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The present screening was carried out in the context of an impact assessment to
evaluate the impacts associated to options for criteria to identify endocrine disruptors
under the regulations on plant protection products and biocidal products. The screening
was based on available evidence (no additional testing) and needed to be carried out in
a limited time. The screening methodology was developed for the purpose of the
screening exercise.

The results of the screening therefore do not constitute evaluations of individual
substances to be carried out under the respective chemical legislations [in particular,
Regulation (EC) No 1107/2009 on plant protection products, Regulation (EU) No
528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC)
No 1223/2009 on cosmetic products and the Water Framework Directive (EC) No
2000/60] and in no way prejudge future decisions on active substances to be taken
pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this
study (SANTE/2015/E3/SI2.706218) are considered as endocrine disruptors within the
meaning of the EU legislation.
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Introduction

At the EU level, specific legislative provisions on endocrine disruptors (EDs) have been included in the
Regulation on Plant Protection Products (PPPR), the Regulation on Biocidal Products (BPR), the
Regulation on Chemicals (REACH), the Cosmetic Products Regulation (CPR), the Water Framework
Directive (WFD) and the Commission Proposal for a Regulation on Medical Devices. However, scientific
criteria allowing for the identification of EDs have not been set so far. Under the PPP and BP
Regulations, the European Commission was legally required to proposed scientific criteria to identify
EDs.

In this context, the European Commission carried out an impact assessment to estimate the potential
impacts associated to different options for criteria to identify EDs. As a first step of this impact
assessment, a Roadmap for defining criteria for identifying EDs has been published by the European
Commission in 2014 (EC, 2014). Four options for identifying EDs were proposed in the Roadmap:
beside the current status quo (the interim criteria set in both the PPPR and BPR), there were three
options based on a definition proposed in 2002 by the World Health Organisation via its International
Programme for Chemical Safety (WHO/IPCS). This WHO/IPCS definition of an endocrine disruptor is:
“an exogenous substance or mixture that alters function(s) of the endocrine system and consequently
causes adverse health effects in an intact organism, or its progeny, or (sub)populations” 1 and it is
widely accepted amongst scientists.

The present study was carried out for compiling supporting evidence for the impact assessment with
the aim to estimate the number and identity of the chemicals which would be identified under each of
the four options outlined in the Roadmap. The methodology for the screening was developed by the
European Commission's Joint Research Centre (JRC). The available toxicological evidence on
approximately 600 substances was screened, estimating which substances would be potentially
identified as EDs when applying the different options for the criteria detailed in the Roadmap.

The screening started in May 2015 and lasted until June 2016. It covered sequentially almost all active
substances authorized in the EU for use in PPPs, almost all authorized BPs, as well as a selection of
substances falling under the REACH Regulation, the CPR and WFD. The list of screened substances was
published in November 2015 (EC, 2015):
http://ec.europa.eu/health/endocrine disruptors/docs/impactassessment chemicalsubstancesselection

en.pdf. The screening was a desk-based work evaluating existing evidence and toxicological data, i.e.
no additional data were generated for the purpose of this work.

The specific objectives and results of the study are reflected in the deliverable reports, which
constitute chapters of this final report.

Chapter 1. Initial feedback on the practical applicability of the screening methodology developed by
JRC: Pilot study (report D1).

Chapter 2. Screening of a pre-defined set of 348 active substances approved for their use in plant
protection products (PPPs) (report D2).

! WHO/IPCS (World Health Organization/International Programme on Chemical Safety), 2002. Global Assessment of the State-
of-the-science of Endocrine Disruptors. WHO/PCS/EDC/02.2, publicly available at
http://www.who.int/ipcs/publications/new_issues/endocrine_disruptors/en/.
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Chapter 3. Screening of a pre-defined set of 96 active substances approved for their use in biocidal
products (BPs) (report D3).

Chapter 4. Revision of 51 PPPs and 18 BPs after inclusion of additional data and JRC’s comments
(Addendum to D2 and D3 reports)

Chapter 5. Screening of a miscellaneous set of 186 substances within the scope of REACH, the CPR
and the WFD (report D4).

Materials & Methods

The screening of the available information for each substance was focused on adverse effects relevant
to endocrine disruption and mechanistic data indicative of an endocrine mode of action (MoA). All
mammalian toxicity data, unless stated otherwise, were regarded as being relevant to humans. For
ecotoxicological assessment, effects from mammalian data were used, as well as data from wildlife
vertebrates (i.e. fish, amphibians and to a limited degree birds and reptiles). For ecotoxicological
assessment, only the adverse effects that were considered to be population relevant were taken into
account for potential categorization as ED. For the extraction of the data the following data sources
were used:

1. EU Pesticides Database
2. European Chemicals Agency (ECHA)

3. CIRCABC?; Groups: Health and Food Safety-PLANT PROTECTION PRODUCTS AND THEIR RESIDUES
& European Chemicals Agency-Biocides TM

4. European Food Safety Authority (EFSA)

5. Cosmetic Ingredient Database (CosIng)

6. Substitute It Now (SIN) list

7. Endocrine Disruptor Screening Program (EDSP, US EPA)

8. The Endocrine Disruption Exchange (TEDX) list

9. Endocrine Active Substances Information System (EASIS, JRC)

10.US EPA's Toxicity Forecaster (ToxCast, US EPA)
11.Open literature

More specifically, this screening procedure considered the effects on the estrogenic, androgenic,
thyroid and steroidogenesis (EATS) pathways, which are those for which internationally agreed study
protocols are available. Guidance on the ED relevance of the reported effects was based on OECD
Guidance Document 1503.

2 CIRCABC: Communication and Information Resource Centre for Administrations, Businesses and Citizens.

3 OECD (2012), Guidance Document on standardised test guidelines for evaluating chemicals for endocrine disruption. Series on
Testing and Assessment No. 150
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The relevant information for each substance was captured in an Excel template provided by JRC.
Within the first months of the study (pilot phase, report D1), several changes/adjustments to the
template were agreed with the JRC. The data captured were classified in 5 different groups depending
on the type of information they provide to indicate whether a substance causes adverse effects via an
endocrine MoA:

General adversity

Non-specific adversity (may or may not be indicative of EATS)
EATS specific adversity

In vivo mechanistic information

In vitro mechanistic information

AW

When capturing ED-related adverse effects, special attention was given to exclude effects that were
considered as non-specific secondary consequence of systemic toxicity.

Subsequently, the evaluation of each substance under each Option of the Roadmap was performed.
The overall scope of the evaluation was to assess all collected data by applying a limited Weight of
Evidence approach and determine whether a plausible link between adversity and MoA could be
established. Based on the decision tree provided by JRC as part of the screening methodology, the
potential categorization of each substance under “Option 3” of the Roadmap was either “Cat 1" (ED),
“Cat II" (Suspected ED), “Cat III” (Endocrine Active Substance) or “Unclassified”. “Cat I” under
“Option 3” was equivalent to categorization as “"ED” under “Option 2", whilst all the other categories
were considered as “Unclassified” under “Option 2”. “"Option 1” refers to the interim criteria currently in
place, while “Option 4" introduces a "“potency cut-off” value to characterize EDs identified from
“Options 2 and 3".

For summarizing the combined/overall potential categorization, a worst case approach was used, i.e.
the more conservative outcome was considered. In particular, the most recent/strict classification was
chosen for the classification under “Option 1” and the most severe categorization between human
health and vertebrate wildlife was chosen for the results under “Option 2, 3 & 4”.
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Results & Conclusion

Detailed results are available in the respective chapters of this report. The results of the combined
potential categorization for human health and vertebrate wildlife for all PPPs, BPs and Miscellaneous
chemicals screened is presented (absolute humbers and in percentage) in Table 1 below:

Table 1. Combined potential categorization results for the 348 PPPs, 96 BPs and 186 miscellaneous chemicals
screened.

Combined Potential Categorization (% of substances screened)

fiiman Option 1 (Most
health and ption 0s ‘ ; ‘ . .
B recent/strict) Option 2 Option 3 Option 4
wildlife oo Unclassified Unclassified Unclassified
ED Unclassme_d/ ED /Inconclusi Cat III /Inconclusi ED /Inconclusi
Inconclusive ve
PPPs 51 297 32 316 32 96 53 167 15 333
(n=348) (14.7%) (85.3%) (9.2%) (90.8%) (9.2%) | (27.6%) | (15.2%) (48.0%) (4.3%) (95.7%)
BPs 16 80 6 90 6 27 9 54 5 91
(n=96) (16.6%) (83.4%) (6.25%) | (93.75%) [(6.25%) | (28.1%) | (9.4%) (56.25%) (5.2%) (94.8%)
Miscellaneo
us 89 97a 38 148 38 82 2 64 32 154
chemicals (47.8%) (52.2%) (20.4%) (79.6%) (20.4%) | (44.1%) | (1.1%) (34.4%) (17.2%) (82.8%)
(n=186%)

*Incomplete population due to lack of data for 15 substances
@ For 8 substances the categorization outcome under “Option 1” was inconclusive due to lack of data

For all three groups of substances screened, the same trend is observed across the four Options.
“Option 1” (interim criteria currently in place) appears as the most conservative approach for ED
categorization, since it leads to the highest percentage of substances potentially categorized as EDs.
Considering “Option 2 and 3", the percentage of substances potentially categorized as EDs is lower,
which derives from a more refined evaluation according to specific criteria based on the WHO/IPCS
definition of an ED. Finally, an even lower percentage of substances is potentially categorized as EDs
under “Option 4”, which was expected since option 4 is a subset of option 2. In this study, the
significantly higher percentage of miscellaneous substances identified as EDs compared with PPPs or
BPs is likely to be related to the selection criteria which focused on substances with potential ED
concerns (i.e. substances already identified as EDs under REACH, or classified as Repr Cat1A/B, or
subjected to restrictions or included in CoRAP4 list because of ED concerns etc).

The results regarding PPPs and BPs presented in Table 1 were used as input for the impact assessment
performed by the European Commission. Additionally, the results regarding 51 PPPs (out of the overall

4 CoRAP List: Community rolling action plan List; If a substance is on this list, it means that a Member State has evaluated or
will evaluate it over the coming years, http://echa.europa.eu/information-on-chemicals/evaluation/community-rolling-action-

plan/corap-table
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348 PPPs) and 18 BPs (out of the overall 96 BPs) were further revised in collaboration with JRC, by
including additional information (which became available later in the course of the project) from:

The Endocrine Disruptor Screening Program (EDSP, US EPA)

The ToxCast ER prediction model value which replaced the Individual ToxCast ER assays
Additional EASIS references

JRC recommendations on data capture and evaluation

A WN R

The revised results are presented in Table 2 below and appear not to be significantly different
compared to the ones presented in Table 1. This can be explained because the inclusion of additional
data and consequent revision of the evaluation caused a decrease in the percentage of substances
characterized as EDs for human health, but an increase in the percentage of substances characterized
as EDs for wildlife vertebrates (see chapter 4).

Table 2. Combined revised potential categorization results (absolute numbers and percentage of screened
substances) for the 348 PPPs and 96 BPs.

Revised Combined Potential Categorization (% of substances screened)

Human

Option 1 - . .
health and . Option 2 Option 3 Option 4
vertebrate (Most recent/strict)
wildlife Un- Un- Un- Un-
== classified =B classified = SEE L SEE classified =R classified

PPPs 50 298 27 321 27 104 47 170 19 329
(n=348) (14.4%) (85.6%) (7.8%) (92.2%) (7.75%) | (29.9%) | (13.5%) | (48.85%) | (5.5%) (94.5%)
BPs 16 80 6 90 6 27 6 57 5 91
(n=96) (16.7%) (83.3%) (6.25%) (93.75%) | (6.25%) | (28.1%) | (6.25%) (59.4%) | (5.2%) (94.8%)

Table 3 reports the number of substances (based on the summary results including the revised
substances), out of those categorized as EDs under Option 1, which remained categorized as “ED”
under Option 2 (equal to Cat I under Option 3) and Option 4 or became categorized as Cat II or III
under Option 3. Table 3 shows that Option 1 represents a rough estimation in the identification of EDs,
since only 20% of PPPs identified as EDs under Option 1 remain categorized as “ED” under Option 2.
Moreover, 63% of PPPs identified as EDs under Option 2 were not identified as EDs under Option 1.
Therefore, Option 1 identifies a high number of substances as EDs, but it does not identify many of
those that are categorized as EDs according to the WHO/IPCS definition (Options 2 & 3).This is also
illustrated in the Venn diagram below (Fig. 1).
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Table 3. Subset number of substances (based on the summary results including the revised substances)
identified as EDs under Option 1 that remained EDs under Option 2 (equal to Cat I under Option 3) or categorized
as Cat II or Cat III under Option 3.

