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List of New Information that Applicant would like to provide 
 

1) The study report and a position paper addressing the impact of the new data on the endocrine and 
carcinogenicity assessments: 

• In vitro CYP and UGT induction and cell proliferation in Sprague-Dawley rat and human hepatocytes 
by X11166670 (Study ID: 220243) 

• Position paper addressing the impact of the new data on the CLH carcinogenicity assessment and 
endocrine conclusion 

2) New Genotoxicity testing with proquinazid TGAI test material that contains a higher level of impurity-
6: 

• X11166670: Bacterial Reverse Mutation Test (Study ID: 211857) 

• X11166670: In Vitro Mammalian Cell Gene Forward Mutation Test at the HPRT Locus of the Chinese 
Hamster (CHO)-K1 Cell Line (Study ID: 230064) 

• X11166670: In Vitro Micronucleus Assay (Study ID: 211864) 

• Position paper updating the technical equivalence assessment. 



 

 

 

Further Comments of Applicant (Corteva Agriscience) on the CLH report on Proquinazid 

and Annexes: CLH_REP_ATT_SPS-023780-22_Proquinazid_RAR_10_Volume_3CA_B-8_2022-09-19 & 
CLH_REP_ATT_SPS-023780-22_Proquinazid_RAR_11_Volume_3CA_B-9_2022-09-19 

 

02.02.2023 

Complimentary to the comments provided via online commenting form, applicant, Corteva Agriscience would 
like to provide further and more detailed comments to address specific datapoints of and discussions provided 
in the CLH Report & its annexes (correspondence to: Vol 1 and Vol 3 of the Combined Draft Renewal Assessment 
Report prepared according to Regulation (EC) N° 1107/2009 and Proposal for Harmonised Classification and 
Labelling (CLH Report) according to Regulation (EC) N° 1272/2008)). 

Provided comments are in parallel (but selected to relevance) with those submitted under Call for comments on 
the Renewal Assessment Report of Proquinazid (AIR IV) announced by EFSA (EFSA-Q-2018-00520).  

Below provided comments also includes the new information generated by applicant and considered 
“important” for the evaluation and decision making of RAC. Aforementioned new information (study reports, 
position papers) will be provided to ECHA / RAC review upon request. 

CONTENT 

A) Environmental fate and behaviour 

• Route and rate of degredation in soil 

• Fate and behaviour in water and sediment and effect of water treatment procedures on the nature 
of residues  

• Fate and behaviour in water and sediment and effect of water treatment procedures on the nature 
of residues  

• Fate and behaviour in air  

B) Ecotoxicology 

• Aquatic organisms  

C) List of new Information that Applicant would like to provide
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A. Environmental fate and behaviour  
 

Route and rate of degradation in soil 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

(13) Vol.1, 2.8.1.3 Assessment in 
relation to the P-criteria 

Applicant: On page 156 it is stated that “In conclusion 
thus, taken both laboratory and field data into 
consideration, proquinazid is not considered to fulfil 
the criteria as P.”  

Applicant agree with the not Persistent classification. 

 

 
 

Fate and behaviour in water and sediment and effect of water treatment procedures on the nature of residues 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

(3) Vol. 1, Level 2 

2.8.2.2.8 Assessment of P-
criteria for water and 
sediment 

Page 168 

And 

Vol 1, Level 3 

Applicant: On page 168 RMS stating that “In conclusion, 
given the importance of the aerobic mineralisation 
tests together with the findings in the 
water/sediment tests (geomean DT50 total system 
of 68.2 days), the RMS considers that proquinazid 
fulfils the POP/vPvB and PBT criteria.” 

(Applicant comment continues in next column -->) 

Applicant would like to note that, a new irradiated water-sediment study has 
been conducted (Study ID: 220042) to assess the degradation of proquinazid 
under sunlight conditions, as photolysis is expected to be a significant route of 
degradation. The results of this study have shown that the rate of degradation 
in water and sediment is significantly reduced under sunlight and conclusively 
demonstrated that proquinazid is not persistent in aquatic environments.  

Initial findings have shown that the rate of degradation in water and sediment 
is significantly reduced under sunlight with DT50 in sediment approximate of 5 
days and total system of <1 day.  

Aforementioned new study will be made avalible upon request.  
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Fate and behaviour in water and sediment and effect of water treatment procedures on the nature of residues 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

3.1.2 Proposal - Candidate 
for substitution  

Page 281 

• McLaughlin, 2023, “[14C]Proquinazid - Aerobic Transformation in 
Aquatic Sediment Systems in the presence of Sunlight” (Study ID: 
220042) 

The study results clearly demonstrates that proquinazid does not fulfils the P 
criteria of POP/vPvB and PBT classifications. Respectively no CfS classification 
required. 

