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zRMS comments: 
The text highlighted in grey was provided by the evaluator. 

6 Mammalian Toxicology (KCP 7) 
New informations were highlighted in yellow. 
This document reviews the toxicological studies for the plant protection product CHR/F/PYRA 250 
EC containing the active substance Pyraclostrobin which was included into Annex I of Directive 
91/414 (Commission Directive 2004/30/EC of 10 March 2004, date of inclusion 01 June 2004). 
CHR/F/PYRA 250 EC is an EC-formulation containing 250 g/L Pyraclostrobin and acts as fungicide. 
A full risk assessment according to Uniform Principles is provided which demonstrates that the 
product is safe for operators, workers and bystanders.   

6.1 Summary 

Table 6.1-1: Information on CHR/F/PYRA 250 EC 

Product name and code CHR/F/PYRA 250 EC 

Formulation type Emulsifiable concentrate (EC) 

Active substance(s) (incl. content) Pyraclostrobin 250 g/l 

Function fungicide 

Product already evaluated as the ‘representative 
formulation’ during the approval of the active 
substance(s) 

No 

Product previously evaluated in another MS 
according to Uniform Principles 

No 

* Information on the detailed composition of CHR/F/PYRA 250 EC 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 toxicolog-
ical data is proposed for the preparation: 
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Table 6.1-2: Justified proposals for classification and labelling for CHR/F/PYRA 250 
EC according to Regulation (EC) No 1272/2008 

Hazard class(es), categories: H315, H318, H332 
Skin Irrit. 2 
Eye Dam. 1 
Acute Tox. 4 (INH) 

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

GHS05, GHS07 

Signal word: Danger 

Hazard statement(s): H315 – Causes skin irritation 
H318 – Causes serious eye damage 
H332 – Harmful if inhaled 

Precautionary statement(s): P261- Avoid breathing dust/fume/gas/mist/vapours/ spray. 
P264 - Wash contaminated body parts thoroughly after handling. 
P271 - Use only outdoors or in a well-ventilated area. 
P280 - Wear protective gloves/protective clothing/eye protection/face 
protection. 
P302 + P352 - IF ON SKIN: Wash with plenty of water. 
P304 + P340 - IF INHALED: Remove person to fresh air and keep 
comfortable for breathing.  
P305 + P351 + P338 - IF IN EYES: Rinse cautiously with water for several 
minutes. Remove contact lenses, if present and easy to do. Continue rinsing. 
P312 - Call a POISON CENTER or doctor/physician if you feel unwell. 

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

Other non-active ingredients 
relevant for classification 

-Benzenesulfonic acid, C10-13-alkyl derivs., calcium salt;  
-Butan-1-ol 
-Hydrocarbons, C10-C13, aromatics, < 1% Naphthalene 

Table 6.1-3: Summary of risk assessment for operators, workers, bystanders and res-
idents for CHR/F/PYRA 250 EC 

 Result PPE / Risk mitigation measures 

Operators Acceptable EFSA model: Drift reduction, work wear during mixing & loading 
and application step. 
Protective clothes, protective gloves and face/eye protection at the 
mixing/loading step and handling due to hazard characterisation. 

Workers Acceptable EFSA model: None (Protective) clothes and gloves 

Bystanders Acceptable EFSA model: warning signs, drift reduction, 5m buffer strip 

Residents Acceptable EFSA model: warning signs, drift reduction, 5m buffer strip 
 
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. 
 
 
A summary of the critical uses and the overall conclusion regarding exposure for operators, work-
ers and bystanders/residents is presented in the following table. 
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Table 6.1-4 Critical uses and overall conclusion of exposure assessment  

1 2 3 4 5 6 7 8 9 10 

Use-
No.* 

Crops and 
situation 
(e.g. growth 
stage of 
crop) 

F, 
Fn, 
Fpn 
G, 
Gn, 
Gpn 
or 
I ** 

Application Application rate PHI 
(d) 

Remarks:  
 
(e.g. safen-
er/synergist 
(L/ha)) 
 
critical gap for 
operator, worker, 
bystander or 
resident expo-
sure based on 
[Exposure model] 

Acceptability of 
exposure as-
sessment  

Method / 
Kind 

(incl. appli-
cation tech-
nique *** 

Max. number (min. 
interval between 
applications) 

a) per use  
b) per crop/ sea-
son 

Max. application 
rate  
kg as/ha 
  
a) a.s. 1 
 

Water 
L/ha 
 
min / 
max 

O
pe

ra
to

r 

W
or

ke
r 

By
st

an
de

r 

Re
si

de
nt

s 

1, 2, 3, 
4 

Cereals  
(BBCH 25-69) 

F Spray, 
medium 
sprayer 

a) 1 
b) 2/21 

a) 0.25 
b) 0.50 

100-
400 

35  R R R R 

*  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 
N Exposure not acceptable/ Evaluation not possible 

Data gaps 

 
Noticed data gaps are: 

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) 

 Pyraclostrobin 

Common Name Pyraclostrobin 

CAS-No. 175013-18-0 

Classification and proposed labelling  

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

Hazard classes (s), categories:  
Skin iIrrit. 2, H315 
Acute Tox. 3*, H331 
 
Code(s) for hazard pictogram(s): 
GHS06, GHS07 
 
Signal word:  
Danger 
 
Hazard statement(s): 
H315: Causes skin irritation. 
H331: Toxic if inhaled. 
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 Pyraclostrobin 

 
Precautionary statement(s): 
P261 - Avoid breathing dust/fume/gas/mist/vapours/ spray. 
P264 - Wash contaminated body parts thoroughly after handling. 
P271 - Use only outdoors or in a well-ventilated area. 
P280 - Wear protective gloves/protective clothing/eye 
protection/face protection.  
P302 + P352 - IF ON SKIN: Wash with plenty of water. 
P304 + P340 - IF INHALED: Remove person to fresh air and keep 
comfortable for breathing. 
P311 - Call a POISON CENTER/doctor. 

Additional C&L proposal EUH401-  To avoid risks to human health and the environment, 
comply with the instructions for use 

Agreed EU endpoints 

AOEL systemic 0.015 mg/kg bw/d  

Reference SANCO/1420/2001-Final. 8. September 2004 

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

SANCO/1420/2001-Final. 
8. September 2004 

 
 

6.3 Toxicological Evaluation of Plant Protection Product  

A summary of the toxicological evaluation for CHR/F/PYRA 250 EC is given in the following tables. 
Full summaries of studies on the product that have not been previously considered within an EU 
peer review process are described in detail in Appendix 2.  