Combined Potential Categorization for substances categorized as ED under

Option 1
Human health Option 1 . . .
and vertebrate (Most Option 2 Option 3 Option 4%
wildlife recent/strict)
ED ED Unclassified Cat I cﬁt (I:?It Unclassified ED Unclassified

PPPs 50 10 40 10 | 29 1 10 8 42
BPs 16 3 13 3 11 0 2 2 14
Miscellaneous

chemicals 89 16 73 16 | 71 - 2 12 77

*Option 4 is a subset of Option 2
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ED (Option 1)
Cat 11l (Option 3)

\ Cat | (Option 3)

ED (Option 2)

46 / Unclassified

under
g 17 Options 1, 2, 3

29

160

75

Cat Il (Option 3)

Figure 1. Schematic representation of the number of substances (based on the summary results including the
revised substances) identified as EDs under Option 1 (in black) which remained EDs under Option 2 (equal to Cat
I under Option 3) or categorized as Cat II or Cat III under Option 3. In red is the number of substances that were
considered as “Unclassified” under Option 1.
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General conclusions on the application of the screening methodology

The screening method applied was designed to take into account the relevant information currently
available in regulatory documents complemented with existing relevant databases, and to the extent
possible, other scientific literature. The methodology provided by the JRC has been applied
consistently and scrupulously, nevertheless, a humber of limitations in the application of the screening
process are described below and were largely due to the amount and type of data available.

A highly variable number of studies were available for each screened chemical category (PPP, BP and
miscellaneous chemicals).

A) Regulatory documents.

For most substances covered by PPP and BP Regulations, a minimum of ten in vivo studies [i.e. five
short term toxicity/neurotoxicity studies, two chronic toxicity/carcinogenicity, one reproductive and
two developmental toxicity studies] were available as part of the standard data requirements for
approval/authorization. In some cases, mechanistic data were also part of the available information.
The evaluation of all these studies was included in the respective regulatory document and the
information captured in this screening is largely based on the peer review process at EFSA/ECHA/ EC
level. For some substances covered by miscellaneous chemicals, no regulatory documents with
relevant data could be retrieved.

In particular, for some of the miscellaneous chemicals selected for the screening because there is a
harmonised classification for reproductive toxicity (either fertility or development) under CLPOO5,
limited relevant data could be identified. This was due to the fact that the harmonised classification
has been concluded before the implementation of Regulation (EC) 1272/2008 and the ECHA
establishment, i.e. at ECB (European Chemicals Bureau) level under Directive 67/548/EEC. Thus, no
opinion on the harmonised classification and labelling of the substance by the Committee for Risk
Assessment (RAC) was available or any other relevant regulatory document was accessible.

B) Data retrieved from sources other than the available regulatory documents.
The availability of data from sources other than the regulatory documents - i.e. data retrieved from

the TEDX, EASIS and ToxCast databases, from the SIN and EDSP reports and from open literature -
differs significantly among substances of the three chemical categories (see Table 4).

> Substances included in Annex VI of EC Regulation 1272/2008 (CLP00) for which a harmonised classification has been
concluded under the Directive 67/548/EEC.
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Table 4. Number and percentage of substances for each class of chemicals (PPP, BP, MISC) with available data in
the different sources.

Number of substances with available data

Data sources

PPPs (n= 348) = BPs (n=96)  MISC (n= 186)
TEDX 78 (22.4%) 19 (19.8%) 61 (32.8%)
SIN 2 (0.6%) 1 (1.04%) 59 (31.7%)
EASIS 47 (13.5%) 14 (14.6%) 18 (9.7%)
ToxCast 164 (47.1%) 35 (36.5%) 47 (25.3%)
EDSP 27 (7.8%) 9 (9.4%) 1 (0.5 %)

e In cases where no or limited relevant data had been identified, especially in case of
miscellaneous chemicals, the challenge was to investigate whether read-across from chemicals
with structural similarities and/or sharing common chemical groups, was possible. For
consistency reasons, a read-across was applied only in cases where supportive evidence for
grouping the substances was available in the regulatory documents. In these cases, the
substances were grouped and the overall evaluation was based on the same data.

e The outcome of the evaluation when applying the decision tree was the same either in the
absence of mechanistic information (lack of data) or because no effects were reported in the
available studies. Even for the data “rich” substances, i.e. PPPs and BPs, the final outcome of
categorization was very much dependent on the existence of specific in vivo/in vitro
mechanistic data (not always included in the regulatory documents).

e To this respect, it should be noted that, in case of PPPs and BPs, most of the regulatory
documents - although in accordance with the standard data requirements of the specific
regulations - might not include studies performed to specifically identify ED effects. On the
contrary, for miscellaneous chemicals, since most of the substances to be screened were
selected from a wide pool of chemicals based on their known ED concerns, there were cases for
which numerous studies examining potential ED effects were available.

e When evaluating the overall data for a substance in order to conclude on its potential
categorization, a higher weight of evidence was given to assays that are specifically designed to
provide information on EATS specific effects (estrogen, androgen or thyroid pathway).
Examples of such assays are the Uterotrophic assay, the Hershberger assay, the Male pubertal
assay, the Female pubertal assay, the Fish Short-term Reproduction assay and the Fish Sexual
Development test.
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¢ The methodology that was applied to this screening is considered robust and suitable as a
screening tool provided that the minimum data requirements for a substance (regarding both
the number and the type of available studies) are met. Additionally, expertise was essential for
the identification and evaluation of relevant data among the different sources, for the grouping
and the use of read-across for substances with structural similarities and/or common chemical
groups, as well as the establishment of a plausible link between the adverse effects observed
and mechanistic data under “Option 2 & 3”. Expert judgement was also required for the
application of Weight of Evidence.

e It is important to emphasise that the screening methodology used was not intended to result in
a full assessment of the selected substances. Existing data on the EATS pathway were found to
be scarce for some substances and the available test guidelines do not consider all relevant
species, pathways, or timeframes of exposure. Moreover, within the time constraints of the
project, it was not possible to assess in detail the quality of individual studies, nor to carry out
an in depth weight of evidence assessment across all available data for each substance.

Due to all these limitations, this study should be considered neither equivalent to nor intended to
replace an in-depth assessment process as usually carried out for regulatory purposes. Hence, the
outcome of the screening does not prejudge in any way the formal regulatory conclusions that may
eventually be made under different pieces of EU legislation.
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A. Introduction & Objectives

The aim of this report is to describe the procedure followed for the pilot implementation of
the EDs screening methodology provided by JRC and the population of the database for the
35 substances (19 PPPs, 5 BPs, 11 miscellaneous chemicals) selected for the pilot study as
agreed in the kick-off meeting on 4-5 May 2015 in Ispra. The procedure for the
categorization of each substance is also described.

B. Materials & Methods
Selection of the pilot substances

The “Chemical Inventory” file, provided by JRC, was the tool used for the selection of the
substances to be screened during the pilot phase of the project.

During the kick-off meeting and based on the draft Substance Inventory Excel file provided
by JRC, BPI had selected 19 PPP and 5 BP substances to be screened within the pilot data
entry (Table 1.1; the substance number is the one mentioned in the Chemical Inventory file
provided on 14" of May 2015).

Table 1.1: PPP and BP substances selected for the pilot data entry.

pesticides
Chemical Name approved | biocides | cosmetics | REACH | WFD
DG-SANTE
1 Carbon dioxide 124-38-9 1 1
20 | Cyproconazole 94361-06-5 1 1
27 |Aluminium 10043-01-3 1 1
sulphate
29 | Quizalofop-P-ethyl ;00646-51- 1
52 | Clodinafop ;14420_56_ 1
57 Quizalofop-P- 119738-06- 1
tefuryl 6
85 |Captan 133-06-2 1
113 | Emamectin é55569_91_ 1
159 | Diuron 330-54-1 1 1 1
175 | Bifenox 42576-02-3 1 1
188 | Triadimenol 55219-65-3 1
192 | Urea 57-13-6 1 1
216 | Triflumizole 68694-11-1 1
220 | Chlormequat 7003-89-6 1
264 |2,4-D 94-75-7 1

25

The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge
future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according to
different options in the context of an Impact Assessment

pesticides

No | Chemical Name approved | biocides | cosmetics | REACH | WFD
DG-SANTE

270 | Sulcotrione 99105-77-8 1

299 | Lauric acid 143-07-7 1

Tribasic copper

331 sulfate 1333-22-8 1

336 | Thiram 137-26-8 1

374 | Chlorpyrifos 2921-88-2 1

394 | Sucrose 57-50-1 1

403 | Mancozeb 8018-01-7 1

412 | Quizalofop-P 94051-08-8 1

413 | MCPA 94-74-6 1

435 | Boric acid 10043-35-3

441 | Zineb 12122-67-7 1

JRC provided BPI with the list of the 11 miscellaneous chemicals (drawn from the pool of
REACH, WFD and cosmetic substances) to be screened within the pilot data entry (Table
1.2).

Table 1.2: Miscellaneous chemicals selected for the pilot data entry.

pesticides
Chemical Name approved | biocides | cosmetics | REACH | WFD
DG-SANTE
337 | Ziram 137-30-4 1
1080 | Resorcinol 108-46-3 1
1436 | Triphenyl phosphate 115-86-6
2081 | Benzophenone-3 131-57-7 1

2813 | Tert-butyl methyl ether |1634-04-4

N R

4280 | Triclosan 3380-34-5 1
2-(2-Butoxyethoxy)ethyl

5033 6-propylpiperonyl ether >1-03-6

6817 | Carbon disulphide 75-15-0

7281 | 4,4'-Sulphonyldiphenol 80-09-1

7505 | Diethyl phthalate 84-66-2 1

8296 | nitrobenzene 98-95-3

As it was already noted during the kick-off meeting, there were substances included in more
than one category of chemicals.
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Source of information & Data collection

The “Chemical Inventory” file, provided by JRC, was the tool used for the identification of
the sources of information of all chemicals selected to be screened during the pilot phase of
the project.

The Chemical Inventory includes information with regard to the EU approval of each
chemical, i.e. within which Legislative framework(s) the chemical has been approved [PPPR,
BPR, REACH, Cosmetics]. This was the key information in order to retrieve any regulatory
assessment report available at EU level.

With regard to the hazard classification of each chemical the Chemical Inventory states
whether a substance is classified as a CMR (Carcinogenic, Mutagenic or toxic to
Reproduction) category 1 A/B or 2 or a STOT RE (Specific Target Organ Toxicity - Repeated
Exposure) category 1 or 2.

Moreover, the Chemical Inventory provides information on whether a chemical has been
identified with a possible ED concern (CoRAP) within REACH or a priority substance in the
field of water policy (WFD).

In addition, for each chemical it is stated whether it is included in the following

lists/databases:

1. Substitute It Now (SIN) list: substances that have been identified by the NGO ChemSec
as being substances of concern. Endocrine disrupting activity is included as a category for
reason of concern.

2. The Endocrine Disruption Exchange (TEDX) list: potential Endocrine Disruptors;
developed by the US Organisation TEDX.

3. Endocrine Active Substances Information System (EASIS): JRC Database of study reports
on substances related to endocrine activity.

4. Toxicity Reference Database (ToxRefDB)®: in vivo animal toxicity studies; developed by
the US-EPA.

5. ToxCast Database: data for substances tested in one of the 26 in vitro assays that are
considered to be relevant for the EATS pathways; developed by US EPA.

It is noted that in case it was identified that the information included in the Chemical
Inventory provided are incorrect (because of problems in the data transfer or other
reasons), this was clearly stated in the “Other information” cell included in the “Data” sheet.
The steps taken for the retrieval of all relevant documents/information for each chemical are
presented in detail for the different categories of substances as follows.

6 After the pilot phase, the use of ToxRefDB was discontinued since the time gained in database
population was lost in relation to the need to quality check the data for inaccuracies and duplications
(see also D. Conclusions section of chapter 1)
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Plant Protection Products

1. For each PPP substance first the EU Pesticide Database
(http://ec.europa.eu/sanco_pesticides/) was visited in order to check the exact approval
status of the substance
(http://ec.europa.eu/sanco pesticides/public/?event=activesubstance.selection&language=EN)

» In cases where the “"Risk Assessment” had been performed by the Commission, the
Draft Assessment Report (DAR) - i.e. the EU evaluation of the substance - is not
publically available in the EFSA website. Then a specific search was performed to see
whether the DAR and any related Addenda are available in the confidential area of
CIRCABC for PPPs. The Review Report (RR), containing the final List of EndPoints
(LoEPs), was downloaded from the EU Pesticide Database.

> In case where the “"Risk Assessment” had been performed by EFSA, then the EFSA
website (http://www.efsa.europa.eu/) was visited and a specific search was
performed in order to retrieve the EFSA Conclusion, containing the final List of
EndPoints (LoEPs), the DAR or RAR (Re-registration Assessment Report) and the
Final Addendum for the substance.

2. For an approved PPP substance, the first source of information regarding the
existence of a harmonised classification (Reg. 1272/2008) is the EU Pesticide
Database which is shown below.

