active
substance was in good agreement with the calculated target values (see Table A 11).

Table A11:  Technical parameters of the dermal absorption study

Tested doses Concentrate Dilution 1 (1:200) | Dilution 1 (1:600)
Target concentration [mg/mL] 66.6 0.333 0.111
Surface area dose [pg/cm?] 666 3.33 1.11

Total dose [pg/cell] 666 3.33 1.11
Specific activity [kBg/mL] 3700 2870 960

No. of donors 4 4 5

No. of replicates used/valid replicates* 8/8 8/8 8/8

The mean total recovery in all dose groups was greater than 95%. Therefore, no correction of the dermal
penetration values was necessary.
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For concentrate and the spray dilutions, dermal penetration was not essentially complete after 12 hours as
indicated by the mean lower limit of confidence (LLC) values of 57.8, 46.3 and 59.1%. Therefore, the dose
recovered from the 3" to 20" tape strip was added to the absorbed dose for the concentrate and both spray
dilutions. The dermal penetration estimates to be used for risk assessment were set at 0.2%, 6.3% and 7.8%
for the formulation concentrate and the 1:200 and 1.600 spray dilutions, respectively. For details see Table
A12.

Table A12:  Dermal penetration of mefentrifluconazole formulated as BAS 758 00 F through
human skin in vitro
Concentrate Dilution 1 Dilution 2
(undiluted) (1:200) (1:600)
Target concentration [mg/mL] 66.6 0.333 0.111
Target dose [ug/cm?] 666 3.33 1.11
Mean actual applied dose [pg/cm?] 663 3.38 1.10
Recovery [%] Mean SD Mean SD Mean SD
Dislodgeable dose
Skin wash after 8 and 24 hours 96.27 0.93 | 89.72 2.86 | 89.22 3.96
Donor chamber wash 0.22 0.11 1.39 1.08 1.36 0.81
Skin associated dose
Tape strips 1-2 B0 oo| o o2 | oa| oo
Tape strips 350 gﬁé 0012| 092 040 | 103 | 0.9
Skin preparation 0.08 0.11 0.75 0.34 0.38 0.47

Absorbed dose

Receptor fluid 0.002 N/A 0.09 0.05 0.03 0.05

Receptor chamber wash N/A N/A 3.22 1.33 3.89 2.36
Total recovery 96.59 091 | 96.32 0.61 | 96.21 1.42
LLC of t_0.5 absorption 57.80 29.70 | 46.28 16.26 | 59.05 | 23.63
Absorption complete? No No No
Measured absorption, if t_0.5<=75% 0.10 0.11 4,98 1.58 5.32 2.90
Measured absorption, if t_0.5>75% N/A N/A N/A N/A N/A N/A
Measured absorption corrected 0.10 0.11 4.98 1.58 5.32 2.90
Relevant absorption estimate 0.199 6.308 7.754
Final estimate (rounded) 0.2 6.3 7.8

Remarks

Recovery in receptor cell samples was zero in 7/8 cells of the concentrate group and in 3/8 cells of the
dilution 2 group. Selecting an arbitrary T0.5 value for these cells (e.g. 100 or to 0.001) had no relevant
influence on the final absorption estimate.

Conclusion:
The dermal penetration of “C-mefentrifluconazole (BAS 750 F) formulated as BAS 758 00 F through
human dermatomed skin was determined in vitro. The % amount of applied dose (AD) considered

absorbable within 24 hours was determined to be 0.10 + 0.11% AD, 4.98 + 1.58% AD, and 5.32 £ 2.90%
AD for the formulation concentrate and the 1:200 and 1:600 spray dilutions, respectively. The dermal
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penetration estimates to be used for risk assessment were set at 0.2%o for the formulation concentrate,
6.3% for the 1:200 spray dilution and 7.8% for the 1:600 spray dilution based on current EFSA
guidance criteria (2017).

A 2.10.2 C-pyraclostrobin (BAS 500 F) in BAS 758 00 F

Comments of [Study acceptable.

ZRMS:
The in vitro study on dermal absorption of pyraclostrobin in formulation 758 00 F was per-

formed according to the OECD and EFSA guidance in compliance with GLP rules. No de-
viation was occurred during the study.

The formulation was tested at the concentrated formulation (80 mg/mL of pyraclostrobin)
and at the 1:200 and 1:400 dilutions which corresponds to the concentrations of 0.40 mg/mL|
and 0.20 mg/mL of pyraclostrobin, respectively.

The dermal penetration was estimated as 0.0078% for the formulation concentrate, 2.6% for
the 1:200 spray dilution and 2.2% for the 1:400 spray dilution based on current EFSA
guidance criteria (2017).

Reference: CP 7.3/3

Report 14C-BAS 500 F in BAS 758 00 F - Study of penetration through human skin in
vitro

Rieken, C., 2020 2021
Report No. 10B0118/03B038
BASF DoclID 2020/2093957
Authority registration No
Guideline(s): OECD 428, OECD Guidance Document No. 28 for the conduct of skin
absorption studies (March 2004)
Deviations: No

GLP: Yes
(certified by Landesamt fuer Umwelt, Wasserwirtschaft und Gewerbeaufsicht,
Mainz, Germany, Germany)

Acceptability: Yes

Duplication No

(if vertebrate study)

Reference: CP 7.3/4

Report Excel file using "efs24873-sup-0001-supinfo_1.xIsx" (version 3) to

support dermal absorption calculations according to EFSA Guidance on
Dermal Absorption [EFSA Journal 2017;15(6):4873)] for study ...
BASF DoclID 2020/2093957

Stinchcombe, S., 2021
BASF DocID 2021/2040396

Materials and methods
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14C-BAS 500 F formulated as emulsion concentrate (EC) formulation BAS 758 00 F was applied to
dermatomed human skin membranes at three nominal dose levels (“concentrate”, 1:200 and 1:400
dilutions). The “concentrate” was the undiluted formulation with spiked radiolabel at a nominal
concentration of BAS 500 F of 80 mg/mL. The 1:200 and 1:400 dilutions were prepared with the
radiolabeled test substance in combination with blank formulation, which resulted in nominal
concentrations of 0.4 mg/mL and 0.2 mg/mL. For details see Table A 13.

Table A 13:  General information on the test system and test material used

Species Human
Method In vitro
Test material
Active substance ~ Name (Lot/Batch No.) 14C-BAS 500 F (566-6501)
Test preparation spiked
Radiochemical purity >98 %
Product Name (Lot/Batch No.) BAS 758 00 F (FD-200124-0004)
Company code BAS 758 00 F
Concentration a.s. 80 g/L
Type of formulation EC
Vehicle used (if any) Drinking water
Blank product Name (Lot/Batch No.) BAS 758 BE F
Concentration a.s. 0 g/lL
Type of formulation EC

The dermal penetration study used a flow-through system with cells having an exposed skin area of 1 cmz2.
Eight cells were placed in an apparatus connected with a water bath for maintaining a skin temperature of
32 °C. Skin sections of 225 — 427 um thickness from 4 human donors per dose were used (for details see
Table A 14). Prior to the application of the test substance the integrity of the skin samples was investigated
via TEER measurements. Measured values above 1 kQ were expected for intact skin preparations.