Table 6.3-1: Summary of evaluation of the studies on acute toxicity including irritan-
cy and skin sensitisation for CHR/F/PYRA 250 EC 

Type of test, species, 
model system (Guide-

line) 

Result 
 

Classification  
(acc. to the 

criteria in Reg. 
1272/2008) 

Reference Acceptability 

LD50 oral, rat  
(calculation method – 

> 2000 
mg/kg bw 

None Estimation based on 
composition of the 

Yes 
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alternative method) product (additivity 
formula) see Part C, 
appendix 2 

LD50 dermal, rat 
(calculation method – 
alternative method) 

No data – not 
required 

None Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

LC50 inhalation, rat 
(calculation method – 
alternative method) 

12.5 mg/L Acute Tox. 4, 
H332 

Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

Skin irritation,  
(calculation method – 
alternative method) 

Irritant  Skin Irrit. 2, 
H315 

Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

Eye irritation,  
(calculation method – 
alternative method) 

Corrosive Eye Dam. 1, 
H318 

Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

Skin sensitisation 
(calculation method – 
alternative method) 

No data – not 
required 

None Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

Specific target organ 
toxicity 

None None Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

Aspiration toxicity None None Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

Supplementary studies 
for combinations of plant 
protection products 

No data – not 
required 

None Estimation based on 
composition of the 
product (additivity 
formula) see Part C, 
appendix 2 

Yes 

 
Table 6.3-2: Additional toxicological information relevant for classification/labelling of 
CHR/F/PYRA 250 EC 
 
 Substance 

(Concentration 
in product, 
% w/w) 

Classification of the  
substance  
(acc. to the criteria 
in Reg. 1272/2008) 

Reference Classification of 
product (acc. to the 
criteria in Reg. 
1272/2008) 

Toxicological 
properties of 

Pyraclostrobin 
technical 

Skin Irrit. 2 H315 
Acute Tox. 3* H331 

Reg. 
1272/2008 

Skin Irrit. 2 H315 
Acute Tox. 4 H332 



CHR/F/PYRA 250 EC/ Etiuda 250 EC, Fermata 250 EC 
Part B – Section 6 - Core Assessment  
Applicant version 
 

Page  9 /37 
 

 Substance 
(Concentration 
in product, 
% w/w) 

Classification of the  
substance  
(acc. to the criteria 
in Reg. 1272/2008) 

Reference Classification of 
product (acc. to the 
criteria in Reg. 
1272/2008) 

active 
substance(s) 
(relevant for 
classification of 
product) 

(24.06%) / 

Toxicological 
properties of non-
active 
substance(s) 
(relevant for 
classification of 
product) 

Benzenesulfonic 
acid, C10-13-
alkyl derivs., 
calcium salt 
(2.923 – 
3.112%) 

Skin Irrit. 2 H315 
Eye Dam. 1 H318 

Reg. 
1272/2008 
/ 
MSDS 

Skin Irrit. 2 H315 
Eye Dam. 1 H318 

 Butan-1-ol 
(0.4715-
0.7544%) 

Skin Irrit. 2 H315 
Eye Dam. 1 H318 
Acute Tox. 4 H302 
STOT SE 3 H335 
STOT SE 3 H336 

Reg. 
1272/2008 
/ 

Skin Irrit. 2 H315 
Eye Dam. 1 H318 

Further 
toxicological 
information 

No data – not 
required 

   

 

6.4 Toxicological Evaluation of Groundwater Metabolites 

Comments of 
zRMS: 

Acceptable. Details in the dRR Part B10. 

 
All metabolite concentrations are predicted to stay below 0.1 µg/L – no groundwater assessment is 
required. 

6.5 Dermal Absorption (KCP 7.3) 

A summary of the dermal absorption rates for the active substances in CHR/F/PYRA 250 EC are 
presented in the following table.  

Table 6.5-1: Dermal absorption rates for active substances in CHR/F/PYRA 250 EC 

 
 Pyraclostrobin 

 Value Reference 

Concentrate 25 % Default value, Guidance on Dermal Absorption (EFSA Journal 2012; 10(4):2665 
2017;15(6):4873) 

Dilution 70 % Default value, Guidance on Dermal Absorption (EFSA Journal 2012; 10(4):2665 
2017;15(6):4873) 
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6.5.1 Justification for proposed values  

New dermal absorption study was performed for Pyraclostrobin in CHR/F/PYRA 250 and its pre-
sented in Appendix 2.  

Table 6.5-2: Default dermal absorption rates for Pyraclostrobin 

 Value Justification for value Acceptability of justifica-
tion 

Concentrate 25 % A default dermal absorption value of 25% may 
be applied for products containing > 5% (50 
g/kg for 
solids or 50 g/L for liquids) active substance. 
According to the EFSA Guidance on Dermal 
Absorption (EFSA Journal 2017;15(6):4873) a 
default dermal absorption value of 25% may be 
applied for concentrated products that are 
organic solvent-formulated (including 
formulation type of emulsifiable concentrate 
EC). 

Yes 

Dilution 75 % 
70 % 

A default value of 75% should be used in use 
dilutions containing ≤ 5% active substance. 
According to the EFSA Guidance on Dermal 
Absorption (EFSA Journal 2017;15(6):4873) a 
default dermal absorption value of 70% may be 
applied for (in use) dilutions of organic 
solvent-formulated (includingformulation type 
of emulsifiable concentrate EC). 

Yes 

New data 

Concentrate 1.5 % Ergon, C., 2021, S20-06511, 
The dermal penetration of pyraclostrobin 
formulated as Pyraclostrobin 250 g/L through 
human dermatomed skin was determined in 
vitro. The amount of applied dose penetrating 
within 24 hours was determined to be 1.5 % 
(mean + k * SD) and 36 % for the formulation 
concentrate and the 1:2500 spray dilution, 
respectively, based on the EFSA guidance 
criteria. 

Yes 

Dilution 36 % Yes 

6.6 Exposure Assessment of Plant Protection Product (KCP 7.2) 

Table 6.6-1: Product information and toxicological reference values used for exposure as-
sessment  

Product name and code CHR/F/PYRA 250 EC 

Formulation type EC 

Category Fungicide 

Container size(s), short 
description 

HDPE range from 250 ml to 5000 ml bottle/ 188 ml to 
2000 ml Jar /3000 ml to 22000 ml conteiner/ 4000 ml 
to 20000 ml cannister 
 
COEX/EvOH range from 100 ml to 1000 ml bottle/ 
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5000 ml to 20000 ml conteiner 
 
HDPE/PA range from 120 ml to 5500 ml bottle/ 5000 
ml  canister/5850 ml to 10000 ml conteiner 
 
HDPE/F range from 120 ml to 5950 bottle/ 5880 to 
10000 ml cannister 

Active substance(s) 
(incl. content) 

Pyraclostrobin 
250 g/L  

AOEL systemic 0.015 mg/kg bw/d  

Inhalation absorption 100 % 

Oral absorption 100 % 

Dermal absorption Concentrate: 1.5 % (Ergon, C., 2021, S20-06511) 
Dilution: 36 % (Ergon, C., 2021, S20-06511) 
 

6.6.1 Selection of critical use(s) and justification 
The critical GAPs used for the exposure assessment of the plant protection product are shown in 
Table 6.1-4. A list of all intended uses within the zone is given in Part B, Section 0.  