 
 

Fate and behaviour in air 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

(1) Vol. 1, 2.8.3.1.2 Comparison 
with the CLP criteria 

Page 169 

Applicant agrees with the RMS conclusion that “Since 
proquinazid is non-volatile and not included in Annex 
I or Annex II to II to Regulation (EC) 1005/2009 it can 
be concluded that it does not fulfil classification 
criteria for ‘hazardous to the ozone layer’.  
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B. Ecotoxicology 
 

Aquatic organisms 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

5 Vol 3 CA / 

B.9.2.2.2 Fish full life cycle test 
/ CA 8.2.2 

 

And  

 

Vol 1 3.1.4.9 Level 3 List of 
studies to be generated, still 
ongoing or available but not 
evaluated 

 

And  

 

Vol 1 3.1.5 Issues that could 
not be finalised point 3 

  

Applicant: On page 90 it is stated that “The RMS 
agrees that the trigger value related to BCF 
(>1000) is not fulfilled. However, the persistence 
trigger (total water-sediment system DegT90 
>100 days) was significantly breached, with 
whole system DegT90 of 436 and 118 days in the 
two test systems, respectively. From our point of 
view, not only the water phase should be 
considered for the trigger of a FFLC study, but 
also persistence in sediment. It is not clear 
whether the rapid photolysis in water would be 
considered sufficient to demonstrate that the 
substance is rapidly degraded under natural 
conditions. Hence, further data to address the 
chronic toxicity to fish should be considered.” 

(Applicant comment continues in next column -->) 

Applicant believes that the FFLC study is not triggered on the basis of the 
available data set, and Guideline as BCF is below <1000. 

Nevertheless, to address the concerns of the RMS on the persistence, 
applicant carried out a new irradiated water-sediment study OECD 308 to 
assess the degradation of proquinazid under sunlight conditions, as 
photolysis is an expected route of degradation. Initial findings have shown 
that the rate of degradation in water and sediment is significantly reduced 
under sunlight with DT50 in sediment approximate of 5 days and total system 
of <1 day, which is expected as based on the known photolytic degradation 
of proquinazid. This study will be made available upon request:  

• McLaughlin, 2023, “[14C]Proquinazid - Aerobic Transformation in 
Aquatic Sediment Systems in the presence of Sunlight” (Study ID: 
220042) 

This new study clearly indicates that proquinazid is much less persistent in 
water/sediment under more realistic conditions indicated by the irradiated 
water-sediment study. More detailed position paper on this and the overall 
aspect that a FFLC is not triggered can be provided by the APPL upon 
request. 

 Due to the significant role played by photolysis in the overall degradation of 
proquinazid from the environment the applicant has conducted this 
additional study to assess the fate and behaviour of proquinazid in aquatic 
compartments under more realistic conditions in the presence of light.  The 
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Aquatic organisms 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

results of this study indicate that degradation of proquinazid from the aquatic 
environment occurs more rapidly in the presence of light resulting in much 
shorter half-lives in both water and sediment compartments than those 
obtained from a study conducted exclusively in the dark. Accordingly, it can 
be conclusively shown that light plays a key role in the 
degradation/dissipation of proquinazid from the aquatic environment and 
based on these findings proquinazid is not persistent in water or sediment. 

Additionally,  

In conclusion, Corteva Agriscience believes a fish full lifecycle study for 
proquinazid is not warranted for the following reasons:  

• Bioaccumulation potential is less than the trigger of 1000 (Study ID: 
-8197) 

• Fish chronic toxicity has been robustly assessed in two fish early-
stage studies and a fish short term reproduction study (Study ID: -
1998-00638, Study ID:  4486-97 and Study ID: 190011) 

• Exposure is limited based on known photolytic and hydrolytic 
degradation of the active 

6 Vol. 3, B.9.2.3, Potential for 
endocrine disruption, KCA 
8.2.3/01 p.90-95 

Applicant: Response to RMS on MTC setting. In addition 
to mortality, the 96-hour range finding test indicated 
that significant morbidity (40%) was observed at 261 
µg/L. Consequently, the next lowest treatment of 172 
µg/L was selected as the MTC. This was chosen as the 
range finder was only 4-days compared to the 21-day 
definitive assay. Therefore, it was considered 
important to avoid morbidity in the definitive test. 

Applicant appreciates and acknowledges RMS conclusion on acceptability 
of the study. Treatments that exhibited overt toxicity would have had no 
value in the determination of potential endocrine activity. Consequently, 
the MTC was selected to avoid these effects in the definitive test. It is also 
important to note that the high-test level of 176.3 µg/L exceeds the LOECs 
for mortality from the fish early lifestage studies (58 µg/L in rainbow trout 
and 18.9 µg/L in sheepshead minnow). 
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Aquatic organisms 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

Morbidity is considered a sign of overt toxicity that 
would have compromised the treatment level (see 
paragraph 69, page 20; OECD TG231).  