Ethanol/tap water (3:7) and physiological saline with 0.01% NaNs were used as receptor fluids for the
concentrate and the spray dilutions, respectively. The flow rate of the receptor was approx. 2.3 mL/h. The
receptor fluid was sampled at hourly intervals during the first 8 hours, bi-hourly thereafter up to 18 hours
and after 21 and 24 hours. The solubility of pyraclostrobin in the receptor fluids was determined to be 89
and 0.41 mg/L in the receptors used for the concentrate and the spray dilution, respectively. Taking into
account the solubility, the actual applied doses and the total receptor volume of approx. 55.2 mL (over
24 hours), no rate limiting effects on the diffusion process by saturation of the receptor fluid was expected
as ca. 15, 0.07 and 0.04 mg/L would have been the theoretically maximum achievable concentrations for
the concentrate and 1:200 and 1:400 spray dilutions in the receptor fluid, respectively (for more details see
Table A 14 and Table A 15).

A volume of 10 pL per chamber was applied to the skin. A first skin wash was performed after the 8-hour
exposure. At the end of the study period of 24 hours a second skin wash was performed. Thereafter the
diffusion cells were dismantled, and the skin samples removed and consecutively stripped with an adhesive
tape. A total of 20 tape strips were performed. The tapes were pooled into five samples (2, 4, 4, 4 and 6
tape strips for samples 1-5, respectively) for analysis. More details are given in Table A 14.
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Table A 14:  Details on the test system and test material used (Excerpt from EFSA excel sheet)

Diffusion cell Type of diffusion cell Flow-through
(If dynamic) Flow rate 2.3 mL/h
Exposed skin area 1 cm?
Cover Semi-occluded
Skin sample Skin type Dermatomed
Skin thickness range 225427 pm
Skin donor age 24 - 63 years
Skin donor sex Female
Site Abdomen
Source Surgery
Integrity test TEER
Receptor Receptor medium undiluted: ethanol/tap water (3:7);
dilution: physiological saline with 0.01% NaNs;
Solubility in receptor undiluted: 89 mg/L
medium dilution: 0.41 mg/L
Sampling Exposure time 8 hours
Sampling duration 24 hours
Sample intervals (pre-dose, -15 min); 1; 2; 3; 4; 5; 6; 7; 8; hours
10; 12; 14; 16; 18; 21; 24 h after application
Skin wash/Swabbing post exposure 8 hours and at termination 24
hours
Tape strips Tape stripping Yes
Type of tape strips used Scotch Crystal Tape 600 (3M, France)

TS 1-2 analysed separately?  Yes

Remarks

Skin wash: 8-h post exposure: 2x with washing fluid (3% w/v Estesol® HAIR&BODY in tap water),
gently swabbed 2x with cotton swabs soaked with washing fluid, 1x rinse with tap water, skin swabbed
1x with cotton swab soaked with tap water, dried with 1 dry cotton swab; at study termination skin was
swabbed with washing fluid and thereafter with tap water.

Results and discussion

The preliminary permeability test (TEER) yielded resistances of above 1 kQ for all cells which were
consequently considered acceptable for the dermal absorption study.

The achieved actual concentrations of the application suspensions and the skin loading with the active
substance was in good agreement with the calculated target values (see Table A 15).

Table A15:  Technical parameters of the dermal absorption study

Tested doses Concentrate Dilution 1 (1:200) | Dilution 1 (1:400)
Target concentration [mg/mL] 80 0.4 0.2
Surface area dose [pg/cm?] 800 4 2

Total dose [pg/cell] 800 4 2
Specific activity [kBg/mL] 3700 2130 1060

No. of donors 4 8 8

No. of replicates used/valid replicates* 8/8 16/ 16 16/ 16

The mean total recovery in all dose groups was greater than 95%. Therefore, no correction of the dermal
penetration values was necessary.

For the 1:200 and 1:400 spray dilutions, dermal penetration was essentially complete after 12 hours as
indicated by the mean lower limit of confidence (LLC) value of 100%. However, for the formulation
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concentrate, absorption was not essentially complete within 12 hours (LLC value of -17.2). Therefore, the
dose recovered from the 3 to 20" tape strip was added to the absorbed dose for the concentrate only. The
dermal penetration estimates to be used for risk assessment were set at 8-2 0.00§8%, 6-3 2.6% and 78 2.2%
for the formulation concentrate and the 1:200 and 1.400 spray dilutions, respectively. For details see Table
A 16.

Table A 16:  Dermal penetration of pyraclostrobin formulated as BAS 758 00 F through human
skin in vitro
Concentrate Dilution 1 Dilution 2
(undiluted) (1:200) (1:400)

Target concentration [mg/mL] 80 0.4 0.2
Target dose [ug/cm?] 800 4
Mean actual applied dose [pg/cm?] 812 41
Recovery [%] Mean SD Mean SD Mean SD
Dislodgeable dose

Skin wash after 8 and 24 hours 94.77 4.77 91.65 3.02 92.53 3.90

Donor chamber wash 1.05 0.38 1.80 1.27 1.86 1.35
Skin associated dose

Tape strips 1-2 0.00 N/A 8553 8_2 0.58 0.54

Tape strips 3-6-20 N/A  N/A (1)—82 0.74 1.46 1.43

Skin preparation 0.00 0.00 1.02 0.59 0.85 0.90
Absorbed dose

Receptor fluid 0.00 N/A 0.02 0.02 0.01 0.01

Receptor chamber wash 0.00 0.00 1.03 0.44 0.68 0.45
Total recovery 95.82 4,92 96.97 1.20 97.97 2.78
LLC of t_0.5 absorption -17.20  29.70 | 100.00 0.00 | 100.00 0.00
Absorption complete? No Yes Yes
Measured absorption, if t_0.5<=75% 0.00 0.00 N/A N/A N/A N/A
Measured absorption, if t_0.5>75% N/A N/A 2.07 0.98 1.54 1.26
Measured absorption corrected 0.00 0.00 2.07 0.98 1.54 1.26
Relevant absorption estimate 0.008 2.592 2.213
Final estimate (rounded) 0.0078 2.6 2.2

Conclusion:

The dermal penetration of “C-pyraclostrobin (BAS 500 F) formulated as BAS 758 00 F through human
dermatomed skin was determined in vitro. The % amount of applied dose (AD) considered absorbable
within 24 hours was determined to be 0.005 + 0.004% AD, 2.07 + 0.98% AD, and 1.54 + 1.26% AD for
the formulation concentrate and the 1:200 and 1:400 spray dilutions, respectively. The dermal penetration
estimates to be used for risk assessment were set at 0.00f§8% for the formulation concentrate, 2.6%
for the 1:200 spray dilution and 2.2% for the 1:400 spray dilution based on current EFSA guidance
criteria (2017).
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A211 Other/Special Studies

None available.