6.6.2 Operator exposure (KCP 7.2.1) 
Comments of 
zRMS: 

The operator exposure calculations for the proposed uses of CHR/F/PYRA 250 EC 
conducted by the Applicant using EFSA model are acceptable. 

The predicted longer term operator exposure to CHR/F/PYRA 250 EC applied for low 
crop via tractor mounted boom sprayer using drift reduction technology is within 
acceptable limit when the operator wearing workwear (arms, body and legs covered) 
both at the mixing/loading and application step. 

However, taking also into consideration the classification of the product (H315 – 
Causes skin irritation, H318 – Causes serious eye damage, H332 – Harmful if inhaled) 
protective clothes, protective gloves and face/eye protection is recommended to use 
for operator at the mixing/loading step and handling. 

6.6.2.1 Estimation of operator exposure 

A summary of the exposure models used for estimation of operator exposure to the active sub-
stances during application of CHR/F/PYRA 250 EC according to the critical use(s) is presented in 
Table 6.6-2. Outcome of the estimation is presented in Table 6.6-3. Detailed calculations are in Ap-
pendix 3. 

Table 6.6-2: Exposure models for intended uses 

Critical use(s) Cereals (max. 2 x 1 L product/ha) 

Model(s) EFSA exposure model [Guidance on the assessment of exposure of operators, 
workers, residents and bystanders in risk assessment for plant protection 
products, European Food Safety  
Authority (EFSA), Parma, Italy, EFSA Journal 2014;12(10):3874]  
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Table 6.6-3: Estimated operator exposure- cereals 

  Pyraclostrobin 

Model data Level of PPE Total absorbed dose  
(mg/kg/day) 

% of systemic 
AOEL 

Vehicle mounted Drift Reduction downward spraying outdoors to low crops, Application rate: 2 × 0.25 kg 
a.s./ha 
EFSA exposure model 
Application volume 100-400 
L/ha  
Body weight: 60 kg 

No PPE (Potential exposure) 0.0198 132.11 
Work wear - arms, body and legs 
covered (mixing/loading and 
application) and drift reduction 
nozzels 

0.0137 91.17 

 
 
Conclusion 
 
According to the calculations of the operator exposure with the EFSA exposure model, no undue 
risk is predicted for all uses supported in the EU central zone. In consideration of using work wear 
(arms, body and legs covered) during mixing and loading and application step and drift reduction 
nozzels, the estimated exposure of operators is below the AOEL for Pyraclostrobin (91.17 % of the 
AOEL). 

6.6.3 Measurement of operator exposure  

Since the operator exposure estimations carried out indicated that the acceptable operator expo-
sure level (AOEL) will not be exceeded under conditions of intended uses and considering above 
mentioned usage of work wear during mixing and loading, a study to provide measurements of op-
erator exposure was not necessary and was therefore not performed. 
 

6.6.4 Worker exposure (KCP 7.2.3) 

Comments of 
zRMS: 

The worker exposure calculations for the proposed uses of CHR/F/PYRA 250 EC con-
ducted by the Applicant are acceptable. 

According to the calculation performed using EUROPOEM II Model the risk for worker 
is acceptable (48% of AOEL) provided that the worker uses (protective) clothes and 
gloves. 
As a standard rule, crops treated by CHR/F/PYRA 250 EC should not be re-entered 
before spray deposit on leaf surfaces has completely dried. 

6.6.4.1 Estimation of worker exposure 

Table 6.6-4 shows the exposure model used for estimation of worker exposure after entry into a 
previously treated area or handling a crop treated with CHR/F/PYRA 250 EC according to the criti-
cal uses. Outcome of the estimation is presented in Table 6.6-5. Detailed calculations are in Appen-
dix 3. 
The exposure and risk assessments for workers were performed in consideration of the most criti-
cal GAP uses and re-entry scenarios covering all other intended GAP uses for which authorisation is 
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sought in the central zone. 
 

Table 6.6-4: Exposure models for intended uses 

Critical use(s) Cereals (max. 2 x 1 L product/ha) 

Model(s) EFSA exposure model [Guidance on the assessment of exposure of operators, 
workers, residents and bystanders in risk assessment for plant protection 
products, European Food Safety  
Authority (EFSA), Parma, Italy, EFSA Journal 2014;12(10):3874] 
 
EUROPOEM II Model [Guidance on the assessment of exposure of operators, 
workers, residents and bystanders in risk assessment for plant protection 
products, European Food Safety  
Authority (EFSA), Parma, Italy, EFSA Journal 2014;12(10):3874] 
[Hemmen et al. (2002) Post-application exposure of workers to pesticides in 
agriculture. Report of the re-entry working group. EUROPOEM II project. FAIR 
CT96-1406] 

Table 6.6-5: Estimated worker exposure- EFSA exposure model 

  Pyraclostrobin 

Model data Level of PPE Total absorbed dose 
(mg/kg/day) 

% of systemic AOEL 

Number of applications and application rate: 2 × 0.25 kg a.s./ha 

2 hours/day (1), 
TC: 12500/1400 cm2/person/h (2) 
Body weight: 60 kg 

no PPE (3) 0.1818 1211.68 

with PPE (4) 0.0204 135.71 

(1) 8 2 h/day for professional applications for maintenance, inspection or irrigation activities etc. 
(2) TC = 12500 (Total potential exposure)/1400 (Hands, arms, body and legs covered)cm2/person/ hour acc. to US Re-
entry Agricultural TF data were used, TC: Transfer coefficient. 
(3) Potential exposure 
(4) Work wear - arms, body and legs covered 
 

Table 6.6-6: Estimated worker exposure- EUROPOEM II model 

  Pyraclostrobin 

Model data Level of PPE Total absorbed dose 
(mg a.s. /day) 

% of systemic AOEL 

Number of applications and application rate: 2 × 0.25 kg a.s./ha = 0.4 kg a.s./ha (MAF= 
1.6) 

2 hours/day (1), 
TC: 2500 cm2/person/h (2) 
Body weight: 60 kg 
Dermal absorption 36% 

no PPE (3) 2.160 240 

with PPE (4) 0.432 48 

(1) 2 h/day for professional applications for maintenance, inspection or irrigation activities etc. in cereals 
(2) TC = 2500 cm2/person/ hour acc. to US Re-entry Agricultural TF data were used, TC: Transfer coefficient. 
(3) Protective clothing 
(4) Gloves 
 
 
Conclusion 
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In calculations performed in EFSA model there is no possibility to use gloves by worker in opposite 
to EUROPOEM II. Current guidance EFSA Journal 2014;12(10):3874 is missing data regarding TC 
value for worker equipped with gloves. New guideline EFSA Journal 2022;20(1):7032 (not yet came 
into force) provides TC value for worker with covered body and gloves. 
In accordance to pPolish national requirements for toxicological section in case of multiple applica-
tion of plant protection product either EFSA model or EUROPOEM II with MAF factor can be used: 
 
W przypadku, gdy proponowane jest wielokrotne zastosowanie środka w sezonie, do oceny narażenia 
pracownika należy zastosować model AOEM lub EUROPOEM II z uwzględnieniem współczynnika MAF. 
 