EU Pesticides database

v * Plants * Pesticides » EU Pesticides Database * Search active substances * Active substance detail

ANIMALS III:!HH

o 0N Y

Mancozeb

Status under Reg. (EC) No (repealing Directive

Legislation 05/72/EC 2, Skin Sens. 1 - H317 Repr. 2 - H361d
Reg. (EU) No
540/2011 2, Aquatic Acute 1 - H400

Reg. (EU) No

This classification is expected to be consistent with the one retrieved from the ECHA “C&L
Inventory” (http://echa.europa.eu/information-on-chemicals/cl-inventory-database) which is shown
below.
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Summary of Classification and Labelling

 Harmonised classification - Annex VI of Regulation (EC) No 1272/2008 (CLP Regulation)

General Information

Index Numb EC Numb CAS Numb International Chemical Identification

mancozeb 0)

006-076-00-1 8018-01-7 s it
mangan thylenebis(dithiocarbamate) (polymeric) complex with zinc salt

ATP Inserted / Updated: CLPOO/ATPO1 @
CLP Classification (Table 3.1)

Classification Labelling Specific Concentration limits, Notes
M-Factors

Hazard Class and Category Hazard Statement Hazard Statement Supplementary Hazard Pictograms, Signal Word

Code(s) Code(s) Code(s) Statement Code(s) Code(s)
Skin Sens. 1 H317 H317 GHS07 M=10

26 e GHS09

Repr. 2 H361d H361d GHS08
Aquatic Acute 1 H400 H400 Wng

Signal Words Pictograms
Warning

Exclamation mark Environment Health hazard

When reporting the harmonised classification the field “ATP (Adaptation to Technical
Progress) Inserted / Updated” was reported as well.

In case there was no harmonised classification for a PPP substance, the DAR/EFSA
Conclusion proposal has been included. For PPP substances included in more than one
category of chemicals any other classification proposal (apart from self-classification) has
been reported. For example, in case of substances screened both as PPP and BP substances
the proposed classification in the CAR/Assessment Report has been reported as well and
any differences were noted.

Even in cases where there was a harmonised classification introduced in Reg. 1272/2008
with CLPOO, i.e. the adaptation from the last ATP to Dir. 67/548/EEC, it was checked
whether the proposal in the assessment report as a PPP or BP was more recent. In these
cases, the proposed classification is also reported stating the date of the assessment.
Otherwise, there is no entry in the “Proposed classification” cell in the “Data” sheet; the
phrase “Not relevant” should have been included.

In case of substances with a harmonised classification inserted in Reg. 1272/2008 or
updated with an ATP other than CLPOO, the RAC opinion was retrieved from ECHA website.
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For substances with no harmonised classification, a specific search was performed in the
ECHA website in order to identify any recent CLH report-proposed classification.

For any PPP substance included in more than one category of chemicals a specific search
has been performed in order to capture all available information (see below the text for BP
substances and Miscellaneous chemicals).

Among the pilot PPP substances there was one substance, thiram, approved before EFSA
was founded and for which the DAR was not available (not even in CIRCABC) but was found
via the webpage http://www.fytoweb.be/FR/doc/monographie.htm.

For another PPP substance, chlorpyrifos, the DAR was found in CIRCABC, but the file was
corrupted and therefore it was not possible to have access in the evaluation. Thus, this was
excluded from the pilot.

For quizalofop-p in the EU Pesticide Database there are 2 entries, i.e. for quizalofop-P-ethyl
[CAS No 100646-51-3, No 29] & quizalofop-P-tefuryl [CAS No 119738-06-6, No 57].

€ ) @ eceuropa.cufsanco_pesticides/public/?event=activesubstance. detail&llanguage=ENGselected|D=1322 || search wEa A @ 4 ®|=
ici
EommEsE EU Pesticides database
European Commission > Food Safety > Plants > Pesticides > EU Pesticides Database > Search active substances > Active s ance detail
HEALTH FOOD ANIMALS PLANTS EYIAR S
PESTICIDES :
Quizalofop-P

EU Pesticides database
Status under Reg. (EC) No (repealing Directive ) Classification
e Legislation 2009/37 =, No classification

Reg. (EU) No
- | Toxicological information

Search products Date of 01/12/2009 Expiration of 30/11/2019
approval approval Reference values Source Remark
FERE e de il RMS 1 Risk EFSA & ADI 0.009 EFSA 08 Tox Info for Quizalofop-P-ethyl
Assessment
Download MRLs data ARfD Not applicable EFSA 08 Tox Info for Quizalofop-P-ethyl
—_—————— Category HB Review Report [f Specification 2010
S e el [@ Confirmatory data AOEL 0.01 EFSA 08 Tox Info for Quizalofop-P-ethyl
pesticides 2012
ADI 0.013 EFSA 08 Tox Info for Quizalofop-
A N Remarks The classification of the tefuryl variant is reported in the P-tefuryl
pproval of active p——————_—
specific entry Quilofop-P-tefuryl
Eabsiances J ARFD 0.1 EFSA 08 Tox Info for Quizalofop-
P-tefuryl
Authorisation of Plant Authorisation at national level
Protection Products AOQEL 0.01 EFSA 08 Tox Info for Quizalofop-
-] Authorised in In progress for P-tefuryl
Maximum Residue levels
AT, BE, BG, CY, CZ, DE, EE, EL, ES, FI, Other

FR, HR, HU, IE, IT, LT, LU, LV, MT, NL, PL,

PT, RO, SI, 5K, UK
. ALL TOPICS
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This is in accordance with the approval Regulation (EU) No 540/2011.

284 Quizalofop-P: 1 December 2009 | 30 November 2019 | PART A
Quizalofop-P-echy] ethyl (R}-2-[4-{6- > 950 glkg Only uses as herbicide may be authorised.
chloroquinoxalin-2- )
CAS No 100646-51-3 | Yioewiphenoxy] PART B
propionate
CIPAC No 641.202 For the implementation of the uniform principles of Annex VI, the
T conclusions of the review report on quizalofop-P, and in particular
Appendices | and I thereof, as finalised in the Standing Committee
Quizalofop-P-tefuryl (RS)-Temahydro- = 795 glke on the Food Chain and Animal Health on 23 January 2009 shall
furfuryl (R}-2-[4-(6- ) be taken into account
CAS No 119738-06-6 chloroquinexalin-2-
yloxylphenoxy] In this overall assessment Member States must pay particular
propionate attention to:

CIPAC No 641.226

— the specification of the technical material as commercially
manufactured which must be confirmed and supported by
appropriate analytical data. The test material used in the
toxicity dossiers should be compared and verified against
this specification of the technical material,

Moreover, the respective EFSA Conclusion regarding the peer review of the pesticide risk
assessment of the active substance quizalofop-P considers the two variants quizalofop-P-
ethyl and quizalofop-P-tefuryl).

Thus, instead of one substance “quizalofop-P”, two different substances, quizalofop-P-ethyl
[No 29] & quizalofop-P-tefuryl [No 57] were included in the pilot.

Specific comments with regard to the DAR/RAR availability or any other problems
encountered for each PPP substance that was to be screened within the pilot phase are
included in Table 1.3.

Table 1.3: PPP substances: Source of Information & Data Collection comments.

esticides | . . . . .
o biocid [cosmeti Source of Information & Data Collection

Comments

DAR available in EFSA.
Information also available from

Chemical Name approved REACH | WFD
DG-SANTE

Aluminium N1 ECHA/Reach Registrant but the main
27 sulphate 10043-01-3 1 1 source was considered to be the
evaluation report (DAR) and the
EFSA Conclusion as PPP.
29 Quizalofop-P- 100646-51-3 1 Variant of Quizalofop-P [No 412]

ethyl DAR available in EFSA.
52 | Clodinafop 114420-56-3 1 DAR available in EFSA.
Quizalofop-P- el Variant of Quizalofop-P [No 412]
tefuryl 119738-06-6 1 DAR available in EFSA.

57

31

The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge
future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according to
different options in the context of an Impact Assessment

esticides | . . - . .
pesasl biocid [cosmeti Source of Information & Data Collection

Comments

Chemical Name approved REACH | WFD
DG-SANTE

85 | Captan 133-06-2 1 DAR available in EFSA.
113 | Emamectin 155569-91-8 1 DAR available in EFSA.
159 | Diuron 330-54-1 1 1 1 | DAR available in EFSA.
175 | Bifenox 42576-02-3 1 1 | DAR available in EFSA.
188 | Triadimenol 55219-65-3 1 DAR available in EFSA.
192 | Urea 57-13-6 1 1 DAR available in EFSA.
216 | Triflumizole 68694-11-1 1 DAR available in EFSA.
220 | Chlormequat |7003-89-6 1 DAR available in EFSA.
264 |2,4-D 94-75-7 1 RAR publically available in EFSA
270 | Sulcotrione 99105-77-8 1 DAR publically available in EFSA
331 | |ribasiccopper | 335 55 g 1 DAR available in EFSA.

sulfate

DAR available in the webpage
336 | Thiram 137-26-8 1 1 http://www.fytoweb.be/FR/doc/mon
ographie.htm

Excluded from the pilot study due to
corruption of the DAR file; DAR
374 | Chlorpyrifos 2921-88-2 1 1 |available only in CIRCABC; to be
screened later and included in the
Deliverable D2 for PPPs

No DAR available.

BSA (Basic Substance Application)
found in CIRCABC In the “chemical
394 | Sucrose 57-50-1 1 inventory” it is written that sucrose
has data in TOXCast however we
could not confirm this information
(no data found in TOXCast).

403 | Mancozeb 8018-01-7 1 DAR available in CIRCABC

Not considered as an individual
substance. Covered by Quizalofop-P-
ethyl [No 29] &Quizalofop-P-tefuryl
[No 57]

DAR available in CIRCABC.

The data presented in ToxRefDB
database are not for MCPA (Cas No
413 | MCPA 94-74-6 1 94-74-6), but for MCPA
dimethylamine salt (Cas No 2039-
46-5). Therefore, the ToxRefDB data
was not included in MCPA Datasheet.

412 | Quizalofop-P 94051-08-8 1

The individual excel sheets for PPP substances have been uploaded to the specific project
area in CIRCABC.
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Biocides

1. For each BP substance first the ECHA "“Biocidal Active Substances” website
(http://echa.europa.eu/web/guest/information-on-chemicals/biocidal-active-substances) was
visited in order to check the exact approval status of the substance and the retrieval
of the appropriate data, i.e. Assessment Report (including the Final List of Endpoints)
and the Doc IIIA of the Final Competent Assessment Report (CAR), where the
detailed evaluation of the study is reported.

There were cases of BP substances where the approval concerned different Product
Types (PT) and thus there were different CARs available. For example, in case of
carbon dioxide a CAR was available for PT14, PT15 & PT18 while the Assessment
Report was available only for PT14 & PT18.

. Evaluating Related
e G e S Twe AP ool LEy Compuon AP b Ao
PP Authority Products
Carbon 14 - Directive
dioxide 204-696-9  124-38-9 Rodenticides | 2008/75/EC 01/11/2009 @ 01/11/2019 | FR Approved Q Q
Carbon 15 - (EU)
. 204-696-9 124-38-9 Avicides 2015/292 01/06/2015 01/06/2025 NL Approved Q Q
18 -
Insecticides,
acaricides
Carbon and Directive
dioxide 204-696-9 124-38-9 products to 2010/74/EU 01/11/2012 01/11/2022 FR Approved Q Q
control
other
arthropods

In all cases the different files were downloaded and the reported data were
compared in order to identify any differences.

2. For an approved BP substance, the first source of information regarding the
existence of a harmonised classification (Reg. 1272/2008) is the ECHA "“C&L
Inventory” (http://echa.europa.eu/information-on-chemicals/cl-inventory-database). In case
the substance is also approved as a PPP, then the EU Pesticide Database should be
checked as well (see above for PPP substances).

When reporting the harmonised classification, the field “"ATP Inserted / Updated” was
reported as well.

In case there was no harmonised classification for a BP substance, the Assessment
Report classification proposal has been included. For BP substances included in more
than one category of chemicals, any other classification proposal (apart from self-
classification) has been reported. For example, in case of substances screened both
as BP and PPP substances, the proposed classification in the EFSA Conclusion/Review
Report has been reported as well and any differences were noted.
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Even in cases where there was a harmonised classification introduced in Reg.
1272/2008 with CLPOO, i.e. the adaptation from the last ATP to Dir. 67/548/EEC, it
was checked whether the proposal in the Assessment Report as BP or PPP was more
recent. In these cases, the proposed classification is also reported stating the date of
the assessment. Otherwise, there is no entry in the “Proposed classification” cell in
the “Data” sheet; the phrase “"Not relevant” should have been included.

In case of substances with a harmonised classification inserted in Reg. 1272/2008 or
updated with an ATP other than CLP00, the RAC opinion was retrieved from ECHA
website.

For substances with no harmonised classification, a specific search was performed in
the ECHA website in order to identify any recent CLH report-proposed classification.

3. For any BP substance included in more than one category of chemicals a specific
search has been performed in order to capture all available information (see also text
for PPP substances and Miscellaneous chemicals).