Exposure calculations

A212 Operator exposure calculations (KCP 7.2.1.1)

A212.1 Calculations for mefentrifluconazole

A311-1 Input parameters considered for the estimation of operator exposure to

mefentrifluconazole

Application rate of active substance 0,1 kga.s./ha
Assumed area treated 50 ha/day
Amount of active substance applied 5 kga.s./day
Dermal absorption of the product 0,20%
Dermal absorption of in-use dilution 6,30%

Soluble concentrates, emulsifiable

Formulation type
concentrate, etc.

Indoor or Outdoor application Outdoor
Application method Downward spraying
Application equipment Vehicle-mounted
Season not relevant

Internal



BAS 758 00 F / Revyflex Plus Page 49 /71
Part B — Section 6 - Core Assessment
Applicant version

A3.11-2 Estimation of operator exposure towards mefentrifluconazole using the EFSA
model (without PPE)

Exposure values = E}:EDSUF_E,I"EIE\,' mixed at_?d lD?dEd Reference Comment
75 centile 95" centile
Hands 16767 62314 ADEM
Body 11058 114960 AOEM
Head 259 1423 ADEM
w Protected hands (gloves) 08 990 AOEM
E Protected body (workwear or
protective garment and sturdy 99 731 AOEM
E footwear)
g .
" Protected head (hood and face
= shield) q 81 ADEM
Inhalation 6 30 AOEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves MNa
Clothing ork wear - arms, body and legs covered| Incl. in AOEM model
Head and respiratory PPE MNone 1 1
Water saluble bag Mo 1
ue exposure/day applied
Exposure values ™ ™ Reference Camment
757 centile 95" centile
Hands 742 7449 AOEM
Body 415 2138 ADEM
Head 20 59 AOEM
E Protected hands (gloves) 102 4021 AOEM
E Protected body (workwear or
E protective garment and sturdy 11 28 AQEM
= footwear)
Inhalation 2 7 ACQEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Mo
Clothing ork wear - arms, body and legs coverad| Incl. in AOEM model
Head and respiratory PPE MNaone 1 1
Closed cab Ma vehicle I"'ICI.III'I'.E:|
upward spraying only
Without RPE/PPE | With RPE/PPE
Longer term
Total systemic exposure from mixing, loading and ap-
.. ’ 0,1385431 0,0912189
plication (mg a.s./day)
Total systemic exposure from mixing, loading and ap-
sy Jeliol = SElrelEly 0,0023091 0,0015203
plication per kg body weight (mg/kg bw/day)
% of RVNAS 6,60% 4,34%
Acute
Total systemic exposure from mixing, loading and ap-
B 5 = SR 1,0022392 0,6408721
plication (mg a.s./day)
Total systemic exposure from mixing, loading and ap-
B . 2 2l 0,0167040 0,0106812
plication per kg body weight (mg/kg bw/day)
% of RVAAS 11,14% 7,12%
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A3.1.1-3 Estimation of operator exposure towards mefentrifluconazole using the EFSA
model (with PPE)
Exposure values = E):E]DSUF-E_.'"EIEI\,' mixed at?cl ID?dEd Reference Comment
75 centile 95~ centile
Hands 16767 62314 AOEM
Body 11058 114960 AQEM
Head 259 1423 AQEM
2 Protected hands (gloves) 98 990 AOEM
E Protected body (workwear or
z protective garment and sturdy 99 il AQEM
= footwear)
& )
= Protected head (hood and face
= shield) 4 Bl ACQEM
Inhalation ] 30 AQEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Yes| Incl. in ADEM model
Clothing ork wear - arms, body and legs covered| Incl. in A0EM model
Head and respiratory PPE MNane 1 1
Water soluble bag MNo 1
ug exposure/day applied
Exposure values - . - . Reference Comment
757 centile 95" centile
Hands 742 7449 AOEM
Body 415 2138 AQEM
Head 20 59 AQEM
5 Protected hands (gloves) 102 4021 AOEM
E Protected body (workwear or
= protective garment and sturdy 11 28 ADEM
= footwear)
Inhalation 2 7 AQEM
Protective Equipment Select forinclusion| Penetration factor| Inhalation Protection factor
Gloves Yes| Incl. in ADEM model
Clothing ork wear - arms, body and legs covered| Incl. in A0EM model
Head and respiratory PPE MNone 1 1
Closed cab Mo vehicle mctlm'.e:l
upward spraying only
Without RPE/PPE | With RPE/PPE
Longer term
Total systemic exposure from mixing, loading and appli-
sy P & 8 PP 0,1385431 0,0175577
cation (mg a.s./day)
Total systemic exposure from mixing, loading and appli-
sy postl 8 8 PP 0,0023091 0,0002926
cation per kg body weight (mg/kg bw/day)
% of RVNAS 6,60% 0,84%
Acute
Total systemic exposure from mixing, loading and appli-
a1 sy P & 8 PP 1,0022392 0,3022773
cation (mg a.s./day)
Total systemic exposure from mixing, loading and appli-
. y P . & & PP 0,0167040 0,0050380
cation per kg body weight (mg/kg bw/day)
% of RVAAS 11,14% 3,36%
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A2122 Calculations for pyraclostrobin
A3.12-1 Input parameters considered for the estimation of operator exposure to
pyraclostrobin

Application rate of active substance 0,12 kga.s./ha
Assumed area treated 50 ha/day
Amount of active substance applied 6 kga.s./day
Dermal absorption of the product 0,01%
Dermal absorption of in-use dilution 2,60%

Soluble concentrates, emulsifiable con-

Formulation type
centrate, etc.