Considering that in EFSA model calculations risk was not accepted, and gloves could not be includ-
ed EUROPOEM II calculations were presented. 
According to the calculations of the worker exposure with the EUROPOEM II model, no undue risk 
is predicted for all uses supported in the EU central zone and applied with vehicle mounted spray-
ers. Estimated exposure of workers wearing work wear covering arms, body and legs and gloves is 
considered acceptable (48% AOEL).  
 

6.6.4.2 Refinement of generic DFR value (KCP 7.2) 

No data on Dislodgeable foliar residue (DFR) refinement are available, therefore reference is made 
to the default value of 3 µg/cm2 of foliage/kg a.s. applied/ha as indicated in the Guidance on the 
assessment of exposure of operators, workers, residents and bystanders in risk assessment for 
plant protection products (EFSA Journal 2014;12(10):3874). 
 

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 men-
tion PPE, a study to provide measurements of worker exposure was not necessary and was there-
fore not performed. 

6.6.5 Bystander and resident exposure (KCP 7.2.2) 

Comments of 
zRMS: 

The resident exposure calculations for the proposed uses of CHR/F/PYRA 250 EC 
conducted by the Applicant using EFSA model including drift reduction and 5 meter 
buffer strip revealed that there is no acceptable risk resulting from entering into 
treated crops (child) after application of the product. 

The significant part of the resident exposure results from the entry into treated area, 
therefore this exposure could be lowered by installation of warning signs in promi-
nent places informing about recent use of CHR/F/PYRA 250 EC together with infor-
mation how long the entry into treated crops is prohibited. 

The drift reduction technology should include using low-drift nozzles and the genera-
tion of large spray droplets. The nozzles should be pointed back the direction of travel 
and spraying should be conducted at lowest possible high. 

As no AAOEL value was established for active substance pyraclostrobin, bystander’s 
exposure is covered by resident’s exposure. 
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6.6.5.1 Estimation of bystander and resident exposure 

The exposure and risk assessments for bystanders and residents were performed in consideration 
of the most critical GAP use covering all other intended GAP uses for which authorisation is sought 
in the central zone. Table 6.6-6 shows the exposure model used for estimation of bystander and 
resident exposure to Pyraclostrobin. Outcome of the estimation is presented in Table 6.6-7. De-
tailed calculations are in Appendix 3. 
Exposure of resident is used also for bystander because of no AAOEL was set up. 
 

Table 6.6-6: Exposure models for intended uses 

Critical use(s) Cereals (max. 2 x 1 L product/ha) 

Model(s) EFSA exposure model [Guidance on the assessment of exposure of operators, 
workers, residents and bystanders in risk assessment for plant protection 
products, European Food Safety  
Authority (EFSA), Parma, Italy, EFSA Journal 2014;12(10):3874]  

 

Table 6.6-7: Estimated resident exposure  

 Pyraclostrobin 

Model data Total absorbed dose 
(mg/kg/day) 

% of systemic AOEL 

Vehicle mounted-drift reduction downward spraying outdoors to low crops 
Application rate: 2 × 0.25 kg a.s./ha 

Bystanders (adult) 
Buffer strip: 5 m 
Body weight: 60 kg 

0.0129 86.20 

Bystanders (children) 
Buffer strip: 5 m 
Body weight: 10 kg 

0.0303 202.07 

Residents (adult) 
Buffer strip: 5 m 
weight: 60 kg 

0.0129 
All pathways 0.0120147 

86.20 
80.10 

Residents (children) 
Buffer strip: 5 m 
Body weight:10 kg 

0.0303 
All pathways 0.0254722 

202.07 
169.81 
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An unacceptable risk for residents and bystanders was identified when the product is used as in-
tended. The estimations performed according to AOEM, indicate that the systemic exposure to 
CHR/F/PYRA 250 EC exceeds the value of AOEL. 
 
Therefore, additional counter-measures must be introduced to reduce resident and bystander ex-
posure. 
1.            Based on the estimation according to AOEM, it can be concluded that the significant part of 
the resident exposure results from the entry to the treated area. Thus, to minimize the incidence of 
resident and bystander entry into the treated area, it is proposed to install warning signs informing 
about recent use of PPP next to the treated area and to inform the residents about the scheduled 
spraying action. 
 

 
 
2.            The major of resident exposure to CHR/F/PYRA 250 EC includes spray drift of the applied 
formulation.  
Following improvements of the application technique of CHR/F/PYRA 250 EC are recommended to 
reduce spray drift: 
1.            The application should result in generation of large spray droplets. 
2.            The application should be carried out using low-drift nozzles. 
3.            The nozzles should be pointed back the direction of travel. 
4.            The spraying should be conducted at lowest possible high. 
 
Conclusion 

According to the EFSA model calculations it can be concluded that there is no acceptable risk result-
ing from entering into treated crops to resident and bystanders (child) after application of  
CHR/F/PYRA 250 EC applied to cereals with a maximum rate of 0.25 kg a.s./ha, therefore warning 
signs informing about recent use of PPP should be installed in prominent places. As no AAOEL value 
was established for active substance pyraclostrobin, bystander’s exposure is covered by resident’s 
exposure.  

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 pyraclostrobin will not be exceeded under conditions of intend-
ed uses and considering above mentioned risk mitigation measures, a study to provide measure-
ments of bystander/resident exposure was not necessary and was therefore not performed. 