Three out of the five selected BP substances are also PPP substances. Thus, the
respective documents for PPPs have been retrieved. When reporting the available
data in the “Data” excel sheet the specific source document was mentioned, e.g.
CAR, CAR/DAR or DAR.

Specific comments with regard to the CAR availability or any other problems
encountered for each BP substance that was to be screened within the pilot phase
are included in Table 1.4.

Table 1.4: BP substances: Source of Information & Data Collection comments.

pesticides

approved biocid | cosmeti Source of Information &

DG-SANTE Data Collection Comments
Carbon

1 arb 124-38-9 1 1 Both DAR & CAR were publically
dioxide available.

Although DAR was publically
available via EFSA specific
ecotox studies were not
Cyprocona presented either in the

zole 94361-06-5 1 1 publically available DAR or in
the Final Addendum and were
retrieved from CIRCABC.

CAR only available in CIRCABC.
Both DAR & CAR were publically
available.

299 |Lauric acid | 143-07-7 1 1 1 As a REACH registered chemical,
data from a “Full Joint
Submission; 10,000 - 100,000

Chemical

Name

20
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pesticides
approved
DG-SANTE

biocid | cosmeti Source of Information &
Data Collection Comments

Chemical

Name

tonnes per annum” were
retrieved from ECHA website.
CAR publically available. As a
REACH registered chemical,
data from a “100,000 -

435 |Boric acid |10043-35-3 1 1 1,000,000 tonnes per annum”
submission were retrieved from
ECHA website.

441 |Zineb 12122-67-7 1 CAR publically available.

Miscellaneous chemicals

All substances selected for the pilot implementation of the screening methodology for
Miscellaneous chemicals were REACH registered substances.

1. For each substance first the ECHA “REACH Registered substances” website
(http://echa.europa.eu/information-on-chemicals/registered-substances) is visited in order
to check the exact approval status of the substance and the retrieval of the
appropriate data.

2. For registered REACH chemicals, the first source of information regarding the
existence of a harmonised classification (Reg. 1272/2008) is the ECHA “C&L
Inventory” (http://echa.europa.eu/information-on-chemicals/cl-inventory-database). In case
the substance is also approved as a PPP or a BP, then the EU Pesticide Database
should be checked as well (see above for PPP and BP substances).

When reporting the harmonised classification, the field "ATP Inserted / Updated” was
reported as well.

In case there was no harmonised classification, the registrant’'s classification
proposal was captured.

In case of substances with a harmonised classification inserted in Reg. 1272/2008 or
updated with an ATP other than CLP00, the RAC opinion was retrieved from ECHA
website.

For substances with no harmonised classification, a specific search was performed in
the ECHA website in order to identify any recent CLH report-proposed classification.

3. For any registered REACH chemical included in more than one category of chemicals,
a specific search has been performed in order to capture all available information
(see also text for PPP & BP substances above). For the substances that are also
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registered as Cosmetics, the relevant regulatory information was retrieved from EC
Cosmetics (European Commission Health and Consumers CosIng) website
http://ec.europa.eu/consumers/cosmetics/cosing/index.cfm?fuseaction=search.simple.
Information with regard to any available “"Substance evaluation CoRAP” was retrieved
from ECHA website (http://echa.europa.eu/information-on-
chemicals/evaluation/community-rolling-action-plan/corap-table). However, in most cases
only a CoRAP justification has been found.

It is noted that, as also discussed during the kick-off meeting, in the ECHA website the
Information on Registered Substances comes from registration dossiers which have been
assigned a registration number, but this information has not been reviewed or verified by
the Agency or any other authority. The content is subject to change without prior notice.
Following JRC recommendation, these data were used only where there were no regulatory
assessments available.

Moreover, for most REACH chemicals, more than one result is found when searching in the
Registered substances website, e.g. 2-(2-butoxyethoxy) ethyl 6-propylpiperonyl ether (CAS
No 51-03-6):

EC / List CAS Registration Submission

No. No. Name s TE Tonnage Band

300-076-7 51-03-6 2-(2-butoxyethoxy)ethyl 6-propylpiperonyl Full Joint Submission Tonnage Data
ether Confidential

300-076-7 51-03-6 2-(2-butoxyethoxy)ethyl &6-propylpiperonyl Full Indwwdual 0 - 10 tonnes per
ether Submission annum

Showing 2 results.

Following the JRC advice regarding multiple submissions, focus was on joint submissions
first, where available, and on higher tonnage submissions where data requirements are at
least Annex IX or higher. The date of the data download was also reported.

Considering the current structure of the database, in case the data reported in both
submissions are filled in the only way to make the distinction is to mention the “Registrants
/ Suppliers” name in the remarks column.

Specific comments for each Miscellaneous chemical that was to be screened within the pilot
phase with regard to the EU Evaluation Report (e.g. Cosmetics Report) or the ECHA/REACH
Registrant’s dossier availability or any other problems encountered are included in Table
1.5.
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Table 1.5: Miscellaneous chemicals: Source of Information & Data Collection comments.

Chemical

Name

pesticides

approved | biocides [cosmetics| REACH | WFD

DG-SANTE

Source of Information & Data
Collection Comments

Data from a “Full Joint Submission;
100 - 1,000 tonnes per annum”

337 |Ziram 137-30-4 1 were retrieved from ECHA website.
As a PPP substance the DAR is
available at CIRCABC.

Data from a “Full Joint Submission;
10,000 - 100,000 tonnes per

1080 | Resorcinol 108-46-3 1 annum” were retrieved from ECHA
website.

Cosmetics-Coslng Report available.
Triphenyl Data from a “Full Joint Submission;

1436 phosphate 115-86-6 1,000 - 10,000 tonnes per annum”
were retrieved from ECHA website.
Referred as oxybenzone.

Benzophenon Data from a “Full Joint Submission;

2081 63 131-57-7 1 100 - 1,000 tonnes per annum”
were retrieved from ECHA website.
Cosmetics-CosIng Report available.
Data from a “Joint Submission;

2813 Tert-butyl 1634-04- 1,000,000 - 10,000,000tonnes per

methyl ether | 4 annum” were retrieved from ECHA
website.
Data from a “Joint Submission; 100
. 3380-34- - 1,000 tonnes per annum” were

4280 | Triclosan 5 1 retrieved from ECHA website.
Cosmetics-Coslng Report available.
Data from a “Joint Submission;

2-(2- Tonnage data confidential” and an
“Individual submission; 0-10 tonnes
5033 BUtf;(erthog_ 51-03-6 per annum” were retrieved from
:;)ripy‘l’pipero ECHA website. _
nyl ether EBO is a BP substance for' which the
First draft CAR has been just
submitted to ECHA.
Data from a “Joint Submission;
Carbon 100,000 - 1,000,000 tonnes per

6817 disulphide 75-15-0 annum” were retrieved from ECHA
website.

4,4'- Data from a “Joint Submission;

7281 | Sulphonyldip | 80-09-1 1,000 - 10,000 tonnes per annum”

henol were retrieved from ECHA website.
Diethyl Data from a “Joint Submission; 1,
7505 phthalate 84-66-2 1 000 - 10,000 tonnes per annum”
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were retrieved from ECHA website.
Cosmetics-Coslng Report available.

8296

Nitrobenzene | 98-95-3

Data from a “Joint Submission;
100,000 - 1,000,000 tonnes per
annum” were retrieved from ECHA
website.

In general, for the introductory information (template version 1.08) in the “"Data” sheet the
following instructions have been considered:

Compound:

XXX

CAS:

XXX

CLP/ATP inserted:

CLP (harmonised):

If available, enter the respective classification as in the ECHA
website and the CLP/ATP inserted.

If not available, enter "No CLH" or 'self classification" by the
registrant.

In the “Evaluation” sheet put "No” or "No CLH" in the
respective cells.

CLP (proposed):

Enter the classification proposal (if different from CLP) with
distinction to:

- EFSA (date)

- CAR (date)

- REACH (submission information),

e.g.

REACH Registrant (Joint submission; 100 - 1,000 tonnes per
annum):

Aquatic Acute 1 H400, Aquatic Chronic 2 H411

In case there is a harmonised C&L for which the decision has
been taken following the DAR/RAR/EFSA Conclusion, enter
"Not relevant”. In the “Evaluation” sheet put also "Not
relevant" in the respective cells.

Co-RAP (concern -
justification):

e.g.

The potential of the substance for being an endocrine
disruptor was evaluated by the Danish Centre for Endocrine
Disruptors in 2012 on contract for the Danish EPA. The study
concluded that oxybenzone is a potential endocrine disruptor.

In case the substance in not labelled as "Co-RAP” in the
Chemical Inventory, enter "Not relevant'.
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Reason for inclusion in e.g.

the SIN List: Benzophenone-3 (BP-3) is an endocrine disruptor with
estrogenic, antiandrogen and thyroid activity, affecting
several body functions including development and immune
function. The substance has been found in biomonitoring
studies and in human milk and urine. It is categorized as an
endocrine disruptor in the EU Commission EDC database.

Inventory, enter "Not relevant".

In case the substance in not labelled as “"SIN” in the Chemical

Other e.g.

information/comments Cosmetics: OPINION ON BENZOPHENONE-3 COLIPA N° S38
EASIS: Not included in the available excel file

STOT RE: In the chemical inventory this was identified as a
STOT RE substance BUT this has not been confirmed.

Database Population

For the substances selected for the pilot implementation of the screening methodology, all
relevant mammalian, ecotoxicological and mechanistic data were gathered from the
respective databases as described in detail in the previous section based on what has been
indicated in the “Chemical Inventory”. For substances that fall into more than one
regulatory category, the information from all relevant databases and regulatory documents
was captured. In particular, for REACH substances, it is noted that in the ECHA website the
Information on Registered Substances comes from registration dossiers which have been
assigned a registration number, but not yet been reviewed or verified by the Agency or any
other authority, and the content is subject to change without prior notice. Following JRC
recommendation, these data were used only where there were no regulatory assessments
available. Supplementary data with additional mechanistic information from established
databases, as described above, were also captured.

All relevant information was collected in the reporting template (initially in the “Data
summary template version 1.03_(26-5-15)_data matrix” excel file and finally in the
template version 1.08_(2-7-15)) provided by JRC. The most recent version of the database
file, uploaded in CIRCABC by JRC on 06/7/2015 following BPI's questions and
recommendations, was used for the final data entry.

The relevant information on the test system (e.g. type of toxicity and category, study
design, source/reference, species used in case of in vivo, test system used in case of in
vitro, doses tested, method of application, duration of exposure, NOAEL/NOEC and
LOAEL/LOEC including endpoints, other endocrine-related effects) and any other required
information was captured from the source documents (either provided by JRC or retrieved
by BPI). During the kick-off meeting, a discussion was held with regard to the approach to
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be followed for the database population (see kick-off Minutes). In addition, during the pilot
study any further questions, clarifications and recommendations were discussed with JRC
via e-mail. The main points discussed during the pilot study are presented in Appendix 1.1.

In addition, several points have been identified during the pilot phase leading to the need
for revising the Data entry & Evaluation/Categorization template from the version 1.03 to
1.08.

The procedure followed for the population of the database has been developed by BPI
during the pilot phase and is presented below:

1. For each active substance presented in ToxRefDB, all information illustrated in
ToxRefDB was copied to the "Data summary template” to columns A to Z and AB to AD.
If some of the studies presented in ToxRefDB were also available in DAR, the relevant
information from ToxRefDB was kept in the “"Data summary template”. Cross-check of
the studies was conducted only for the data related to the study protocol and study
design (Column A to U). Furthermore, the NOAEL/NOEL/NOEC and LOAEL/LOEL/LOEC
values were added and in column AM (Additional Remarks) it is stated whether the
study is also mentioned in another Source, e.g. "NOAEL source: DAR or Study also in
CAR”".

2. All data presented in other databases (e.g. ToxCast, EASIS, TedX) are included in the
“Data summary template”. In certain cases, the EASIS data are not adequate enough to
be included in the datasheet and the original publication was retrieved. Moreover, not
all the publications mentioned in the TedX database have been considered relevant for
data entry, due to not relevant type of toxicity or species or in the case that it is a
review paper possibly examining many substances and it is not easy to extract any data
for the substance under examination. This has been stated in the “Other Information”
cell for each chemical.

3. Any major deviations from the study protocol and the study limitations, as presented in

the regulatory documents (DAR/RAR, Assessment Reports, etc), are presented in

column AM: Additional Remarks.

The range-finding studies are not included in the “"Data summary template”.

The studies that have been evaluated and considered to be not acceptable are not

included in the “Data summary template”. In the case of ToxRefDB, all studies are

captured in the “Data summary template, since this information was not available in the

ToxRefDB database.

6. All the observed effects that have been wused for the establishment of
NOAEL/NOEL/NOEC values were captured in the database. For higher doses, only the
ED-related effects not being a basis for NOAEL were captured.