Indoor or Outdoor application Outdoor
Application method Downward spraying
Application equipment Vehicle-mounted
Season not relevant
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A3.12-2 Estimation of operator exposure towards pyraclostrobin using the EFSA
model (without PPE)
Exposure values ke E::_‘posur-efda\,' mixed at:'d ID?dEd Reference Comment
75 centile 95" centile
Hands 19293 71819 ADEM
Body 12569 121213 ADEM
Head 311 1707 AOEM
) Protected hands (gloves) 111 1188 AOEM
E Protected body (workwear or
protective garment and sturdy 116 B78 AQEM
E footwear)
g .
r Protected head (hood and face _ o
= shield) ? . AOEM
Inhalation & 30 AQEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Mo
Clothing ork wear - arms, body and legs covered| Incl. in A0EM model
Head and respiratory PPE MNone 1 1
Water soluble bag Mo 1
ug exposure/day applied
Exposure values ™ . - . Reference Comment
757 centile 95~ centile
Hands Ba0 8513 ADEM
Body 498 2585 AOEM
Head 24 71 AOEM
E Protected hands (gloves) 112 4107 AOEM
E Protected body (workwear or
E protective garment and sturdy 14 33 AQEM
= footwear)
Inhalation 3 8 AOEM
Protective Equipment Select forinclusion| Penetration factor| Inhalation Protection factor
Gloves Nao
Clothing ork wear - arms, body and legs covered| Incl. in ADEM model
Head and respiratory PPE None 1 1
Closed cab No vehicle mctlln'.r::l
upward spraying only
Without RPE/PPE| With RPE/PPE
Longer term
Total systemic exposure from mixing, loading and appli-
a1 sy P & 8 PP 0,0481118 0,0345330
cation (mg a.s./day)
Total systemic exposure from mixing, loading and appli-
sy postl 8 8 PP 0,0008019 0,0005755
cation per kg body weight (mg/kg bw/day)
% of RVNAS 5,35% 3,84%
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A3.12-3 Estimation of operator exposure towards pyraclostrobin using the EFSA
model (with PPE)
J/d ixed and loaded
Exposure values L& E):EIDSLII’E_ Sl at? i Reference Comment
75 centile 95" centile
Hands 19293 71819 AOQEM
Body 12569 121213 ACQEM
Head 311 1707 AOQEM
= Protected hands (gloves) 111 1188 AOEM
E Protected body (workwear or
® protective garment and sturdy 116 B78 AQEM
H footwear)
? Protected head (hood and face _ - ADEM
.- 5 97
= shield)
Inhalation 6 30 AOEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Yes| Incl. in AOEM model
Clothing ark wear - arms, body and legs covered| Incl. in ADEM model
Head and respiratory PPE MNone 1 1
Water soluble bag MNo 1
ue exposurefday applied
Exposure values Reference Comment
757 centile a5™ centile
Hands 890 B513 AOEM
Body 498 2565 ACQEM
Head 24 71 AOEM
E Protected hands (gloves) 112 4107 AOEM
E Protected body (workwear or
E protective garment and sturdy 14 33 AOEM
= footwear)
Inhalation 3 8 ACQEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Yes| Incl. in AOEM model
Clothing ork wear - arms, body and legs covered| Incl. in AQEM model
Head and respiratory PPE None 1 1
Closed cab No vehicle m:tlln'.e:l
upward spraying only

Without RPE/PPE | With RPE/PPE

Longer term

Total systemic exposure from mixing, loading and appli-

. 0,0481118 0,0127751
cation (mg a.s./day)
Tot.al systemic exposu.re from mixing, loading and appli- 0,0008019 0,0002129
cation per kg body weight (mg/kg bw/day)
% of RVNAS 5,35% 1,42%
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A2123 Calculations for metrafenone
A3.13-1 Input parameters considered for the estimation of operator exposure to
metrafenone

Application rate of active substance 0,15 kga.s./ha
Assumed area treated 50 ha/day
Amount of active substance applied 7,5 kga.s./day
Dermal absorption of the product 25,00%
Dermal absorption of in-use dilution 705,00%

Soluble concentrates, emulsifiable con-

Formulation type
centrate, etc.

Indoor or Outdoor application Outdoor
Application method Downward spraying
Application equipment Vehicle-mounted
Season not relevant
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A3.13-2 Estimation of operator exposure towards metrafenone using the EFSA
model (without PPE)

g exposurefday mixed and loaded
Exposure values L& f ey, = Reference Comment
75 centile 95" centile
Hands 22909 85448 AOQEM
Body 14704 129332 ACQEM
Head 389 2134 AOQEM
= Protected hands (gloves) 128 1486 AOEM
E otected body (workwear or
® protective garment and sturdy 142 1097 AQEM
H footwear)
&g .
‘5 Pl'l:-ltEEtEl:I ead (hood and face 5 171 ADEM
= shield)
Inhalation i 30 AOEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Na
Clothing ark wear - arms, body and legs covered| - [el. in ADEM model
Head and respiratory PPE MNone 1 1
Water soluble bag MNo 1
ue exposurefday applied
Exposure values Reference Comment
Tskte\nt'l le 95™ centile
Hands 1112 10024 AOEM
Body 622 3206 ACQEM
Head 29 B9 AOEM
E Protected hands (gloves) 127 4216 AOEM
E Protected body (workwear or
E protective garment and sturdy 17 42 ADEM
= footwear)
Inhalation 3 9 ACQEM
Protective Equipment Select for inclusion|\ Penetration factor| Inhalation Protection factor
Gloves No
Clothing ork wear - arms, body and legs covered |n.;|,\m.-:_|35[-.-] maodel
Head and respiratory PPE None 1 1
vehicle msunted
Closed cab Nao '\\
upward spraying only

Without RPE)‘I{PE With RPE/PPE

Longer term

Total systemic exposure from mixing, loading and appli-

. 10,8330207 6,7387553
cation (mg a.s./day)
Total systemic exposure from mixing, loading and appli-
0,1805503 0,112312
cation per kg body weight (mg/kg bw/day)
% of RVNAS 41,99% 26,12%
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ug exposure/day mixed and loaded
Exposure values Reference Comment
75" centile 895" centile
Hands ADEM
Body AOEM
Head 339 2134 AOEM
@ Protected hands (gloves) 128 1486 ADEM
-r'é Protected body [workwear or
E protective garment and sturdy 142 1097 AQEM
= footwear)
2l
= rf}te:ltel:l head [heod and face 6 121 AOEM
= shield}
Inhalation 7 30 AQEM
Protective Equipment Selectfor inclusion Penetration factor| Inhalation Protection factor
Gloves No
Clothing Work wear - arms, body and legs covered| Incl. in ADEM maode
Head and respiratory FPE None 1 1
Water soluble bag No 1
ug exposure/day spplisd
Exposure values Reference Comment
75" centile 95" centile
Hands 1112 10024 AOEM
Body 622 AOEM
Head 25 a5 AOEM
_5 Protected hands [gloves) 127 4216 ADEM
E Protected body [workwear or
k= protective garment and sturdy 17 a2 ADEM
& footwear)
Inhalation 3 5 ADEM
Protective Equipment Select forinclusion Penetration factor| Inhalation Protection factor
Gloves No
Clothing Workwear-arms, body and legs covered cl. in AD ode
Head and respiratory FPE None 1 1
Closed cab No
1
1. Total
Without RPE/PPE With RPE/PPE
Longer term
Total systemic exposure from mixing, loading and application (mg a.s./day) 10.7448298 6.6808111
Total systemic exposure from mixing, loading and application per kg body
S i DIERIZENE L gy 01790805 0.1113469
weight (mg/kg bw/day)
% of RVNAS 41.65% 25.89%
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A3.13-3 Estimation of operator exposure towards metrafenone using the EFSA
model (with PPE)
Exposure values He E):EDSUFE_J’CIE\,' mixed at:1d loaded Reference Comment
75" centile 95" centile
Hands 22909 85448 ACQEM
Body 14704 179332 AOEM
Head 389 2134 ACQEM
) Protected hands |[gloves) 128 1486 AOEM
E rotected body (workwear or
2 protective garment and sturdy 142 1097 AOEM
= footwear)
g )
— Protected\head (hood and face ~
i A
= shield) 6 121 ACQEM
Inhalation i 30 ACQEM
Protective Equipmen}\ Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Yes| Incl. in ADEM model
Clothing ork wear - arms, body and legs covered| Incl. in A0EM model
Head and respiratory PPE MNone 1 1
Water soluble bag Mo 1
pg exposure/day applied
Exposure values ™ Reference Comment
75 \centile 95" centile
Hands 1112 10024 AQEM
Body 622 3206 AOEM
Head 29 B9 AQEM
E Protected hands (gloves) 127 4216 AOEM
E Protected body (workwear or
E protective garment and sturdy 17 2 AOEM
= footwear)
Inhalation 3 9 AOEM
Protective Equipment Select for inclusion| Penetration factor| Inhalation Protection factor
Gloves Yes \chI. in AQEM model
Clothing ark wear - arms, body and legs covered| Inchin AQEM model
Head and respiratory PPE MNone 1 1
vehicle xqgounted
Closed cab Nao r:hlclr:\l\rn .
upward sprayng only
Without RP\E)(PPE With RPE/PPE