(Applicant comment continues in next column -->) 

Applicant believes the MTC was sufficient for the purposes of the assay. 

7 Vol. 3, B.9.2.3, Potential for 
endocrine disruption, KCA 
8.2.3/01 

Vol 1 Page 253 

2.10.3.3 Overall conclusion on 
the ED assessment for non-
target organisms 

and  

2.10.4 Overall conclusion on 
the ED assessment 

Applicant: Response to RMS comments on nHLL. As 
indicated the APPL has submitted an amended report 
and position paper to the RMS, which has not been 
evaluated by RMS yet as acknowledge. This 
amendment corrects the statistical analysis by 
accounting for late-stage animals. This statistical 
analysis, as required by the Test Guideline, indicates 
no statistically significant effect on nHLL at any 
treatment level or time interval.  

(Applicant comment continues in next column -->) 

None of the conditions outlined in the TG’s decision logic (see Figure 3; 
paragraph 46; OECD TG231) indicating thyroid activity were met (including 
accelerated development as evidenced by a lack of increase in nHLL and lack 
of changes in median developmental stage/developmental stage 
distribution). Thus, it can be concluded that proquinazid is considered 
thyroid inactive in the Amphibian Metamorphosis Assay.   

Amended study report and the position paper can be provided again upon 
request.  

• , 2013, Proquinazid (DPX-KQ926) technical: 21-D amphibian 
metamorphosis assay (AMA) with South African clawed frog, Xenopus 
laevis, (Study ID: 36329), Revision 1(December 2021) 

• Position Paper: Applicants Comments on the RMS concerns relevant 
to Amphibian Metamorphosis Assay for Proquinazid and Re-
evaluation of endpoints related to T-modality in non-target organisms 

8 Vol. 3, B.9.2.3, Potential for 
endocrine disruption, KCA 
8.2.3/02 

Applicant: Response to RMS comments on VTG levels 
in female fish. Statistical analysis with and without 
outliers removed is included in the study report. 
However, this is not clearly presented in the study 
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Aquatic organisms 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

summary included in the dossier (except in the 
Applicant comment box).  

Updated study summary will be provided upon 
request. Updated will be provided to more clearly 
indicate that the statistically significant increase in 
female VTG is no longer statistically significant when 
outliers are removed. 

9 Vol. 3, B.9.2.3, Potential for 
endocrine disruption, KCA 
8.2.3/02 

Applicant: Response to RMS comments on slight oocyte 
atresia observed in females at 28 and 88 µg a.s./L 
treatment groups. As commented previously oocyte 
atresia is a common background finding that may 
also occur in response to a variety of non-specific 
stressors. Further, the response did not follow a 
concentration response relationship. 

No evidence of EAS-mediated endocrine activity 
since slight oocyte atresia is not a specific 
histopathology of EAS-mediated endocrine activity 
and no other treatment-related gonad 
histopathology was observed. On request the APPL 
can provide historical control data that 
demonstrates the levels of atresia observed are 
within the historical control of fathead minnow Fish 
Short Term Reproduction Assays. 
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Aquatic organisms 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

21 Vol 3 B.9.2.5 Long-term and 
chronic toxicity to aquatic 
invertebrates 

CA 8.2.5.1  

 

 

Applicant acknowledges and agrees with the RMS that 
the Daphnia study (Kreamer, 1998) is acceptable.  

On the other hand, in recognition of the deviations 
listed for the study, to address current guideline 
requirements applicant carried out a new Daphnia 
study (Study ID: 211087), which confirms the current 
endpoints.  

(Applicant comment continues in next column -->) 

The new Daphnia study  will be made available upon request.  

• Gerke et al.,2021, PROQUINAZID: A SEMI-STATIC LIFE-CYCLE 
TOXICITY TEST WITH THE CLADOCERAN (Daphnia magna) (Study ID: 
211087) 

 

22 Vol 3 B.9.2.5 Long-term and 
chronic toxicity to aquatic 
invertebrates 

 

New Study 

 

Applicant conducted a new study with Lumbriculus to 
assess the potential toxicity in sediment.  

(Applicant comment continues in next column -->) 

This study will be made available upon request.  