7. In each source document (DAR/RAR, etc.), the data used for the database population
were highlighted in yellow in order to check and trace back the origin of the data
entered. Originally, the studies that are common in DAR and ToxRefDB database were
highlighted in purple. However, this was not possible for all the file types and decision
was made not to do it considering the time constraints.

v A
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8. All relevant studies are included in the database. If no effects are observed in a study,
this is reflected as '‘No relevant effect observed’ (Col. Y in "Data summary template”) -
‘No relevant effects’ (Col. Z) - ‘No effect’” (Col. AD). In case more than one
NOAEL/LOAEL values are set in a study for different parameters, as it is the case for
developmental and multigeneration studies, these are reported in separate lines (see
screenshot below).

Generation/Life  Sex Lowest Eff Effect NOA LOAEL

Study principle -1 stage . (effect. Effect . Effect type = Effecttarget .  Effect classification . Effect description . ec. directior. EL/I" /LOEL.
Multigenerational reproductive |Adult (P1) M+F 50 In life observation Growth General adversity Body weight gain Decrease 20 50
Multigenerational reproductive Adult (P1) M+F 50 In life observation Food consumption  General adversity Decrease 20 50
Multigenerational reproductive Adult (F1) F No relevant effect observed No relevant effects  [Not in list] No effects on reproduction No effect 50
Multigenerational reproductive Offspring (F1+F2 M + F 100 In life observation Litter/pup weight ED related adversity ~ Body weight gain in pups Decrease 40 100

More specifically, the population of each cell of the database excel file was conducted in
accordance with the description presented in the Table below:

Table 1.6: Miscellaneous chemicals: Source of Information & Data Collection comments.

Column | Title | __ ______ Description |
Type of toxicity study (in vitro, mammalian in vivo or wildlife in
vivo)

The type of protocol used for the toxicity study is selected from
pull down menu.

It is noted that there were study principles missing, e.g.
Developmental Neurotoxicity Study, Subchronic inhalation,
Subchronic dermal in the pull down menu of template version
1.08.

Number to identify study for further data-analysis within this
methodology

Study ID, only if given in the source.

The Report No should be reported preferably, if available.

In case there is no specific Study ID the approach followed was
to state in the “Additional remarks” the exact reference to the
source document/information and leave Column D empty.

For REACH Chemicals where the information is taken from the
ECHA website, as a STUDY ID the reference title is included,
e.g. Exp Key Repeated dose toxicity: oral.001.

Study guideline The guideline used for the study design, if given. The OECD
Column E (OECD/US EPA) or |guideline is reported preferably, if available (e.g. OECD 416).

Column A |Type of toxicity

Column B | Study principle

Column C |Study ID

Column D |Study Reference ID

remarks Also other remarks regarding the guideline can be given here.
Source used for the toxicity data (e.g. DAR, ToxCast, DAR/CAR
Column F Source etc)
Column G | Reference Name of the 1% study author only, e.g. Smith et al.
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Column | Title | Description |

(citation)
Column H |Reporting date RgporFi_ng date of Fhe study when available._If j:he reference is a
scientific paper, this can be the year of publishing.
Column I Species Species used for the toxicity study.
Strain or in vitro The specific strain used for the toxicity study, when applicable.
Column J For in vitro test systems, this field can be used to further
model .
specify the cell system model.
Number of animals per sex that are used for the specific dose or
Column K |Animals/sex/group |concentration.
Sex .
Column L L . The sex of the treated animals
(administration)
Column M | Purity (%) Pljlrit_y of the compound (% of active ingredient) that is used
within the study
The route of exposure that is used for exposing the animals is
Route of to be sel_ected from the puI_I dpwn menu: oral_, inhalation,
Column N administration dermal, direct or other [not in list]. If other, this should be
specified in the “Additional Remarks” Column.
For fish and amphibian studies “uptake from water” is chosen.
The method that is used to expose the animal or cells to the
test compound is to be selected from the pull down menu (feed,
Column O Method of gavage, whole-body, capsules, water, topical, subcutaneous,
administration intravenous or other [not in list]). If not in the list, then this
should be specified in the “Additional Remarks” Column.
For fish and amphibian studies “water” is chosen.
Column P Doses tested The list of doses_ applied within the test (e.g. -1, 3, 5, 10 mg/kg
bw/day), excluding the 0 or control concentration.
Column Q |Lowest dose tested The lowest dose used within the test (excluding the 0 exposure
or control)
Column R ?égthe?ft dose The highest dose used within the test.
The unit for the dose applied in the test is to be selected from
the pull down menu. For feeding studies the values in ppm
should be converted to “mg/kg bw/day” according to the
Column S Dose unit conversion factor indicated by FAO/WHO (2000)”. In case of
avians, the conversion factor for chick was used. In case of
studies with rats, the conversion factor for young rats was used
for all studies except for chronic, combined

FAO/WHO, 2000. Guidelines for

the preparation of toxicological working papers for the Joint

FAO/WHO Expert Committee on Food Additives. Appendix F: Approximate relation of parts per
million in the diet to mg/kg of body weight per day, page 18.
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Column | Title | _____ Description |

chronic/carcinogenicity and carcinogenicity studies when the
conversion factor for older rats was used. In case food
consumption and body weight data of the species used were
provided in the study, these data were used for the conversion.

Duration of exposure.
In order to achieve a harmonised description of the studies

Duration of | specific values might be agreed for guideline studies. For
ColumnT Z SR . )
exposure example the duration of guideline compliant two-generation
studies has been assumed to be 26 weeks, if not otherwise
stated.
Column U | Duration unit The unit for the duration of exposure is to be selected from pull
down menu.
Generation/Life The generation or life stage for which the reported effect is
Column Vv . ) .
stage given is selected from a pull down list.
The sex for which the observed effect is reported is to be
Column W | Sex (effect dose) selected from a pull down menu. Options are M (male), F
(female) and F + M (male + female).
The actual dose at which the effect (see Effect type and Effect
Column X |Lowest Effect dose |target) is observed. The units are assumed to be the same as
defined under “"Dose unit”.
The type of effect (broad categories) is to be selected from a
pull down menu. The option “"No reproductive effect” was
Column Y |Effect type proposed to be added in the pull down list in order to assist
clarity in multigeneration studies where NOAEL for reproductive
effects is set at the highest dose.
Column Z Effect target Selected from a pull down menu.
Column AA | Effect classification | Automatically filled in.
I A more detailed description of what is actually observed, as free
Column AB | Effect description text as these can be difficult to predefine.
C Effect Field to state whether the determination (e.g. weight gain) was
olumn AC - .
determination relative or absolute.
Column AD | Effect direction Selected from a pull down menu
Column AE | NOAEL/NOEL/NOEC | The NOAEL/NOEL/NOEC values of the study.
Column AF | LOAEL/LOEL/LOEC |The LOAEL/LOEL/LOEC values of the study.
Column AG | Unit The unit for the NOAEL/NOEL/NOEC, LOAEL/LOEL/LOEC and
EC50 values
Column AH !Effgct . generally Automatically filled
indicative of
Column Al éng';:?aed in OECD Automatically filled
Column AJ | OECD level Automatically filled
Column AK |Human relevance Data are considered human relevant unless it is otherwise
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Column |  Title | Description |

Yes/No indicated in the study or other report e.g. EFSA Conclusion,
Assessment Report (AR)
Column AL |Reasoning Any reasoning presented in the study or other report.

Additional remarks about the study and the results that cannot
Column AM | Additional remarks |be given under any of the other free text options and not
covered by the information in the pick lists.

It should be noted that, although there has been a huge effort for harmonizing the data
entry, there might be cases were the above mentioned data population “rules” might not
have been followed for all the pilot substances, since these rules refer to the outcome of the
pilot data entry. Especially, for the cases where non ED-related effects have been captured,
since these are the basis for the NOAEL derivation in a study, the approaches might differ,
i.e.

These effects are captured:

e as “No relevant effect observed” in Column Y and “No relevant effect” in
Column Z, while the exact effects are described in Column AB “Effect
description”.

OR

e as shown below for a specific effect that is not included in the pick lists:

Effect type - Effect target v Effectdassifiation - Effect descripti v Effectdetermination -~ Effect irecti

duodenal findings: crypt ce

¢ 4 - , — not in OECD 150; used to derive NOAEL: hyperplasia, shortening of vil
Organ histopathology [Not in list] [Nok in st} p Change
abnormalities in duodenum and general disorganisation of

villys enterocytes

e Another approach would be to put all these findings as “In life observation”
(Column Y) & “Systemic toxicity” (Column Z).

Based on the experience gained during the pilot phase in the version 1.09 template for the
“Data” excel file all the non ED-related effects, which are the NOAEL basis, will be entered
as "not in OECD150-used to derive NOAEL". Thus, there will be no confusion.

Another point of difficulty in data entry is related to tumor incidence. In case of tumour
occurrence in non-endocrine organs, if the options ‘“abnormalities” (in column Y) and
Ytumour types” (in column Z) are selected, “"ED-related adversity” will appear automatically
in Column AA, which is not correct.

In order to overcome this issue we have adopted the following approach:
In case of tumors in endocrine organs:
Column Y: “abnormalities” is selected.
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Column Z: “tumor types” is selected.
Column AB: “effect description” the endocrine organ affected is reported.

In case of non-endocrine organs:

In Column Y: “organ histopathology” is selected.

In Column Z: the exact organ is selected from the pull down list e.g. “liver histopathology”,
“not in list”.

In Column AB: the word “tumors” is included.

Categorization of substances

Following the population of the Data summary template version 1.08 provided by JRC on
6th July 2015, the procedure followed for the categorization of the 35 substances examined
is illustrated in Figure 1.1 below:
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Screening methodology provided by JRC

Adversity Endocrine Activity
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! between endocrine
q- activity and adversity
1
> Allocation of substances in categories according
) to the 4 different options of the ROADMAP
)
<
Option 3
(WHO definition & Obtion 4
Option 1 Option 2 categories) =ption =
(interim criteria) (WHO definition) ED (WHO\definition &
potency)
ED ED Suspected ED ED
Unclassified Unclassified Endocrine active .
Shetance Unclassified
Unclassified

Figure 1.2, Outline of the procedure followed for the IT-database population and the categorization of
the screened substances according to the four “Options” of the Roadmap within WPs 3, 4 & 5.

Categorization of effects was applied according to the instructions provided by JRC on
30.6.2015 (Appendix 1.2).
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Collect ED relevant
toxicological data

Assess the data

Apply decision tree for
potential classification

Apply WoE/expert judgment

Before beginning with the evaluation of all relevant data, we exclude from human health
assessment all effects that are not relevant to humans. According to this refined
methodology, the first step was the collection of the ED-related and EATS-specific adverse
effects as presented in the Data summary, excluding from the evaluation these ED adverse
effects that were a secondary effect of general systemic toxicity. This is also consistent with
the criteria described under “Options 2, 3, 4” of the published Roadmap (point b at page 5
of the Roadmap). For example, the “Data summary template” (in version 1.08, as used
during the pilot phase) categorizes reduction of body weight as ED-related adversity and
food consumption as “General adversity”. However, if the overall weight of data suggests
that decreased body weight is always accompanied by decreased food consumption, then
the reduction of body weight is considered secondary to general systemic toxicity and it is
not taken into account in the evaluation process. Similarly, if thyroid hypertrophy in the rat
is observed, then we always check whether this is accompanied by liver weight increase or
liver histopathology at a dose lower or equal to the one where thyroid effects are observed.
If this is the case, then thyroid effects are considered secondary to liver toxicity and not
mediated by an endocrine MoA. This is noted in the relevant part of the “Evaluation” sheet
of the “"Data summary template” version 1.08 and it is not considered relevant for the
evaluation of the substance.
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C10 - e
A B C ¥]
1
2 |Mote: the assessment is made by using the matrix in the "Data Summary” sheet
3
4 List Study ID Matrix Reasoning
Thyroid histopathology in rat Liver histopathology in rat
-1D: 2, 8,15 has been cbserved in 10
Study/ies not used for the studies. Therefore the thyroid
evaluation because the ED effects due to liver tCH'C:t'.‘
adversity (ED-related and/or cannot be excluded. .

EATS-specific) is a secondary

After the exclusion of secondary ED-related adverse effects, we proceed with the
categorization of substances according to the four “Options” of the Roadmap.

More specifically, according to “"Option 1”, the interim criteria set in Plant Protection Product
Regulation (EC) 1107/2009 and Biocides Product Regulation (EU) 528/2012 were used to
characterize a substance as ED.

The "“Option 1" categorization of a substance as ED or not is based mainly on its
classification. Since not all substances have been discussed at ECHA level (even if there is a
harmonised classification based on CLP00®), two different cases have been examined, i.e.:

1. The categorization based on the harmonised classification if this is available for the
substance.

2. The categorization based on the available proposed classification, i.e. the most recent
classification proposal on EU level has been considered (EFSA conclusion, Assessment
Reports or in case of REACH Registered substances the proposal of the Registrant).