Longer term

Total systemic exposure from mixing, loading and appli-

. 10,8330207 3040294
cation (mg a.s./day)
Tot.al systemic exposu.re from mixing, loading and appli- 0,1805503 0,0050572
cation per kg body weight (mg/kg bw/day)
% of RVNAS 41,99% 1,18%
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ug exposure/day mixed and loaded
Exposure values Reference Comment
75" centila 55" centile
Hands 22509 85443 AODEM
Body 1470 129332 ADEM
Head 389 2134 ADEM
g Protected hands [gloves) 128 1436 ADEM
r‘é Protected body (workwear or
E protective garment and sturdy 142 1097 ADEM
m footwear)
? B d head [hood and f
= retected head (hood and face
= 6 121 AOEM
= shield) °
Inhalation 7 30 AODEM
Protective Equipment Select for inclusion Penetration factor| Inhalation Protection factor
Gloves Yes| Incl. in ADEM mode
Clothing Work wear-arms, body and legs covered| Incl. in ADEM mode
Head and respiratory FPE None 1 1
‘Water soluble bag No 1
ug exposure/day applied
Exposure values Reference Comment
75" centile 55" centile
Hand=s 1112 10024 ADEM
Body 622 3206 ADEM
Head 23 89 ADEM
_g Protected hands (gloves) 127 4216 ADEM
E Protected body (workwear or
k= protective garment and sturdy 17 42 ADEM
= footwear)
Inhalation 2 9 AOEM
Protective Equipment Select forinclusion Penetration factor| Inhalation Protection factor
Gloves Yes| Incl.in ADEM mode
Clothing Work wear-arms, body and legs covered| Incl. in ADEM mode
Head and respiratory PPE None 1 1
Closed cab No
1. Total
Without RPE/PPE With RPE/PPE
Longer term
Total systemic exposure from mixing, loading and application (mg a.s./day) 10.7448293 0.2953781
Total systemic expos fro ixing, loading and licatio kg body
_5 ¥ EI'lI"I E |: l..II'E rom mixing, loading and application per kg ¥ 0.1790805 ATTOERET
weight [mg/kg bw/day)
% of RVNAS 41.65% 1.14%
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A213 Worker exposure calculations (KCP 7.2.3.1)

A 2131 Calculations for mefentrifluconazole

A3.21-1 Input parameters considered for the estimation of worker exposure to
mefentrifluconazole

Crop type Cereals

Indoor or outdoor Outdoor

Application method Downward spraying

Application equipment Vehicle-mounted

Worker's task Inspection, irrigation

Main body parts in contact with foliage Hand and body

Application rate of active substance 0,1 kg a.s./ha

Number of applications 2

Interval between multiple applications 14 days

Half-life of active substance 30 days

Multiple application factor 1,7

Dermal absorption of the product 0,20%

Dermal absorption of the in-use dilution 6,30%

Dislodgeable foliar residue (i_AppRate*i_DFR) 0,3 pg a.s.fem’

Working hours 2 hr

Dermal transfer coefficient - Total potential exposure 12500 cm*/hr

Dermal transfer coefficient - arms, body and legs covered 1400 em*/hr

Dermal transfer coefficient - hands, arms, body and legs covered  no TC available for this assessment ¢m?/hr

A321-2 Estimation of worker exposure to mefentrifluconazole
. Work wear - arms, Working wear and
Potential exposure body and legs
gloves
covered
Total systemic exposure (mg 0,8144174 0,0912147 no 'I"C available for
a.s./day) this assessment

Total systemic exposure per kg

body weight (mg/kg bw/day) 0,0135758 0,0015202

% of RVNAS 38,78% 4,34%
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A 2132 Calculations for pyraclostrobin

A3.22-1 Input parameters considered for the estimation of worker exposure to
pyraclostrobin _

Crop type Cereals

Indoar or cutdoar Cutdoor

Application method

Application equipment

Waoarker's task

Main body parts in contact with foliage

Application rate of active substance

Mumber of applications

Interval between multiple applications

Half-life of active substance

Multiple application factor

Dermal absorption of the product

Dermal absorption of the in-use dilution
Dislodgeable foliar residue [i_AppRate*i_DFR)
Warking hours

Dermal transfer coefficient - Total potential exposure
Dermal transfer coefficient - arms, body and legs covered

A3.2.2-2

Downward spraying
Vehicle-mounted
Inspection, irrigation
Hand and body
0,12 kg a.s./ha
2
14 days
30 days
1.7
0,01 %
2,60%
0,36 pg a.s.fcm*
2 hr
12500 cm’/hr
1400 cm®/hr

Dermal transfer coefficient - hands, arms, body and legs cov no TC available for this assessment cmthr

Estimation of worker exposure to pyraclostrobin

Work wear - arms, .
. Working wear and
Potential exposure body and legs
gloves
covered

Total systemic exposure (mg 0,4033305 0,0451730 no 'I:C available for
a.s./day) this assessment
Total systemic exposure per kg
B T 0,0067222 0,0007529
% of RVNAS 44,81% 5,02%
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A 2133 Calculations for metrafenone
A3.23-1 Input parameters considered for the estimation of worker exposure to
metrafenone

p type Cereals
Indoorer outdoor Outdoor
Application hod Downward spraying
Application equipm Vehicle-mounted
Worker's task Inspection, irrigation
Main body parts in contact with Hand and body
Application rate of active substance 0,15 kg a.s./ha
MNumber of applications 2
Interval between multiple applications 14 days
Half-life of active substance 30 days
Multiple application factor 1,7
Dermal absorption of the product 25,00%
Dermal absorption of the in-use dilution 75,00%
Dislodgeable foliar residue (i_AppRate*i_DFR) 0,45 pg a.s.fem’
Working hours 2 hr

Dermal transfer coefficient - Total potential exposure
Dermal transfer coefficient - arms, body and legs covered
Dermal transfer coefficient - hands, arms, body and legs covered

no TC available for this assessment cm?/hr

Cereals
Outdoor

Downward spraying

Crop type

Indoor or outdoor
Application method
Application equipment Vehicle-mounted
Worker's task Inspection, irrigation

Main body parts in contact with foliage Hand and body

Application rate of active substance 0.15 kg a.s./ha i AppRate
Number of applications 2 i AppNo
Interval between multiple applications 14 days i Appint
Half-life of active substance 30 days d_HalflifeAS
Multiple application factor 1.7 d_MAF
Dermal absorption of the product 25.00% i AbsorpProduct
Dermal absorption of the in-use dilution 70.00% i Absorpinuse
Dislodgeable foliar residue (i_AppRate*i_DFR) 0.45 pg a.s.,"cmZ d_DFR
Working hours 2 hr d_WorkHr