6.6.6 Combined exposure 
Not relevant. The product contains only one active substance. 
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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 
– 7.1.10 

Żero, K. 2021 Toxicological classification of product CHR/F/PYRA 250 EC based on calculation method taking into 
consideration health hazards of constituent substances; K. Żero; 2021 
Not GLP 
Unpublished 

N Chemirol 

KCP 7.2.1 
KCP 7.2.2 
KCP 7.2.3 

Adamczak, A. 2021 Toxicological calculations for CHR/F/PYRA 250 EC in cereals. 
CHR1 
Not GLP 
Unpublished 

N Chemirol 

KCP 7.3 Egron, C. 2021 IN-VITRO HUMAN SKIN PENETRATION OF 14C-PYRACLOSTROBIN IN PYRACLOSTROBIN 250 G/L 
S20-06511 
Eurofins Agroscience Services Chem SAS, Vergeze, France 
GLP 
Unpublished 

N Chemirol 

 



CHR/F/PYRA 250 EC/ Etiuda 250 EC, Fermata 250 EC 
Part B – Section 6 - Core Assessment  
Applicant version 
 

Page  18 /37 
 

Appendix 2 Detailed evaluation of the studies relied upon 
A 2.1 Statement on bridging possibilities 
Not required. 

A 2.2 Other/Special Studies 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The calculations provided by Ap-
plicant are acceptable. According to the calculation result the formulation does 
not need to be classified as Acute Tox. 4 (H302). 

Reference: KCP 7.1.1 

Report Toxicological classification of product CHR/F/PYRA 250 EC based on 
calculation method taking into consideration health hazards of constitu-
ent substances; K. Żero; 2021 

Guideline(s): Regulation (EC) No. 1272/2008 

Deviations: - 

GLP: No 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 
 
 
 

According to point 7.1.1 of Part A of Annex to the Commission Regulation (EU) No 284/2013 as 
regards the data requirements for plant protection products: 
” A test for acute oral toxicity shall be carried out, unless the applicant can justify an alternative 
approach under Regulation (EC) No 1272/2008. In the latter case, acute oral toxicity of all compo-
nents shall be provided or reliably predicted with a validated method. Consideration shall be given 
to the possible effects of components on the toxic potential of the total mixture.” 
 
The complete composition of the formulation with the classification of individual ingredients is 
available in part C. 
Due to the fact, that all components of the formulation CHR/F/PYRA 250 EC are known, the acute 
oral toxicity test is not necessary. 
 
 
 
We use the summation method using the formula: 
 

∑
=

= n

i i

i
mix

ATE
C

ATE

1

100

 
Where: 
 Ci - concentration of ingredient i ( % w/w or % v/v) 
 i – the individual ingredient from 1 to n 
 n – the number of ingredients 
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 ATEi - Acute Toxicity Estimate of ingredient i. 
 
 
 
Table 3.1.2 
Conversion from experimentally obtained acute toxicity range values (or acute toxicity hazard categories) to acute toxici-
ty point estimates for classification for the respective routes of exposure. 
 

Exposure routes Classification Category or experimentally ob-
tained acute toxicity range estimate 

Converted acute toxicity 
point estimate 

(see Note 1) 
Oral (mg/kg body-
weight) 

0 < Category 1 ≤ 5 
5 < Category 2 ≤ 50 

50 < Category 3 ≤ 300 
300 < Category 4 ≤ 2 000 

0,5 
5 

100 
500 

Dermal (mg/kg 
bodyweight) 

0 < Category 1 ≤ 50 
50 < Category 2 ≤ 200 

200 < Category 3 ≤ 1 000 
1 000 < Category 4 ≤ 2 000 

5 
50 

300 
1 100 

Gases (ppmV) 0 < Category 1 ≤ 100 
100 < Category 2 ≤ 500 

500 < Category 3 ≤ 2 500 
2 500 < Category 4 ≤ 20 000 

10 
100 
700 

4 500 
Vapours (mg/l) 0 < Category 1 ≤ 0,5 

0,5 < Category 2 ≤ 2,0 
2,0 < Category 3 ≤ 10,0 

10,0 < Category 4 ≤ 20,0 

0,05 
0,5 
3 

11 
Dust/mist (mg/l) 0< Category 1 ≤ 0,05 

0,05 < Category 2 ≤ 0,5 
0,5 < Category 3 ≤ 1,0 
1,0 < Category 4 ≤ 5,0 

0,005 
0,05 
0,5 
1,5 

Note 1 
These values are designed to be used in the calculation of the ATE for classification of a mixture based on its components 
and do not represent test results. 
 
Ingredients A2, B and D2 are classified in this class of hazard.  
 A2 – 0.4149% (Acute Tox. 4, H302) 
 B – 22.90% (Acute Tox. 4 H302) 
 D2 – 0.7544% (Acute Tox. 4 H302) 

 
For all ingredients the estimated values were taken. 
 

 
 
 
Conclusion 
 
According to the table 3.1.2, a result (2 077 mg/kg bw  > 2 000 mg/kg bw) does not classify the 
whole formulation as Acute Tox. 4, H302. 
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A 2.3 Acute percutaneous (dermal) toxicity (KCP 7.1.2) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The formulation does not contain 
compounds classified as acute dermal toxic, therefore the whole formulation 
does not need to be classified in this class of hazard. 

According to point 7.1.2 of Part A of Annex to the Commission Regulation (EU) No 284/2013 as 
regards the data requirements for plant protection products: 

”A test for dermal toxicity shall be carried out on a case by case basis, unless the applicant can justi-
fy an alternative approach under Regulation (EC) No 1272/2008. In the latter case, acute dermal 
toxicity of all components shall be provided or reliably predicted with a validated method. Consid-
eration shall be given to the possible effects of components on the toxic potential of the total mix-
ture. Findings of severe skin irritation or corrosion in the dermal study may be used instead of per-
forming a specific irritation study.” 

The complete composition of the formulation with the classification of individual ingredients is 
available in part C.  

The active substances and the other co-formulants are not classified as acute dermal toxic, it can be 
assumed that entire formulation is not classified in this class. According to point 7.1.2 of part A of 
Annex  Regulation No 284/2014, it is possible to waive from acute dermal toxicity test. Due to the 
fact, that all components of the formulation CHR/F/PYRA 250 EC are known, the acute dermal tox-
icity test is not necessary. 

A 2.4 Acute inhalation toxicity (KCP 7.1.3) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The calculations provided by Ap-
plicant are acceptable. According to the calculation result the formulation need 
to be classified as Acute Tox. 4 (H332). 

 
Reference: KCP 7.1.3 

Report Toxicological classification of product CHR/F/PYRA 250 EC based on 
calculation method taking into consideration health hazards of constitu-
ent sub-stances; K. Żero, 2021. 

Guideline(s): Regulation (EC) No. 1272/2008 

Deviations: - 

GLP: No 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 
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Inhalation study on CHRF/PYRA 250 EC is not required according to point 7.1.3 of Part A of Annex 
to the Commission Regulation (EU) No 284/2013 as regards the data requirements for plant 
protection products the inhalation test must be carried out since the preparation is: 

 a gas or liquefied gas, 
 a smoke generating formulation or fumigant, 
 used with fogging equipment, 
 a vapor releasing preparation, 
 an aerosol, 
 a powder containing a significant proportion of particles of diameter <50 µm (> 1% on a 

weight basis), 
 to be applied from aircraft in cases where inhalation exposure is relevant, 
 contains an active substance with a vapor pressure > 1x10-2 Pa and is to be used in enclosed 

spaces such as warehouses or glasshouses, 
 to be applied in a manner which generates a significant proportion of particles or droplets 

of diameter < 50 µm (> 1% on a weight basis). 
 