It is noted that it was not possible to have both classifications (harmonised and proposed)
recorded for all pilot substances since there were cases where no harmonised classification
was available or cases where the proposed classification refers to a document older than the
decision for the harmonised classification. The final categorization considering the available
harmonised and/or proposed classification for each substance as ED or not (*Unclassified”)
was decided based on the scheme shown in Figure 1.2 below.

8The approach followed for the retrieval of all the supporting documentation with regard to the
classification of a substance is included in the “Source of Information & Data Collection” section.
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Classified as Reproductive Ye% Classified as carcinogen Cat Yes Consideredto be ED (for
toxicantCat2? 2? ) regulatory purposes)

No

No

No

Yes
Unclassified h Toxic to endocrine organ?

Figure 1.2. Decision tree, leading to the different ED classifications according to the interim criteria
as stated in the PPPR and the BPR.

Regarding endocrine organs, for the purpose of this project, endocrine organs will be
considered those that secrete hormones as well as the target organs that express the
receptors for the sex hormones and thyroid hormones and are included in the OECD GD
150. The list of endocrine organs, for the purpose of this project, will then be the following:

mammary gland, accessory sex glands (e.g. Cowper’s gland, seminal vesicles, prostate
gland, bulbourethral glands, Glans penis), testis, epididymis, penis, cervix, uterus
(endometrium), vagina, hypothalamus, pituitary, thyroid, adrenals, ovaries, placenta,
Levator ani/bulbocavernosus muscles (LABC).

We have noted that in the datasheet “penis histopathology” (Column Z) is classified as
“General adversity” in Column AA, whilst BPI suggests that (also for consistency with the list
of “endocrine organs”) it is classified as “EATS specific adversity” as it is the case for
“Mammary gland histopathology”.

According to “Option 2" of the Roadmap, the WHO/IPCS definition is used to identify
endocrine disruptors. The Roadmap goes on to identify endocrine disruptors as substances
which are (i) known or presumed to have caused endocrine-mediated adverse effects in
humans or population-relevant endocrine-mediated adverse effects in animal species living
in the environment or (ii) where there is evidence from experimental studies (in vivo),
possibly supported with other information (e.g. (Q)SAR, analogue and category approaches)
to provide a strong presumption that the substance has the capacity to cause endocrine-
mediated adverse effects in humans or population-relevant endocrine-mediated adverse
effects in animal species living in the environment.
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Special attention was given on whether a clear evidence of endocrine-mediated adverse
effects is present in the absence of other toxic effects or not. The endocrine-mediated
adverse effects should not be a non-specific secondary consequence of toxic effects.

In “Option 3” of Roadmap, the WHO/IPCS definition was used to identify endocrine
disruptors, but the substances were allocated in one of the three different categories based
on the different weight of evidence for fulfilling the WHO/IPCS definition.

These categories are the following:
e Endocrine Disruptor (Category I)
e Suspected Endocrine Disruptor (Category II)
e Endocrine active substance (Category III)

Based on the collected data, a set of categorization rules were applied for the allocation of
each substance to one of the aforementioned categories.

In the “Evaluation” sheet of the “Data summary template”, version 1.08 excel sheet,
provided by JRC, “Options 2&3" are presented together, since all substances classified as
Cat I under “Option 3” are classified as EDs under “"Option 2”. Cat II and Cat III substances
under “Option 3” are classified as “Unclassified” under “Option 2”. The decision tree
provided by JRC, as shown below, was used in order to allocate the chemicals in each
category.

For ecotoxicological assessment, under “Option 2&3"”, only population relevant endpoints
used for human health assessment were taken into consideration, i.e. effects on
reproduction (e.qg. litter size, pup and litter weight, embryo/fetal toxicity, etc), effects on all
endocrine organs that could possibly affect reproduction (e.g. ovaries, testis, etc) and other
effects with potential to disrupt reproduction. Effects on other endpoints that are
considered not relevant for reproductive performance (e.g. tumors in non-reproductive
organs) were not considered population relevant and were excluded from the
ecotoxicological assessment. In case there were no relevant studies in birds, fish or
amphibians, only mammalian studies were used. In vitro studies from ToxCast, EASIS, Tedx
used for human health assessment were also used for ecotoxicological assessment. In case
additional data from wildlife were available, those data were assessed and the
categorization of the substance was amended accordingly. The categorisation of the
substances was performed according to the different Paths (1 to 11, as indicated and
numbered by BPI) of the decision tree provided by JRC on 30% June 2015, as described
below.
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Figure 1.3.1. Decision tree (Path 1), leading to ED classification Cat I, according to “Option 3”.
Substances that are classified as ED Cat I are considered to be EDs under “Option 2” (A: In vitro
mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D: Non-
specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix 1.2]).

As shown by the green border above, Path 1 is the pathway leading a substance to be
classified as Category I even if there is no mechanistic data available, provided there are
adverse effects that are not only EATS specific according to OECD GD 150 but also
considered diagnostic of an endocrine disrupting MoA. Two examples of such effects have
been provided by JRC; one for ecotoxicological assessment and one for human health
assessment as were also presented in the Report of the Endocrine Disrupters Expert
Advisory Group entitled “Key scientific issues relevant to the identification and
characterisation of endocrine disrupting substances” published in 2013. In ecotoxicological
assessment “a change in sex ratio of fish was seen as both adverse and, according to the
majority of the experts, highly likely to be a marker of endocrine disruption”. In humans “a
pattern of effects known as testicular dysgenesis syndrome including hypospadias,
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cryptorchidism and decreased sperm quality which can also be replicated in laboratory
mammals by certain chemicals (including hypo- and a-spermatogenesis, atrophy of the
seminal vesicles and prostate, nipple retention, hypospadia, penis malformations, vaginal
pouches, ectopic testes and decreased anogenital distance), was seen as highly likely to be
mediated by an anti-androgenic mode of action”.
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Figure 1.3.2. Decision tree (Paths 2a and 2b), leading to ED classification Cat I, according to “Option
3”. Substances that are classified as ED Cat I are considered to be EDs under “Option 2” (A: In vitro
mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D: Non-
specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix 1.2]).

Paths 2a, 2b describe the pathways leading to classification as Cat I of a substance. If there
are sufficient ED-related adversity data, which are also EATS specific, and there is
mechanistic evidence of endocrine activity/mode of action and evidence of a plausible link
between the endocrine activity and the observed adverse effect, then the substance is
classified as Category I. This is shown above through Path 2a, in case of in vivo mechanistic
data and through Path 2b, in case of in vitro mechanistic data. As JRC also notes, “Because
we have captured all the effects that are thought to be relevant for ED and applied the
decision tree in such a way that any evidence regarding adversity and MoA can lead to
potential Cat I, we believe that the decision tree is overly protective, i.e. we expect false
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positives (rather than false negative classifications)”. Consequently, as JRC also suggested,
in cases of compounds that could be identified as Cat I by using the decision tree, a weight
of evidence approach was followed to assess the pattern of effects observed, including
severity of effects and the biological plausibility of a causal relationship between the induced
endocrine activity and the adverse effects. After further discussions with JRC & SANTE it
was agreed to apply, as far as possible in the short timeframe of this project, a limited
weight of evidence approach to assess the consistency and strength of evidence available
for observed adverse effects and endocrine activity, as well as to establish a biologically
plausible link between the two in all cases and not just in the case of an initial Cat I
conclusion. The flow chart in Figure 1.1 above was amended accordingly.
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Figure 1.3.3. Decision tree (Path 3a), leading to ED classification Cat II, according to “Option 3”.
Substances that are classified as ED Cat II are considered to be “Unclassified” under “Option 2” (A: In
vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D:
Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).

Path 3a describes the pathway leading to Category II where there is strong evidence of
EATS-specific adverse effect data but there are neither in vivo mechanistic nor in vitro data
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available, either because no studies were performed (lack of data) or because the available
mechanistic data include negative results.
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Figure 1.3.4. Decision tree (Path 3b), leading to ED classification Cat II according to “Option 3”.
Substances that are classified as ED Cat II are considered to be “Unclassified” under “Option 2" (A: In
vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D:
Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).

The next Path (3b) of the decision tree leading to Category II involves the case where there
are sufficient adversity data that are EATS specific (but not self-diagnostic of EDs), and
there are (or there are not) available in vivo mechanistic data, but with no plausible link
between the endocrine activity and the observed adverse effect, and also there are in vitro
mechanistic data but with no plausible link.
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Figure 1.3.5. Decision tree (Path 4), leading to ED classification Cat I according to “Option 3”.
Substances that are classified as ED Cat I are considered to be ED under “Option 2” (A: In vitro
mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D: Non-
specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix 1.2]).

In this case (Path 4), there is only evidence of non-specific adverse effects, which may or
may not be indicative of EATS mode of action. If available in vivo mechanistic data allow the
establishment of a plausible link to the adverse effects, then it may be possible to conclude
Cat I. However, although hypothetically possible, it is more likely that a plausible link to
non-specific effects cannot be established and Path 5 (as indicated below) leading to Cat II
would be more appropriate.
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Figure 1.3.6. Decision tree (Path 5), leading to ED classification Cat II according to “Option 2 or 3”.
Substances that are classified as ED Cat II are considered to be “Unclassified” under “Option 2” (A: In
vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D:
Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).
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Figure 1.3.7. Decision tree (Path 6), leading to ED classification Cat II according to “Option 3”.
Substances that are classified as ED Cat II are considered to be “Unclassified” under “Option 2" (A: In
vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D:
Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).
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Figure 1.3.8. Decision tree (Path 7), leading to ED classification Cat III according to “Option 3”.
Substances that are classified as ED Cat II are considered to be “Unclassified” under “Option 2" (A: In
vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D:
Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).

In other words, substances are allocated in Category I if there are enough ED-related
adversity data which are not EATS specific, but there is enough in vivo mechanistic evidence
of endocrine activity/mode of action and there is also evidence of a plausible link between
the endocrine activity and the observed adverse effects (Fig. 1.3.5, Path 4). In case no
plausible link is identified, the substance is categorised as Category II (Fig. 1.3.6, Path 5). If
there are enough ED-related adversity data which are nevertheless not EATS specific but
there is only in vitro mechanistic evidence of endocrine activity/mode of action and evidence
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of a plausible link between the endocrine activity and the observed adverse effects, then the
substance is classified as Category II (Fig. 1.3.7, Path 6). In case there is no plausible link,
the substance is classified as Category III (Fig. 1.3.8, Path 7).

In other words, in the case of Path 6, there is only evidence of non-specific adverse effects,
which may or may not be indicative of EATS mode of action. If available in vitro mechanistic
data allows the establishment of a plausible link to the adverse effects then it may be
possible to conclude Cat II. However, although hypothetically possible, it is more likely that
a plausible link to non-specific effects cannot be established and Path 7 (as indicated above)
leading to Cat III would be more appropriate.
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Figure 1.3.9. Decision tree (Path 8), leading to “Unclassified” substances according to “Option 2&3"
(A: In vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific,
D: Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).
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Path 8 is the pathway leading to “Unclassified” substances where there are ED-related
adverse effects that are not EATS-specific and there are neither in vivo nor in vitro
mechanistic data available (lack of data) or data including negative results. The distinction
between cases where data are lacking and cases where results are negative is kept in the
evaluation table.
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Figure 1.3.10. Decision tree (Path 9), leading to ED classification Cat II according to “Option 3”.
Substances that are classified as ED Cat II are considered to be “Unclassified” under “Option 2” (A: In
vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D:
Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).
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Figure 1.3.11. Decision tree (Path 10), leading to ED classification Cat III according to “Option 3”.
Substances that are classified as ED Cat III are considered to be “Unclassified” under “Option 2" (A: In
vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS specific, D:
Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see Appendix
1.2]).

In case there are no ED-related adversity data or no general adverse effects at all, but there
are in vivo mechanistic data indicative of an endocrine mediated MoA, then the substance is
characterised as Category II (Fig. 1.3.10, Path 9). If instead of in vivo mechanistic data only
in vitro mechanistic data are available, then the substance is classified as Category III (Fig.
1.3.11, Path 10).
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Figure 1.3.12. Decision tree (Path 11), leading to “Unclassified” substances according to “Option
2&3"” (A: In vitro mechanistic, B: In vivo mechanistic & in vivo hormone levels, C: Adversity-EATS
specific, D: Non-specific adversity (may or may not be indicative of EATS), E: Adversity-General [see
Appendix 1.2]).

It should be noted that although the information included in the available ToxCast database,
is not always sufficient to characterize a substance as agonist or antagonist, it is considered
as relevant mechanistic data for the categorization of the substance. For example, the
“"ATG_ERa_TRANS” assay (column A) examines a possible “Receptor (trans)activation”
(column G). If this is positive, a plausible link might be identified in combination with e.g.
increased uterine weight, estrus cycle etc. However, a positive result in one ToxCast assay
would not be sufficient to conclude on endocrine activity. A qualitative assessment of
number of positive and negative assays, concordance between results and some judgment
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of potency relative to the natural ligand would be useful to judge the strength of evidence.
In other words, a WoE approach needs to be used in all Paths, as far as possible in the short
timeframe of this project. As a minimum, the following are generally checked: assessment
of positive and negative results, concordance between results, severity of adverse effects
and biological plausibility of a possible link.