Dermal transfer coefficient - Total potential exposure

Dermal transfer coefficient - arms, body and legs covered

Dermal transfer coefficient - hands, arms, bady and legs covered

Inhalation transfer coefficient for automated applications

Inhalation transfer coefficient for cutting ornamentals

12500 cm’/hr
1400 cm’/hr

no TC available for this assessment cmzf’hr

NA ha/hr*10A(-3)
NA ha/hr*10A(-3)

d_DermTcUCV
d_DermTcCV1
d_DermTcCV2
d_inhalTcAut
d_inhalTecut

Inhalation transfer coefficient for sorting / bundling ornamentals NA ha/hr*10/(-3) d_inhalTcSort

A3.2.3-2 Estimation of worker exposure to metrafenone
Work wear - arms .
. ! Working wear and
Potential exposure body and legs
gloves
covered
Total systemic exposure (m no TC available for
y P (meg 14,5 1,6288347 ;
a.s./day) this assessment
Total systemic exposure per k
e : per K8 0,2423861 0,027
body weight (mg/kg bw/day)
% of RVNAS 56,37% 6,31%
Potential exposure Werk wear - arms, body and legs Working wear and gloves
covered
Total systemic exposure (mg a.s./day) 13.5736226 1.5202457 no TC available for this nent
Total systemic exposure per kg body weight
ey 0.2262270 0.0253374
% of RVNAS 52.61% 5.89%
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A 214 Bystander and resident exposure calculations (KCP 7.2.2.1)

A214.1 Calculations for mefentrifluconazole

A33.1-1 Input parameters considered for the estimation of bystander exposure to
mefentrifluconazole

Croptype Cereals

Application method
Application equipment
Formulation type
Application rate of the product

Buffer strip

Concentration of active substance (in-use
dilution for liquid applications)

Dermal absorption of product

Dermal absorption of in-use dilution

Oral absorption

Dislodgeable foliar residue (i_AppRate*i_DFI

Vapour pressure of in-use dilution

Concentration in air

Bystander dermal spray drift exposure - adult
Bystander dermal spray drift exposure - child
Bystander inhal. spray drift exposure - adult
Bystander inhal. spray drift exposure - child
Exposure duration

Exposure duration entry into treated crops
Light clothing adjustment factor

Breathing rate adult

Breathing rate child {1-3 year old)

Drift percentage on surface (90th percentile)
Turf transferable residues percentage
Transfer coeff. of surface deposits-adult
Transfer coeff. of surface deposits-child (1-3
year old)

Saliva extraction percentage

Surface area of hands mouthed

Frequency of hand to mouth activity
Ingestion rate for mouthing of grass per day
Dislodgeable residues percentage
transferability for object to mouth

Transfer coefficient for entry into treated crop

Transfer coefficient for entry into treated crop

Downward spraying

Vehicle-mounted

oluble concentrates, emulsifiable concentrate, etc.

0.1
2-3

1

0,205
6, 305
100,055

0.3
low volatile substances having

a vapour pressure of <5*10-
20

0.001
.21
0.74

0, 00050
0,00112
2

0,25
18.0%:
0,23
107
8,50%
5,005
14500

5200

50,007
20
20
25

20,00%

7500
2250

ke as./ha
m

gasfl

pe a.s./cm®
Pa

mg/m’
ml spray dilution/person
ml spray dilution/person
ml spray dilution/person
ml spray dilution/person
hours
hours

m/kg bw/day
m°/kg bw/day

cm’/hour

cm’/hour

z

cm
events,/hour

z

cm

cm/h

cm/h
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A33.1-2 Estimation of bystander exposure to
mefentrifluconazole
1.1 1-3 year old child
. Surface depo-| Entry into
SRV Vapour sits treated crops
Total systemic exposure (Mg | g (393454 0,0107000 | 0,0084624 | 0,0183244
a.s./day)
Total systemic exposure per
kg body weight (mg/kg 0,0039348 0,0010700 0,0008462 0,0018324
bw/day)
% of RVAAS 2,62% 0,71% 0,56% 1,22%
1.2 Adult
. Surface depo-| Entry into
SRV Vapour sits treated crops
Total systemic exposure (mg | g (35056 0,0138000 | 0,0133836 | 0,0610813
a.s./day)
Total systemic exposure per
kg body weight (mg/kg 0,0010501 0,0002300 0,0002231 0,0010180
bw/day)
% of RVAAS 0,70% 0,15% 0,15% 0,68%
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A3.3.1-3 Input parameters considered for the estimation of resident exposure to

mefentrifluconazole

Croptupe
Application method
Application equipment

Cereals
Downw ard spraying
Vehicle-mounted

Farmulation type Soluble concentrates, emulsifiable concentrate, etc.
Buffer strip 2-3
Application rate of the praduct 0.1
Concentration of active substance [in-uze dilution for liquid 1
applications)

Dermal abzarption of product 0,205
Dermal absorption of in-uze dilution 6.300<
Oral abzarption 100,005
Disladgeable faliar residue [_AppRate”i_0OFR) 0.3

\Yapour pressure of in-use dilution

Concentration in air

Resident dermal spray drift expaosure 7Sth percentile - adult
Rezident dermal spray drift exposure 75th percentile - child
Resident inhal. spray drift exposure 7Stk percentile - adult
Resident inhal. spray drift expozure 7oth percentile - child
Resident dermal spraw drift exposure mean - adult
Rezident dermal spraw drift exposure mean - child
Resident inhal. spray drift exposure mean - adult

Resident inhal. spray drift expozure mean - child

Exposure duration dermal

Exposure duration inhalation

Exposzure duration entry imta treated crops

Light clothing adjustment factar

Ereathing rate adult

Ereathing rate child [1-3 vear old)

Orift percentage on surface [Toth percentils)

Orif percentage on surface [mean)

Turf tramsterable residues percentage

Transfer coeff. of surface depasitz-adult

Transfer coeff. of surface depasitz-child [1-3 vear old)
Saliva extraction percentage

Surface area of hands mouthed

Frequency of hand to maouth activity

Imgestion rate for mouthing of grass per day

Dislodgeable residuss percentage transterability for object to
miaLith

Transfer coefficient for entru inta treated crops [Toth percentile] -
Transfer coefficient for entry into treated crops [75th percentile] -
Transfer coefficient for entry into treated crops [mean] - adult

Transfer coefficient for entry inta treated crops [mean] - child

low volatile substances having
a vapour pressure of <57 10-
3Pa
0,001
0.47
0,327
0.00070
000022
0.22318
0,18
0,.00009
0.00017
2