The complete composition of the formulation with the classification of individual ingredients is 
available in part C. 
Due to the fact, that all components of the formulation CHR/F/PYRA 250 EC are known, the acute 
inhalation toxicity test is not necessary. 
 
Ingredient C is classified in this hazard class.  
 C – 24.06 % (Acute Tox. 3 H331) 

 

 
 
 
Conclusion 
 
According to the table 3.1.2, the result (10.0 mg/L > 12.5  mg/L < 20.0 mg/L) classifies the whole 
formulation as Acute Tox. 4, H332 

A 2.5 Skin irritation (KCP 7.1.4) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The calculations provided by Ap-
plicant are acceptable. According to the calculation result the formulation need 
to be classified as Skin Irrit. 2 (H315). 

 
Reference: KCP 7.1.4 

Report Toxicological classification of product CHR/F/PYRA 250 EC based on 
calculation method taking into consideration health hazards of constitu-
ent sub-stances; K. Żero, 2021. 
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Guideline(s): Regulation (EC) No. 1272/2008 

Deviations: - 

GLP: No 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 

 
 
According to point 7.1.4 of Part A of Annex to the Commission Regulation (EU) No 284/2013 as 
regards the data requirements for plant protection products: 
” The skin irritancy of the plant protection product shall be reported based on the tiered approach, 
unless the applicant can justify an alternative approach under Regulation (EC) No 1272/2008. In 
the latter case, skin irritation properties of all components shall be provided or reliably predicted 
with a validated method. Consideration shall be given to the possible effects of components on the 
irritant potential of the total mixture.” 
The complete composition of the formulation with the classification of individual ingredients is 
available in part C. 
Due to the fact, that all components of the formulation CHR/F/PYRA 250 EC are known, skin corro-
sive test is not necessary. 
 
 
Table 3.2.3 
Generic concentration limits of ingredients classified for skin corrosive/irritant hazard (Category 1 or 2) that trigger 
classification of the mixture as corrosive/irritant to skin. 
 

Sum of ingredients classified as: Concentration triggering classification of a mixture as: 
 Skin Corrosive Skin Irritant 
 Category 1 

(see note below) 
Category 2 

Skin Corrosive Categories 1A, 1B, 1C ≥ 5 % ≥ 1 % but < 5 % 
Skin irritant Category 2  ≥ 10 % 

10 × Skin Corrosive Category 1A, 1B, 
1C) + Skin irritant Category 2 

 ≥ 10 % 

 
Ingredients C, D1 and D2 are relevant. 
 C – 24.06% (Skin Irrit., 2 H315) 
 D1 – 3.112% (Skin Irrit., 2 H315) 
 D2 – 0.7544 % (Skin Irrit., 2 H315) 

We use the summation method, consisting in adding up the percentages of all ingredients classified 
in the each class. 

 

 

 
Conclusion 
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The sum of concentrations (27.9264 %) is significantly higher than generic concentration level 
(10%). Therefore the formulation is classified as Skin Irrit. 2, H315. 

A 2.6 Eye irritation (KCP 7.1.5) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The calculations provided by Ap-
plicant are acceptable. According to the calculation result the formulation need 
to be classified as Eye Dam. 1 (H318). 

Reference: KCP 7.1.5 

Report Toxicological classification of product CHR/F/PYRA 250 EC based on 
calculation method taking into consideration health hazards of constitu-
ent sub-stances; K. Żero, 2021. 

Guideline(s): Regulation (EC) No. 1272/2008 

Deviations: - 

GLP: No 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 

 
According to point 7.1.5 of Part A of Annex to the Commission Regulation (EU) No 284/2013 as 
regards the data requirements for plant protection products: 
” Eye irritation tests shall be provided, unless it is likely that severe effects on the eyes may be pro-
duced or the applicant can justify an alternative approach under Regulation (EC) No 1272/2008. In 
the latter case, eye irritation properties of all components shall be provided or reliably predicted 
with a validated method. Consideration shall be given to the possible effects of components on the 
irritant potential of the total mixture.” 
The complete composition of the formulation with the classification of individual ingredients is 
available in part C. 
Due to the fact, that all components of the formulation CHR/F/PYRA 205 EC are known, eye irrita-
tion test is not necessary. 
For consideration of corrosive and irritant properties the following table applies: 
 
Table 3.3.3 
Generic concentration limits of ingredients of a mixture classified as Skin corrosive Category 1 and/ or eye Category 1 or 
2 for effects on the eye that trigger classification of the mixture for effects on the eye (Category 1 or 2). 
 
Sum of ingredients classified 

as: 
Concentration triggering classification of a mixture as: 

Irreversible Eye Effects Reversible Eye Effects 
Category 1 Category 2 

Eye Effects Category 1 or Skin 
Corrosive Category 1A, 1B, 1C 

≥ 3 % ≥ 1 % but < 3 % 

Eye Effects Category 2  ≥ 10 % 
(10 × Eye Effects Category 1) 

+ Eye 
effects Category 2 

 ≥ 10 % 

Skin Corrosive Category 1A, 
1B, 1C + 

≥ 3 % ≥ 1 % but < 3 % 
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Eye effects Category 1 
10 × (Skin Corrosive Category 

1A, 1B, 
1C + Eye Effects Category 1) + 

Eye 
Effects Category 2 

 ≥ 10 % 

 
Ingredients D1 and D2 are relevant. 
 D1 – 3.112% (Eye Dam. 1, H318) 
 D2 – 0.7544% (Eye Dam. 1, H318) 

We use the summation method, consisting in adding up the percentages of all ingredients classified 
in the each class. 

 

 
 

The sum of concentration (3.8664%) is higher than a generic concentration limit (3%). Therefore 
the whole formulation is classified as corrosive to eyes (Eye Dam. 1 H318). 
 

A 2.7 Skin sensitisation (KCP 7.1.6) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The formulation does not contain 
compounds classified as skin sensitiser, therefore the whole formulation does 
not need to be classified in this class of hazard. 

 

According to point 7.1.6 of Part A of Annex to the Commission Regulation (EU) No 284/2013 as 
regards the data requirements for plant protection products: 

”The skin sensitisation test shall be carried out unless the active substances or co-formulants are 
known to have sensitising properties or the applicant can justify an alternative approach under 
Regulation (EC) No 1272/2008. In the latter case, skin sensitisation properties of all components 
shall be provided or reliably predicted with a validated method. Consideration shall be given to the 
possible effects of components on the sensitising potential of the total mixture.” 
 