Finally, in case there are no ED-related adverse effects or no general adverse effects at all
and neither in vivo nor in vitro mechanistic data, the substance is categorised as
“Unclassified” (Fig. 1.3.12, Path 11).

As agreed at the 1% interim meeting on 15-6-2015, substances identified as Cat I under
Option 3 should be classified as ED under “Option 2".

According to “Option 4” of Roadmap the WHO/IPCS definition was applied to identify
endocrine disruptors while potency was used as an element of hazard characterization.

Potency depends on the endpoint, but also on the dose, on the duration and timing of
exposure®, For categorizing a substance under “Option 4”, a trigger value as cut-off value is
required. Potency-based STOT-RE Cat 1 trigger values (from CLP) were proposed by JRC as
cut-off criteria for endocrine disrupters of regulatory concern (see below). The following
decision tree is proposed by JRC for all substances indicated as ED (Cat I only).

ED und ion 27 Yes Are effects produced at dose Yos ED with effect level at or
LDCHULTON equal to or below cut-off? below cut-off
Ne Mo

o ED with effect level higher
[ LR IR I € | than the cut-off. J

Figure 1.4. Decision tree, leading to the different ED classifications according to “Option 4".

EFSA Scientific Committee; Scientific Opinion on the hazard assessment of endocrine disruptors: scientific criteria
for identification of endocrine disruptors and appropriateness of existing test methods for assessing effects
mediated by these substances on human health and the environment. EFSA Journal 2013;11(3):3132. [84 pp.]doi:
10.2903/j.efsa.2013.3132. Available online: www.efsa.europa.eu/efsajournal
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Table 1.7. Guidance values for STOT-RE Cat I for sub chronic and other medium-term studies.

Route of exposure STOT-RE Cat 1

Oral (rat) 10 mg/kg bw/day
Dermal (rat or rabbit) 20 mg/kg bw/day
Inhalation (rat) gas 50 ppmV/6h/day
Inhalation (rat) vapour 0.2 mg/l/6h/day

Inhalation (rat) (dust/mist/fume) 0.02 mg/l/6h/day

As it is known, the guidance values presented in Table 1.7 refer to effects seen in a
standard 90-day toxicity study in rats. They were used as a basis to extrapolate equivalent
guidance values for toxicity studies of greater or lesser duration, using dose/exposure time
extrapolation similar to Haber’s rule for inhalation, which states essentially that the effective
dose is directly proportional to the exposure concentration and the duration of exposure.
The assessment was done on a case-by-case basis; for a 28-day study the guidance values
above are increased by a factor of three; for a 2-year study the guidance values are
decreased by a factor of eight. Based on the approach followed by the RAC the same
guidance values for rat, mouse and dog studies have been used (RAC Opinion
ECHA/RAC/CLH-0-0000002970-73-01/F, September 2012). Only the substances
categorized as EDs Cat I were assessed under “Option 4” of the Roadmap. The ED-related
and EATS specific adverse effects used for the categorization of the chemical as ED Cat I
were checked as to whether the relevant effect doses were below or above the STOT-RE
guidance values as shown in Table 1.7.
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C. Results

The results of the potential categorization for all 35 substances of the pilot study according
to the four “"Options” of the Roadmap, are presented in tables 1.8 and 1.9 of Appendix II.
However, based on the experience gained during the pilot phase of the project (see
Conclusions of this chapter and Appendix 1.1, 1.2, 1.3 and 1.4), several amendments to the
methodology with regard to both data population and categorisation were proposed and
discussed with JRC in a very intense and demanding process. Therefore, the substances
used for the pilot study were re-assessed during the screening phase using the revised
methodology and the results are included in the respective sections of this report.
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D. Conclusions
After completion of the pilot phase the following conclusions have been derived:

a. The use of ToxRefDB as a source should be discontinued since after discussion with
JRC it was concluded that “the time gained in database population is lost in relation
to the need to quality check the data for inaccuracies and duplications”. Also,
ToxRefDB reports additional observations to those reported by the DAR for the same
study and represents the evaluation performed by EPA and not the one performed by
EU Member States. The databases of substances already populated with entries from
the ToxRefDB database will not be amended (because this would require too much
time, with no significant added value), but from this point forward it will be stopped.

b. The way of presenting ToxCast data has been changed. After the email sent on
6.8.2015 by JRC, all assays are recorded in the database irrespectively of positive or
negative results. This is also helpful for the application of weight of evidence
approach that needs to be followed for the evaluation and categorization of the
substances. Also, a new AR assay has been added (OT_AR_ARE_LUC_Agonist_1440)
(email sent by JRC on 7.8.2015). Assessment of the pilot substances will be updated
accordingly by BPI.

c. In Column B, there were study principles (missing, e.g. Developmental Neurotoxicity
Study, Subchronic inhalation, Subchronic dermal) in the pull down menu that were
added in template version 1.09.

d. In Column N “Route of administration”, for fish and amphibian studies “uptake from
water” is chosen. In Column O “Method of administration”, for fish and amphibian
studies “water” is chosen. This was decided during the 1% Interim meeting of
15.6.2015 and it will be applied to all substances.

e. In Column Z “Effect target”, the option “No reproductive effect” was added to the
pull down menu which in Column AA, “Effect classification” is interpreted as "Non-
specific adversity (may or may not be indicative of EATS)", as it includes EATS
specific and non- specific effects.

f. In Column Z “Effect target”, “penis histopathology” is now classified (Data summary
template version 1.09) as “EATS specific adversity” in Column AA with (EAS)
between parenthesis in Column AH “Effect indicative of”, indicating it is not
mentioned specifically in the OECD GD 150 document.

g. JRC proposed (email sent on 4.8.2015) not to introduce the new term “not in
OECD150-used to derive NOAEL”, but rather simply add to the pick list for
mammalian toxicity new terms referring to endpoints frequently reported for the 35
pilot substances (see Appendix 1.4). However, since not all the “non ED-related”
organs are present in the drop down list and if we consider that an effect must be
recorded (if e.g. basis for NOAEL), then the term “not in OECD150-used to derive
NOAEL" is still used.

h. When an ED-related effect present at higher doses is recorded then we also report
effects now moved to general adversity (i.e. decreased body weight, increased liver
weight or histopathology) and these are taken into account in the evaluation.
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i. “ED-related adversity” has been renamed to "Non-specific adversity (may or may not
be indicative of EATS)"” after the email sent by JRC on 4.8.2015 (see Appendix 1.4).

j- In the new template version 1.09 and 1.10 “body weight” is classified as “General
adversity” after the email sent on 4.8.2015 by JRC (see Appendix 1.4).

k. In the “Evaluation” sheet, headings will be introduced between data copied from
human health assessment and additional data from ecotoxicological assessment.

I. It was agreed on the need for addition of information from open literature search for
the substances where data from TEDX, SIN and EASIS are not available. The
outcome of the literature search performed by JRC will be added by BPI in Data
summary template of the substances under screening. Pilot substances will be
updated accordingly with open literature data provided by JRC in due time (by 15%
October 2015 for PPPs).

m. EDSP Weight of Evidence Conclusions on the Tier 1 Screening Assays for the List 1
Chemicals (52 chemicals), developed by US EPA (June 2015), will also be considered
as an additional source of information where available; a relevant comment will be
added in the introductory section by BPI. Pilot substances will be amended
accordingly.

n. The weight of evidence will be applied in each step of the decision tree. Especially for
a Cat I classification strong evidence of both adversity and related MoA should be
available.

All pilot substance datasheets will be transferred from Data summary template version 1.08
to version 1.10 by BPI and the categorisations will be revised in line with the currently
agreed principles, as concluded during the pilot phase.
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Appendix 1.1

Main points discussed during the pilot study regarding the reporting template “Data
summary template”.

1. BPI: Row 3 “CLP”: It is proposed to have two entries, i.e. one for the Harmonised
classification (ECHA Inventory, reference to the CLP No, i.e. CLP0OO) -if available- and
one for the classification proposed following the Peer Review of the substance (based
on the EFSA Conclusion for pesticides or the CAR AR for biocides, or any other
available report for miscellaneous chemicals) - in case this is more recent than the
CLP decision.

JRC: Added

2. BPI: Columns A & B: For all *“Mammalian in vivo —ToxRefDB" type studies except
from “Reproduction/developmental toxicity screening test” the “OECD Level *
categorization appears to be “"#N/A” which might not be true. This is related to the
description of the study in Column B “Study Principle”.

JRC: Added now. This was because not all studies in ToxRefDB are according to
OECD guideline. However, in updated version of template 1.03, these studies are
added with corresponding OECD CF level for the OECD equivalent studies. Note that
some of the studies do have an OECD equivalent, but are not in the OECD CF list.

3. BPI: Column B: Add the option “"Developmental toxicity” at the drop down list.
JRC: Added

4. BPI: Column N: The description should be changed to “doses tested”. The range is
already given when filling in the Columns O & P (Lowest & Highest dose tested,
respectively).

JRC: Done

5. BPI: Column J: The description should be changed to “animals/sex/group”.
JRC: Done

6. BPI: Column T “Generation/Life stage”: Add the option “Adult” & “Adult F1” at the
drop down list. We assume that the option “Adult P1” stands for “"Adult F1” in case of
the Two-generation Reproduction Study, while “"Adult FO” refers to the initial parental
generation.
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JRC: P1 and FO are the same generation (i.e. synonymous terms). They are there
because they are used in the different protocols/lists from which data are to be
extracted.

In column T 'generation’ applies to mammalian studies and the 'lifestage' to ecotox
studies. If the effect described is for a specific lifestage, e.g. mature (adult) lifestage
versus immature (pups/juveniles) in the mammalian studies, we think this should be
captured in the remarks column, otherwise we could add an additional column for
lifestage.

BPI: The JRC response does not resolve the issue of how to report F1 effects
(when this is specific for that generation). The fact that there is a choice just for
“Adults” should be noted again.

7. BPI: Column AF “Values based on sex”: Is this related to the NOAEL/LOAEL/EC507??
For each effect (row) the Gender information is already given in Column U.

JRC: Sometimes in the summary regulatory documents, the NOAEL was only given
for both F and M together, while effects were described differently per sex in the
underlying documents. That is why we included this additional column in which to
indicate the basis of the NOAEL (which could be F+M, M or F). Please proceed in the
pilot phase to fill in both columns and we can see if it proves to be redundant when
we review the pilot phase at our meeting on 15 June.

8. BPI: Column W and X: The pick lists in columns W (effect type) and X (effect
target) are not active for “Avian reproduction test” (column B).

JRC: They were not added because it was still unclear which test to include. We
added the following avian parameters (all non-specific for ED indication) to the
revised data template v1.03:

In life observation Gross pathology
In life observation Body weight
Reproductive Hatchability
Reproductive Eggshell thickness
Reproductive Egg viability
Reproductive Egg production
Reproductive Cracked eggs
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Similarly, the endpoints for the amphibian assay have now been added. We may
need to revisit this point after the pilot study to decide if these assays are
interpretable in the context of being linked to endocrine disruption.

9. BPI: In most cases when ‘copying-pasting’ from ToxRefDB file to the individual Data
summary files the equations at Columns from AI are not functional (they actually
disappear).

JRC: It does work when we try it, however, make sure to only copy the columns
up to AA in the ToxRefDB file, otherwise the formulas for the indications are
overwritten. Note that also the columns from AD are for filtering out the relevant
compounds etc.

10.BPI: The decision tree for the categorization of the substances (as presented in the
kick-off meeting) has not been included in the Data summary EXCEL file.

JRC: We have adapted the Excel template by adding an Evaluation sheet as
presented at the kick off meeting.In the Evaluation sheet, please apply the decision
tree in the draft methodology report to reach your conclusions and indicate the Path
taken through the decision tree in the reasoning column.
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Appendix 1.2

Process

Collect ED relevant
toxicological data

Assess the data

Apply decision tree for
potential classification

Apply WoE/expert
judgement for compounds
potentially identified as Cat |

Collect ED relevant data

As indicated in the ED IA screening methodology report, collect all endpoints that are known
to be relevant, which should all be in the pick list in the template (Excel file). The endpoints
in the template are based on OECD GD 150, supplemented with frequently reported effects,
e.g. systemic toxicity (including body weight and food intake), that may either form the
basis of the derived NOAEL and/or are informative of the relevance of ED-related effects in
light of other effects occurring within the same study.
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Quick assessment of the overall data

To ensure that all relevant data are collected, all data that is reported in the regulatory
documents are assumed to be assessed and to be relevant by default. Still, effects reported
can be regarded to be not relevant when seen in combination with the other effects in the
study. Generally, endocrine-related effects that are observed secondary to marked toxicity
(caused by a non-endocrine mode of action), should not be considered specific, genuine
endocrine disrupting effects. Even though, it is important that these effects are captured in
the datasheet, but such effects should not be the sole effect(s) driving the ED classification.