24

0,25
18052
0,23
1.07
9.60%
4,103z
5,002
T300
Z600

S0 0052
20

2.5

25

20,0032

200
2250
5380
1734

m
kg a.ztha

ga.zil

pg a.=lomt

Pa

mgim®
ml spray dilution'person
ml spray dilution/person
mil zpray dilution'person
ml zpray dilution'person
ml spray dilution'person
ml spray dilution/person
mil zpray dilution'person
ml zpray dilution'person
hours
hours
haurs

m*tdautka
m*tdautka

cmhour
cmhour

z
cm

eyventsihour

z
zm

cmith
cmith
cmith

cmith
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A33.1-4 Estimation of resident exposure to mefentrifluconazole
1.1 1-3 year old child
. Entry into
Spray drift Vapour Surface depo- treate:I croos | All pathwavs
(75th per- (75th per- | sits (75th per- P P ¥
. . . (75th percen- (mean)
centile) centile) centile) .
tile)
Total systemic
exposure (mg 0,0171128 0,0107000 0,0029806 0,0183244 0,0369617
a.s./day)
Total systemic
exposureperkg | 00517193 | 0,0010700 | 0,0002981 0,0018324 0,0036962
body weight
(mg/kg bw/day)
% of RVNAS 4,89% 3,06% 0,85% 5,24% 10,56%
1.2 Adult
. Surface depo- | Entry into tre- [ All pathways
Spray drift Vapour . 8 v . E
sits ated crops (mean)
Total systemic
exposure (mg 0,0243802 0,0138000 0,0044391 0,0610813 0,0773717
a.s./day)
Total systemic
exposure perkg | o 0001063 | 0,0002300 | 0,0000740 0,0010180 0,0012895
body weight
(mg/kg bw/day)
% of RVNAS 1,16% 0,66% 0,21% 2,91% 3,68%
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A2142 Calculations for pyraclostrobin

A3.3.2-1 Input parameters considered for the estimation of resident exposure to

pyraclostrobin

Croptupe
Application method

Application equipment

Cereals
Downw ard spraving

Vehicle-mounted

Farmulation tupe Soluble concentrates, emulsifiable concentrate, etec.
Eufter strip 2-3
Application rate of the product 0,12
Concentration of active substance [in-use dilution far liquid 12
applications) :

Dermal absorption of product 0,01
Dermal absorption of in-use dilution 2,605
Oral abzarption S50.005<
Dislodgeable faliar residue [_AppRate”i_0OFR] 0,36

Wapour pressure of in-use dilution

Concentration in air

Resident dermal spray drift exposure 7Sth percentils - adult
Reszident dermal spray drift expasure 75th percentile - child
Resident inhal. spray drift exposure Toth percentile - adult
Rezident inhal. spray drift exposure 7oth percentile - child
Resident dermal spray drift exposure mean - adult
Reszident dermal spray drift exposure mean - child
Resident inhal. spray drift exposure mean - adult

Rezident inhal. spray drift exposure mean - child

Exposure duration dermal

Expozure duration inhalation

Exposure duration entry into treated crops

Light clathing adjustment factar

Breathing rate adult

Ereathing rate child (1-3 vear old]

Drift percentage on surface [¥Sth percentile)

Drift percentage on surface [mean)

Turf transferable residues percentage

Transfer coeff. of surface deposits—adult

Transfer coeff. of surface deposzits—child [1-3 vear ald]
Saliva extraction percentage

Surface area of hands mauthed

Frequency of hand to maouth activiey

Ingestion rate far maouthing of grass per day

Dislodgeable residues percentage transferability for object ta
mouth

Transfer coefficient for entry into treated crops [75th percentile] -
Transfer coefficient for entru inta treated crops [75th percentile] -
Transfer coefficient For entru inta treated crops [mean] - adult

Transfer cosfficient For entruinta treated crops [mean] - child

low volatile substances having
a vapour pressure of <37 10-
3Pa
0,001
047
0,327
000010
000022
0.22318
0.18
000003
000017
2

24

0.25
18,05
0.23
1.07
.60

4 105
.00
T300
2600
L0005
20

9.5

i

20005

500
2250
5380
1794

m
kg a.stha

ga.=dl

pg a5 lomt

FPa

malm’
ml zpray dilutionperson
ml =pray dilution'person
ml spray dilution'person
ml spray dilutionlperson
ml zpray dilutionperson
ml =pray dilution'person
ml spray dilution'person
ml spray dilutionlperson
biaurs
hiours
hiours

midaulkg
midaulkg

cmethaur
cmethaur

CI'I'I2

eventzlhour

z
(=1 1)]

cmith
cméih
cméih

cméih
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A 3.3.2-2 Estimation of resident exposure to pyraclostrobin
1.1 1-3 year old child
. Entry into
Spray drift Vapour Surface depo- treate:I croos | All pathwavs
(75th per- (75th per- | sits (75th per- P P ¥
. . . (75th percen- (mean)
centile) centile) centile) .
tile)
Total systemic
exposure (mg 0,0086300 0,0107000 0,0016228 0,0090749 0,0239330
a.s./day)
Total systemic
exposure perkg | o 0008630 | 0,0010700 | 0,0001623 0,0009075 0,0023933
body weight
(mg/kg bw/day)
% of RVNAS 5,75% 7,13% 1,08% 6,05% 15,96%
1.2 Adult
. Surface depo- | Entry into tre- [ All pathways
Spray drift Vapour . 8 v . E
sits ated crops (mean)
Total systemic
exposure (mg 0,0121445 0,0138000 0,0021984 0,0302498 0,0453466
a.s./day)
Total systemic
exposure perkg | o 0002004 | 0,0002300 | 0,0000366 0,0005042 0,0007558
body weight
(mg/kg bw/day)
% of RVNAS 1,35% 1,53% 0,24% 3,36% 5,04%
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A 2143 Calculations for metrafenone
A3.33-1 Input parameters considered for the estimation of resident exposure to
~ metrafenone
roptype Cereals
Application method Downward spraving
Applieation equipment VYehicle-mounted
Farmulation tupe Soluble concentrates, emulsifiable concentrate, etec.
Euffer strip Z2-3 m
Application rateof the product 0,15 kgastha
Concentration of sctive substance (in-use dilution for liquid
o 15 gasll
applications)
Dermal absorption of praduct 25,005
Dermal absorption of in-usedilution To, 003
Oral abzarption 100,003
Dislodgeable faliar residue [LAppRate"i_0OFF] 0.45 pgasdemt
low volatile substances having
W apour pressure of in-use dilution a vapour pressure of <5710- Pa
3Pa
Concentration in air 0,001 mghm?
Resident dermal spray drift exposure 7Sth percentile - adult 0,47 mlzpray dilution/person
Resident dermal spray drift exposure 75th percentile - child 0,327 mlzpray dilution/person
Resident inhal. spraw drift esposure Toth percentile - adult 0,00070 mlspray dilutionlpersan
Rezident inhal. spray drift expasure 75th percentile - chil 000022 mlspray dilution!person
Resident dermal spray drift exposure mean - adult 0.22318 mlzprav dilutionlperzan
Resident dermal spray drift exposure mean - child 0,18 ml=spray dilution'person
Resident inhal. spraw drift exposure mean - adult 000003 mlspray dilution!person
Rezident inhal. spraw drift exposure mean - child 000077 mlspray dilution!person
Exposure duration dermal 2 hours
Exposure duration inhalation 24 hours
Exposure duration entry into treated crops 0,25 hours
Light clathing adjustment Factar 18,03
Ereathing rate adult 0.23 mildaylkg
Ereathing rate child (1-3 vear old) 107 m¥ldaylka
Orift pereentage on surface [TSth percentile) 5,602
Orift percentage on surface [mean) 4. 105
Turf transferable residues percentage 00z
Transfer coeff. af surface deposits—adul 00 cméfhour
Transfer coeff. af surface deposzits—child [1-3 vear ald] 26 cmehour
Saliva extraction percentage 50,002
Surface area of hands mouthed 20
Frequency of hand to mouth activity 9.5 ewventsthour
Imgestion rate far maouthing of grass per day 25 emt
Qislodgeable residues percentage transferability for object ta 20.00%
mouth
Transfer coefficient for entry into reated crops [75th percentile] - T500 emilh
Transfer coefficient for entry inta treated crops [7Sth percentile] - 2250 cmh
Transfer coefficient for entry inta treated crops [mean)] - adult 5980 em®th
Transfer coefficient For entry inta treated crops [mean)] - child 1794 emith
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Croptype