The complete composition of the formulation with the classification of individual ingredients is 
available in part C.  

The active substances and the other co-formulants are not classified as skin sensitizers, it can be 
assumed that entire formulation is not classified in this class. According to point 7.1.6 of part A of 
Annex  Regulation No 284/2014, it is possible to waive from skin sensitization. Due to the fact, that 
all components of the formulation CHR/F/PYRA 250 EC are known, the skin sensitisation test is not 
necessary. 
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A 2.8 Specific target organ toxicity (KCP 7.1.7) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The calculations provided by Ap-
plicant are acceptable. According to the calculation result the formulation does 
not need to be classified as STOT SE 3 (H335) and STOT SE 3 (H336). 

Reference: KCP 7.1.7 

Report Toxicological classification of product CHR/F/PYRA 250 EC based on 
calculation method taking into consideration health hazards of constitu-
ent substances; K. Żero, 2021. 

Guideline(s): Regulation (EC) No. 1272/2008 

Deviations: - 

GLP: No 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 
 
 
 

For consideration of specific target organ toxicity the following table applies: 
 
Table 3.8.3 Generic concentration limits of ingredients of a mixture classified as a specific target organ toxi-
cant that trigger classification of the mixture as Category 1 or 2. 

Ingredient classified as: Generic concentration limits triggering classification of the 
mixture 

as: 
Category 1 Category 2 

Category 1 
Specific Target Organ Toxi-

cant 

Concentration ≥ 10 % 1,0 % ≤ concentration 
< 10 % 

Category 2 
Specific Target Organ Toxi-

cant 

 Concentration ≥ 10 % 
[(Note 1)] 

Note 1 If a Category 2 specific target organ toxicant is present in the mixture as an ingredient at a concentra-
tion 
≥ 1,0 % a SDS shall be available for the mixture upon request. 
 
We also took into account the point 3.8.3.4.5.: “Care shall be exercised when extrapolating toxicity 
of a mixture that contains Category 3 ingredient(s). A generic concentration limit of 20 % is appro-
priate; however, it shall be recognised that this concentration limit may be higher or lower depend-
ing on the Category 3 ingredient(s) and that some effects such as respiratory tract irritation may 
not occur below a certain concentration while other effects such as narcotic effects may occur be-
low this 20 % value. Expert judgement shall be exercised.” 
 
STOT SE 3, H335 

The ingredient D2 is classified as STOT SE 3. The concentration of the ingredient (0.7544%) is sig-
nificantly lower than concentration triggering classification 20%. According to point 3.8.3.4.5. CLP 
Regulation the formulation is not classified as STOT SE 3, H335 
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STOT SE 3, H336 

The ingredient D2 is classified as STOT SE 3. The concentration of the ingredient (0.7544%) is sig-
nificantly lower than concentration triggering classification 20%. According to point 3.8.3.4.5. CLP 
Regulation the formulation is not classified as STOT SE 3, H336. 

A 2.9 Carcinogenicity (KCP 7.1.8) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The calculations provided by Ap-
plicant are acceptable. According to the calculation result the formulation does 
not need to be classified as carcinogenic. 

Reference: KCP 7.1.8 

Report Toxicological classification of product CHR/F/PYRA 250 EC based on 
calculation method taking into consideration health hazards of constitu-
ent substances; K. Żero, 2021. 

Guideline(s): Regulation (EC) No. 1272/2008 

Deviations: - 

GLP: No 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 
 
 
 

 
The mixture will be classified as a carcinogen when at least one ingredient has been classified as a 
Category 1A, Category 1B or Category 2 carcinogen and is present at or above the appropriate ge-
neric concentration limit as shown in Table 3.6.2 for Category 1A, Category 1B and Category 2 re-
spectively. 
 
For consideration of carcinogenicity the following table applies: 
Table 3.6.2 Generic concentration limits of ingredients of a mixture classified as carcinogen that trigger classification of 
the mixture 
Ingredient classified 

as: 
Generic concentration limits triggering classification of a mixture as: 

Category 1 carcinogen Category 2 carcino-
gen Category 1A Category 1B 

Category 1A carcino-
gen 

≥ 0,1 % - - 

Category 1B carcino-
gen 

- ≥ 0,1 %  

Category 2 carcino-
gen 

- - ≥ 1,0 % [Note 1] 

Note The concentration limits in the table above apply to solids and liquids (w/w units) as well as gases (v/v units). 
Note 1 If a Category 2 carcinogen is present in the mixture as an ingredient at a concentration ≥ 0,1 % a SDS shall be 
available for the mixture upon request. 
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Only ingredient A2 is relevant.  
 A2 – 0.4149% (Carc. 2, H351) 

 
Conclusion 
 
A concentration of this compound is lower than concentration triggering classification. Therefore 
the formulation has no classification in this category.  
 

A 2.10 Aspiration toxicity (KCP 7.1.9) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The calculations provided by Ap-
plicant are acceptable. According to the calculation result the formulation does 
not need to be classified as Asp. Tox 1 (H304). 

Reference: KCP 7.1.9 

Report Toxicological classification of product CHR/F/PYRA 250 EC based on 
calculation method taking into consideration health hazards of constitu-
ent substances; K. Żero, 2021. 

Guideline(s): Regulation (EC) No. 1272/2008 

Deviations: - 

GLP: No 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 
 
 
 

 
For consideration of aspiration toxicity the following table applies: 
 
Table 3.10.1 
Hazard category for aspiration toxicity. 
 

 
 
Only ingredient A1 is relevant: 

 A1 – 41.49% (Asp. Tox 1, H304) 
 
Viscosity of formulation: 0,2455 cm2/s (40℃) = 24,55 mm2/s (40℃) 
 
Conclusion 
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Viscosity level of product is higher than generic concentration level (20,5 mm2/s (40 ℃))  There-
fore the formulation is not classified as Asp. Tox 1, H304. 

A 2.11 Reproductive toxicity (KCP 7.1.10) 

Comments of zRMS: The Applicant performed the toxicological assessment of the formulation 
CHR/F/PYRA 250 EC using the calculation method in accordance with CLP 
based on the composition of the formulation and taking into account the clas-
sification of each component of the mixture. The formulation does not contain 
compounds classified as toxic for reproduction, therefore the whole formula-
tion does not need to be classified in this class of hazard. 

The complete composition of the formulation with the classification of individual ingredients is 
available in part C.  

The active substances and the other co-formulants of CHR/F/PYRA 250 EC are not classified as tox-
ic for reproduction, it can be assumed that entire formulation is not classified in this class.  
 