• Billa et al., 2022, PROQUINAZID: A PROLONGED SEDIMENT TOXICITY 
TEST WITH Lumbriculus variegatus USING SPIKED SEDIMENT (Study 
ID: 211160) 

 Vol.1. 2.9.2.1. 
Bioaccumulation [equivalent 
to section 11.4 of the CLH 
report template] 

 

2.9.2.2. Acute aquatic hazard 
[equivalent to section 11.5 of 
the CLH report template] 

 

Applicant:  On page 178 it is noted that “Based on the 
available data on bioaccumulation summarized 
above, the BCF trigger (500) for chronic aquatic 
hazard according to CLP is fulfilled. Regarding criteria 
for PBT and vPvB, the triggers (2000 and 5000, 
respectively) are not met.” 

On page 182 it is noted that “The acute toxicity of 
proquinazid to both fish (LC50 = 0.349 mg/L), 
aquatic invertebrates (EC50 = 0.110 mg/L) and algae 
(no effect up to 0.12 mg/L (mean measured)) fulfils 

Applicant agrees with the RMS conclusion for the Acute aquatic hazard 
evaluation and proposed classification.  

On the other hand, applicant acknowledges that, based on available 
experimental data, a steady state, whole fish wet weight lipid normalised 
and growth corrected BCF value of 813 was derived for proquinazid. This 
exceeds the BCF criteria of 500 for bioaccumulation according to CLP. 
However, A new irradiated water-sediment study has been conducted 
(Corteva study 220042, McLaughlin, 2023) to assess the degradation of 
proquinazid under sunlight conditions, as photolysis is an expected route of 
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Aquatic organisms 

 

No. 

Column 1 

Reference to assessment 
report  

Column 2 

Comment (restricted to 500 characters, ca.10 lines) 

Column 3 

Further explanations 

2.9.2.3. Long-term aquatic 
hazard [equivalent to section 
11.6 of the CLH report 
template] 

 

2.9.2.4.1. Acute aquatic 
hazard 

 

2.9.2.5. Conclusion on 
classification and labelling for 
environmental hazards 

 

2.9.2.4.2. Long-term aquatic 
hazard (including 
bioaccumulation potential 
and degradation) 

environmental hazards 

the classification criterion of ≤ 1 mg/L for Category 
Acute 1 according to Regulation (EG) 1272/2008.  

The proposed M-factor is 1 (appropriate for acute 
toxicity values within in the range 0.1 – 1.0 mg/L).” 

(Applicant comment continues in next column -->) 

 

degradation. Initial findings have shown that the rate of degradation in 
water and sediment is significantly reduced under sunlight with DT50 in 
sediment approximate of 5 days and total system of <1 day. These new 
available rate of degradation may also have an impact on BCF values, as 
overall exposure may be significantly reduced then under realistic 
conditions. Final study report including confirmed values will be provided to 
add more information to the classification of Proquinazid in water and 
sediment as well as long term aquatic hazard classification and 
bioaccumulation classification.  

Applicant also generated 2 new aquatic organisms’ studies which provides 
additional information (confirms and/or improves the current end points)  
for the classification evaluation for aquatic hazard.  

In this scope, applicant would like to present these 3 new study to for the 
consideration of RAC and RMS/EFSA upon request:  

• Mclaughlin, 2023, Irradiated Water-Sediment Study (Study ID: 220042) 

• Billa et al., 2022, PROQUINAZID: A PROLONGED SEDIMENT TOXICITY 
TEST WITH Lumbriculus variegatus USING SPIKED SEDIMENT (Study ID: 
211160) 

• Gerke et al.,2021, PROQUINAZID: A SEMI-STATIC LIFE-CYCLE TOXICITY 
TEST WITH THE CLADOCERAN (Daphnia magna) (Study ID: 211087) 
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List of New Information that Applicant would like to provide 
 

1) Mclaughlin, 2023, Irradiated Water-Sediment Study (Study ID: 220042) 

2) Gerke et al.,2021, PROQUINAZID: A SEMI-STATIC LIFE-CYCLE TOXICITY TEST WITH THE CLADOCERAN 
(Daphnia magna) (Study ID: 211087) 

3) Billa et al., 2022, PROQUINAZID: A PROLONGED SEDIMENT TOXICITY TEST WITH Lumbriculus variegatus 
USING SPIKED SEDIMENT (Study ID: 211160) 

4)  2013, Proquinazid (DPX-KQ926) technical: 21-D amphibian metamorphosis assay (AMA) with 
South African clawed frog, Xenopus laevis, (Study ID: 36329), Revision 1(December 2021) 

5) Position Paper: Applicants Comments on the RMS concerns relevant to Amphibian Metamorphosis 
Assay for Proquinazid and Re-evaluation of endpoints related to T-modality in non-target organisms 

 


	Redacted - CLH_Proquinazid_Corteva_Comments_HumanTox_Feb2023
	Redacted - CLH_Proquinazid_Corteva_Comments_Envrionmental_Feb2023