Application method
Application equipment
Formulation type

Buffer strip

Application rate of the product
Concentration of active substance (in-use dilution for liquid
applications)

Dermal absorption of product

Dermal absorption of in-use dilution

Oral absorption

. |Dislodgeable foliar residue (i_AppRate*i_DFR)

Vapour pressure of in-use dilution

- |Concentration in air
« |Resident dermal spray drift exposure 75th percentile - adult

Resident dermal spray drift exposure 75th percentile - child
Resident inhal. spray drift exposure 75th percentile - adult

+ |Resident inhal. spray drift exposure 75th percentile - child

Resident dermal spray drift exposure mean - adult
Resident dermal spray drift exposure mean - child

. |Resident inhal. spray drift exposure mean - adult
. |Resident inhal. spray drift exposure mean - child
. |Exposure duration dermal

- |[Exposure duration inhalation

1 |Exposure duration entry into treated crops

Light clothing adjustment factor

+ |Breathing rate adult
i |Breathing rate child (1-3 year old)

Drift percentage on surface (75th percentile)
Drift percentage on surface (mean)

. |Turf transferable residues percentage

Transfer coeff. of surface deposits-adult

. |Transfer coeff. of surface deposits-child (1-3 year old)
- |Saliva extraction percentage
| |Surface area of hands mouthed

Frequency of hand to mouth activity
Ingestion rate for mouthing of grass per day
Dislodgeable residues percentage transferability for object to

1 |mouth

| | Transfer coefficient for entry into treated crops (75th percentile)

Transfer coefficient for entry into treated crops (75th percentile)

| Transfer coefficient for entry into treated crops (mean) - adult

. |Transfer coefficient for entry into treated crops (mean) - child

Cereals
Downward spraying
Vehicle-mounted

Soluble concentrates, emulsifiable concentrate, etc.

23
0.15

15

25.00%
70.00%
100.00%
0.45

low volatile substances having a vapour

pressure of <5*10-3Pa

0.001
0.47
0.327
0.00010
0.00022
0.22318
0.18
0.00003
0.00017

ra

20.00%

7500
2250
5980
1794

m
kg a.s./ha

gasfl

ug a.s.fem’

o

a

mg/m*
ml spray dilution/person
mi spray dilution/persaon
ml spray dilution/person
ml spray dilution/person
ml spray dilution/person
ml spray dilution/person
ml spray dilution/person
mi spray dilution/persaon
hours
hours
haurs

m’/day/keg
m’/day/kg

cm’/hour
cm’/hour

cm
events/hour

cm

cm’/h
cm’/h
cm’/h

cm’/h

i AppEquIp
i_FormVal
i_Buffer

i AppRate
d_ConcAs

[_AbsorpProduct
i_Absorplinuse

i AbsorpOralinuse
d_DFR

i Volgr

d_AirCon

d_ReExpDur
d_ReExpDurinhal
d_ExpDurTreatCrop
d_ClothAF
d_BreathRAd
d_BreathRCh

d_Turf
d_ReTcAd
d_ReTCCH
d_SaiExt
d_AreaHM
o_ReFregHi
d_MouthtGrass

o_DRP
d_TcEntryAd

d_TcEntryCh
d_TeEntrpAd

d_TcEniryCh
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A3.3.3-2 Estimation of resident exposure to metrafenone

1.1 1-3 year old child

. Entry into
Spray drift Vapour Surface depo- treate:I croos | Al vathwavs
(75th per- (75th per- |sits (75th per- P P y
. . . (75th percen- (mean)
tile) centile) centile) .
tile)
Total systemic
exposure (mg 0,3019875 0,0 000 0,0303325 0,3272213 0,4601172
a.s./day)
Total systemic
exposure per k
P . P g 0,0301988 0,0010700 0,0030333 0327221 0,0460117
body weight
(mg/kg bw/day)
% of RVNAS 7,02% 0,25% 0,71% 7,61% 10,70%
1.11-3 year old child
Spray drift (75th percentile) Vapour (75th percentile) Surface deposits (75th percentile) Entg;:;op:f;t:ttillzr]nps All pathways (me
el E e EEE 0.2818770 0.0107000 0.0284503 0.3054065 0.4302755
il AL —
Eerli:g b‘udy weight (mg/kg 0.0281877 0.0010700 0.0028450 0.0305407 0.0430275
% of RVNAS 6.56% 0.25% 0.66% 7.10% 10.01%
1.2 Adult
. Surface depo-| Entryinto All pathways
Spray drift Vapour . . i 3 E
sits treated crops (mean)
Total systemic 4337250
exposure (mg 0,0138000 0,0792700 1,0907375 1,1475369
a.s./day)
Total systemic
exposure per k
POSUTE PErKE | 90072288 | 0,0002300 | 00013212 0,0181790 0,0191256
body weight
(mg/kg bw/day)
% of RVNAS 1,68% 0,05% 0,31% 4,23% 4,45%
) 1.2 Adult
Spray drift Vapour Surface deposits Entry into treated crops All pathways (mean)

L

Total systemic exposure
0.012144' 0.0138000 0.0021934 0.0302498 0.0453466
1 |(mg a.s./day)

TOTET SYSTEMMCEXPUSUTE
, [per kg body weight (mg/kg 0.0002024 0.0002300 0.0000366 0.0005042 0.0007558
buafedon )

L % of RVNAS 1.35% 1.53 0.24% 3.36% 5.04%
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1.2 Adult
Spray drift Vapour Surface deposits Entry into treated crops All pathways (mean)
Total systemic exposure
0.4048200 0.0138000 0.0739853 1.0180217 1.0719634
(mg a.s./day)
TUTAT SYSTETTIT EXPUSTrE
perkg body weight (mg/kg 0.0067470 0.0002300 0.0012331 0.0169670 0.0178661
s lrdnat
% of RVNAS 1.57% 0.05% 0.29% 3.95% 4.15%
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