Summary 
 
Having considered risk to the human health posed by ingredients of the preparation, product is 
classified as Acute Tox. 4, H332, Eye Dam. 1, H318, Skin Irrit. 2, H315. 
 

A 2.12 Supplementary studies for combinations of plant protection products  

Not required. 

A 2.13 Data on co-formulants (KCP 7.4)  

A 2.13.1 Material safety data sheet for each co- formulant 

Information regarding material safety data sheets of the co-formulants can be found in the confi-
dential dossier of this submission (Registration Report - Part C). 

A 2.13.2 Available toxicological data for each co-formulant  

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

A 2.14 Studies on dermal absorption (KCP 7.3) 

Comments of zRMS: Study accepted. 
The in vitro study on dermal absorption of 14C-Pyraclostrobin in Pyra-
clostrobin 250 G/L was performed according to the Regulation (EC) 440/2015 
and OECD and EFSA guidance in compliance with GLP rules. No deviation was 
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occurred during the study. 
The formulation was tested at the concentrated rate (250 g/L) and at the 
spray dilution 0.1 g/L. 
The results of the study revealed that the amount of applied dose penetrating 
within 24 hours was 1.5 % and 36 % for the formulation concentrate and the 
spray dilution, respectively, based on the EFSA guidance criteria. 

 
Reference: KCP 7.3 

Report 
 
 

IN-VITRO HUMAN SKIN PENETRATION OF 14C-PYRACLOSTROBIN IN PY-
RACLOSTROBIN 250 G/L, Camille Egron; 2021 
Eurofins Agroscience Services Chem SAS  
75B avenue de Pascalet 
30310 Vergèze 
FRANCE 
STUDY CODE: S20-06511 

Guideline(s): - Regulation (EC) No 440/2008 – Test method B.45 
- OECD guideline for the testing of chemicals: Test No. 428: Skin 
Absorption: in vitro Method  
(13 April 2004) 
- OECD guidance document for the conduct of skin absorption 
studies, OECD series on testing and assessment. Number 28, 05-Mar-
2004 (ENV/JM/MONO(2004)2) 
- OECD Guidance notes on dermal absorption, 18 August 2011 
(ENV/JM/MONO(2011)36) 
- Guidance on Dermal Absorption, EFSA Journal 2017; 15(6): 4873 

Deviations: No 

GLP: Yes 

Acceptability: Yes 

Duplication  
(if vertebrate study) 

No 
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Materials and methods: 
Test item: 
Test material    
Radiolabeled 
material 

Name (Lot/Batch No.) [-14C]-Pyraclostrobin  
Batch 11660GXR009-3 

Test preparation Spiking  
Specific activity 148.0 µCi/mg 
Radiochemical purity 96.9 % 

Product Name (Lot/Batch No.) Pyraclostrobin 250 g/L 
Batch 04/2020 

Concentration a.s.  g/L or g/kg 
Formulation type Emulsion Concentrate 

Blank product Name (Lot/Batch No.) Batch 04/2020 B 
Concentration a.s. 0 g/L Pyraclostrobin 

 
Test system: 
Test system   
Diffusion cell Cell type Dynamic 

(if dynamic) Flow rate 1.5 ml/h 
Exposed skin area 1 cm² 
Cover Unoccluded 

Membrane Skin type Dermatomed  
Skin thickness range 356-396 µm 
Skin donors age 22 to 51 years old 
Skin donors sex f  
Location Abdomen 
Source Ex vivo 
Integrity test TEWL measurement 

Receptor Receptor medium PBS 0.01M + 3% polyoxyethylene 20 oleyl ether 
Solubility in receptor medium Yes  

Sample Time Exposure time 8h 

Observation time 24h 
Sampling Sample intervals 7 sampling times: 1h, 2h, 4h, 8h, 12h, 18h, 24h 
Washing  Post exposure   
Final Procedure Tape stripping Yes 

TS1-2 analysed separately Yes  
Remarks: None 

 
Test doses: 
Tested doses Concentrate Spray dilution 1:2500 
Target concentration [mg/ml] 250 0.1 
Area dose [µg/cm²] 2500 1 
Mean actual applied dose [µg/cm²] 2354 0.97 
Specific activity [kBq/ml] 1176 555 
No. of donors 4 4 
No of cells used/valid cells* 8/8 8/8 
 
Experimental design: 
The aim of this study was to investigate the rate and extent of the in-vitro dermal absorption of 
pyraclostrobin following topical application of Pyraclostrobin 250 g/L test item, to the surface of 
human split-thickness skin mounted on flow-through diffusion cells, at the concentrated rate and 
one in-use spray dilution. 
The “OECD guideline for the testing of chemicals: Test No. 428: Skin Absorption: in vitro Method 
(13 April 2004)” recommends using a radiolabelled substance to perform this type of study. 
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The study was also designed using recommendations from EFSA Guidance on Dermal Absorption 
(EFSA Journal 2017; 15(6): 4873). 
The concentrate formulation and the spray dilution containing 14C-pyraclostrobin were applied to 
the surface of split-thickness human skin samples separating the donor and receptor chambers of a 
flow-through diffusion cell. The formulations remained on the skin for 8 hours before removal by 
an appropriate washing solution. The receptor fluid was sampled seven times at 1h, 2h, 4h, 8h, 12h, 
18h and 24h from the commencement of application. 
The radioactivity was measured in each compartment in order to recover a global mass balance. 
The formulations were tested at two nominal concentrations: 
– Concentrated rate : pyraclostrobin 250 g/L 
– Diluted rate : pyraclostrobin 0.1 g/L 
 
Results and discussion: 

 
The dermal penetration of pyraclostrobin formulated as Pyraclostrobin 250 g/L through human 
dermatomed skin was determined in vitro. The amount of applied dose penetrating within 24 hours 
was determined to be 1.5 % (mean + k * SD) and 36 % for the formulation concentrate and the 
1:2500 spray dilution, respectively, based on the EFSA guidance criteria. 
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Appendix 3 Exposure calculations  

Table A 1: Estimation of operator exposure towards pyraclostrobin without PPE using EFSA 
Model ver. 30.03.2015 
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Table A 1: Estimation of operator exposure towards pyraclostrobin with workwear 
at mixing and loading using EFSA Model ver. 30.03.2015  
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Table A 3: Estimation of worker exposure towards pyraclostrobin using EUROPO-
EM II Model 
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Table A 4: Estimation of worker exposure towards pyraclostrobin using EFSA Mod-
el 
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Table A 5: Estimation of bystander and resident exposure towards pyraclostrobin 
using EFSA Model 
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Appendix 4  Detailed evaluation of exposure and/or DFR studies re-
lied    upon (KCP 7.2, KCP 7.2.1.1, KCP 7.2.2.1, KCP 7.2.3.1) 

Not required. 
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