Apply the decision tree

The decision tree allows for a potential classification, to quickly identify the compounds
which are potentially classified as Cat I, II or III, and to identify the compounds for which
not enough data is available to reliably conclude anything related to ED (Inconclusive).

Apply WoE/expert judgement

Because we have captured all the effects that are thought to be relevant for ED and applied
the decision tree in such a way that any evidence regarding adversity and MoA can lead to
potential cat I, we believe that the decision tree is overly protective, i.e. we expect false
positives (rather than false negative classifications).

Some effects on their own might not be sufficient to conclude ED, but the overall pattern
within a study or the concordance between studies might still lead to an ED classification if
sufficient evidence is available. Therefore, for the compounds that are identified as potential
Cat I, a weight of evidence approach is still needed to assess the pattern of effects,
including severity of the effects, dose-concentration dependence and the biological
plausibility of a causal relationship between the induced endocrine activity and the adverse
effect(s). As the type and amount of information needed at the different levels depends on
the mode of action considered as well as the type of effect observed, the required case-by-
case decision we believe cannot be captured by a simple decision tree, but would always
require expert judgement.

Categorization of effects

To assist in applying the decision tree and in the weight of evidence approach for the final
classification, we propose to use the following categorization of ED-related effects:
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In vitro mechanistic

In vivo mechanistic & in vivo hormone levels
Adversity — EATS specific

Adversity — ED-related

Adversity — General

mooOw>»

A. In vitro mechanistic information

This category captures all in vitro information, e.g. from ToxCast and in vitro assays from
literature, including binding assays, transactivation assays, dimerization assays etc. Also
gene expression results from literature can be captured here. When evaluating these data,
more value can be given to specific (combinations of) assays.

B. In vivo mechanistic information

Level 3 assays in the OECD conceptual framework are designed to be informative on a
specific mode of action and they are regarded as stronger evidence of an ED mode of
action, compared to in vitro assays. However, the data of these assays is mostly informative
on the estrogenic and androgenic pathway.

In vivo hormone levels can also be regarded as informative on the mode of action, as they
indicate perturbations of specific endocrine pathways. But because fluctuations in hormone
levels can be also observed within certain limits without adverse consequences, the changes
cannot be considered adverse on their own. The point at which these fluctuations become
significant cannot be generally defined and would in an actual risk assessment always
require a case-by-case decision which goes beyond the scope of this methodology.
Therefore, for the purpose of this screening methodology, all changes are regarded as
biomarkers informative of a specific mode of action.

C. EATS specific adversity

The question whether an observed effect can be considered adverse requires an assessment
of data that goes beyond the methodology applied here. From a practical point of view, it is
much easier and straight forward to conclude a change in e.g. morphology as directly
adverse, without the requirement to assess in addition whether the change would actually
lead to an impairment of function. Consequently, for the purpose of this first screen, all
effects on the in vivo endpoints listed in the OECD GD 150 are regarded to be adverse,
including all in vivo effects (except in vivo hormone levels) that are reported as indicative
for a specific mode of action (so effects labelled E, A, T or S), are considered to be adverse
effects.
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D. ED-related adversity (later changed to Non-specific adversity (may or may not
be indicative of EATS))

Similar to above, all effects that are labelled N (i.e. endpoints potentially sensitive to, but
not diagnostic of, EATS modalities) are considered to be adverse and potentially related to
ED.

E. General adversity

Some effects are captured in the sheet that do not inform about the ED mode of action, but
are needed to put the observed effects into perspective, such as food intake, systemic
toxicity, body weight changes etc. This data is not used within the decision tree.
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Appendix 1.3
Guidance to fill the template in "Data" sheet
Important notes:

1. Never add or delete columns

2. Never add additional rows above row number 11

3. The row marked in green (number 10) should never be deleted and no data should ever
be entered into it.

Start to fill the template:

1. Fill all columns, except for columns AA, AH, Al and AJ], which are then filled
automatically.
2. To fill columns AA, AH, Al and AJ, press the button called "fill formula"

¢ Reporting of "no relevant effect observed"

When in column Y the term "no relevant effect observed" is selected, then always
select in column Z the term "No relevant effects" and in column AD the term "No
effect".

¢ Minimise the use of the term "[Not in list]" in column Z

Regarding the first 10 pilot chemicals screened and captured in the template version
1.03, BPI selected, in column Z, quite often the term "[Not in list]" to report effects
that are either not listed in the pick-list or related to systemic toxicity. Now, in
version 1.07, there is a new endpoint added which is called Systemic
Toxicity and they should use it instead of [Not in list]. If they cannot place a
specific effect under the term Systemic Toxicity, then they can select "[Not in list]".
However, JRC advice is that they try to avoid selecting "[Not in list]". If BPI feels
they need to report a specific effect for which they do not find a term in column Z, it
is better to ask us to insert this term to avoid as much as possible the
selection of "[Not in list]".

¢ Meaning of Clinical Chemistry category

In column Y, the term "Clinical Chemistry" is present and in this category only
information on hormones should be reported in column Z. No any other type of
information should be reported. For clarity, although we could change the heading to
'hormone levels' we decided to use the term "Clinical Chemistry" because this is the
name of the heading used in ToxRef DB from where the data on hormone levels is
taken.
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¢ Meaning of Fetal development

In column Y, you can select "Developmental" and then in column Z "Fetal
Development".

We noticed that the contractor, for the first 10 pilot chemicals screened, frequently
reported effects as skeletal malformation in column AB and/or AC. We now
recommend that effects as "Skeletal and visceral malformation" are always captured
by selecting in column Z "Fetal development" and then in column AB/AC providing
the more detailed description.

e Type of information to be grouped under the term "Systemic Toxicity" in
column Z

Following previous bullet-point, we have identified the following descriptors of
general animal stress (found by going through the first 10 pilot chemicals screened
by BPI), which should be captured by selecting the term "Systemic Toxicity" in
column Z. Then, the more detailed description of these descriptors of general animal
stress can be captured in column AD/AC. The descriptors are: emesis, desquamation,
alopecia/hair loss, lack of grooming, anorexia, reduced faecal output and water
intake, weakness/emaciation, nasal discharge, sensitivity to noise, salivation,
diarrhoea, erythema, tremors and hypersensitivity, salivation, ventral or lateral
recumbency, tremor, tachypnea and rhinorrhea.

In case BPI identifies more descriptors they need to report, they can still place them
under the term "Systemic Toxicity" and let the JRC know on these new additions.

As a remark, although the descriptors of general animal stress are not related to ED-
MoA, it is important to capture them in order to describe high dose non ED-related
generalised systemic toxicity as a way of identifying endocrine effects secondary to
systemic toxicity.

¢ Reporting haematological changes

We noticed that the contractor, for the first 10 pilot chemicals screened, frequently
reported haematological changes (e.g. leucocyte numbers) by selecting in column Z
"Clinical Chemistry" or "Not in List" and then providing the details in column AB
and/or AC.

This endpoint is not in OECD 150 but, if the contractor believes it is important to
capture it, we recommend that they report it, by selecting in column Y "In life
observation" and in column Z "Systemic Toxicity". Although it might fit under 'Clinical
Chemistry', we ask that this is not used as this column should be reserved for effects
on hormone levels (see above).
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¢ Reporting of effects that are not in the pick-list of column Z and that are not
grouped under Systemic Toxicity

We noticed, from the first 10 pilot chemicals screened, that BPI reported in column
Z/AB and/or AC changes in kidney-, brain-, lung-weight, malformation of the eye,
histopathological changes of duodenum, etc., which are all effects that do not appear
in GD 150 and thus appear as "Not in List" in column Z. Unless BPI believes these
effects are relevant for the evaluation, (i.e. relevant to ED assessment or relevant to
high dose systemic toxicity or they are the basis for the NOAEL), we suggest that BPI
does not record these changes. In case BPI considers it important to capture this
information, they should let us know and then we can add these terms to the pick-
list of endpoints in column Z.

¢ Studies with more than one species/dosing regimes

In cases where there are, within the same study, more than one species used and/or
more than one exposure scheme applied (column I and T), the study ID number
should be different. To achieve this, it is proposed that studies be numbered
sequentially 1,2,3,4 etc, but for the first set of experimental conditions, where e.g.
the Study ID Matrix 1 is assigned, then if the species and/or exposure change, the
Study ID Matrix 1a, b, c, etc, is assigned.

It is also important when you assign a study ID number as 1a, 1b, etc., that there
should NOT be any space between the number and the letter.

Species names should also be standardised, e.g. mouse NOT mice, dog NOT dogs.

¢ Filling ToxCast data in the template

In order to properly capture in the excel file ToxCast data, these are reported as
follows:

- The following columns in the template (File name: Data Summary template
version 1.04 (22-6-15).xIsm) have to be filled: Columns A, BC, F, H, I, S, T, X,
Y, and Z

- In column A, just select "In vitro ToxCast"

- In column B, select the name of the ToxCast assay

- In column C, assign ID number (only numbers)
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- In column F, just write "ToxCast database"

- In column H, always enter "2013"

- In column I, take the information for each specific ToxCast Assay from column F
of the excel file called "ToxCast information on assays"

- In column S, always select uM

- In column T, take the information for each specific ToxCast Assay from column E
of the excel file called "ToxCast information on assays"

- In column X, enter the AC50 concentration from the heat-map with ToxCast data
(file already given to the contractor)

- In column Y, take the information for each specific ToxCast Assay from column G
of the excel file called "ToxCast information on assays"

- In column Z, take the information for each specific ToxCast Assay from column H
of the excel file called "ToxCast information on assays"
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Appendix 1.4

List of updates made to the template version 1.09 and related guidance
(implemented after finalization of the pilot phase)

When any in vitro study is selected in Type of toxicity (column A), it is important to
always fill Effect type (column Y), Effect target (column Z) and Effect direction (column
AD). Regarding ToxCast data, select in column AD the term "induction" every time an effect
is observed and "no effect" if there are no changes observed.

Under Additional remarks (column AM), the contractor sometimes indicates if a study
from ToxRef is also present in the DAR/CAR or vice versa. In some other cases, the
contractor reports this information under Source (column F).

We would suggest to put always all reporting information on the sources in which a study is
present under Source (column F).

At the moment, regarding the endpoints' categorisation, body-weight is categorised as "ED-
related adversity"”, liver weight as "EATS specific adversity" and liver histopathology as
"General adversity".

We propose to categorise all these three effects as "General adversity", since they are more
often a sign of systemic toxicity. A remark has been added to the template [* = increase in
liver weight could help interpret decrease in hormone levels, including T3 & T4] referring to
liver weight increase as informative in the context of interpreting changes in hormone
levels.

We discussed with the contractor the need to add to the pick-list in columns Y the new term
"not in OECD150-used to derive NOAEL". The reason for this is that very often effects on
organs not listed in OECD 150 (as spleen, kidney, lung, brain, etc.) were being reported by
selecting in column Y "no relevant effects observed", in column Z "not in list" and then
providing the detailed information of relevant organ in column AB. However, since these
endpoints are often used as a basis of the NOAEL, it was recognised that it may be
necessary to report them. However, after further considerations, we propose not to
introduce the new term "not in OECD150-used to derive NOAEL", but rather simply add to
the pick list for mammalian toxicity new terms referring to endpoints frequently reported for
the 35 pilot substances. The new endpoints in column Z are: spleen-, brain-, lung- and
kidney-weight (by selecting in column Y "organ weight"); spleen-, brain-, lung- and kidney-
histopathology (by selecting in column Y "organ histopathology") and haematological
parameters (by selecting in column Y "in life observation"). These terms will be categorised
under 'general adversity'.
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We found the term 'ED-related adversity' (which corresponds to the 'N' in the GD 150
classification) somewhat misleading, so we have renamed it 'Non-specific adversity (may or
may not be indicative of EATS)'.

As asked by the contractor, add for wildlife studies, the term "no relevant effects observed"
in column Y and "no relevant effect" in column Z.

As asked by the contractor, add in column B the terms "Developmental Neurotoxicity
Study", "Subchronic inhalation" and "Subchronic dermal®.

Update the formula in column AA for the following endpoints in column Z "Luteinizing
Hormone (LH) level" and "Follicle Stimulating Hormone (FSH) level".

We have added a button to the template to replicate the study details from the last study in
the "Data" sheet, to facilitate entering different effects from the same study.

Documents sent to the contractor on 4.08.2015

Version 1.09 of data template [Data Summary template version 1 09 (4-8-15).xIsm]

A MS WORD-file [Description of pick lists in template v1.0_03-08-2015.docx] listing all the
Effect target endpoints (column Z) for each Effect type group (column Y). to facilitate the
collection of the most relevant terms to report a specific endpoint. The WORD document
simply reflects the pick-lists for Effect target and Effect type (columns Y and 2Z).

Updated guidance on how to fill the data template v1.09 [Guidance to the template v.2_04-
08-2015.docx].
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A. Introduction & Objectives

The aim of this report is (a) to describe the methodology followed and (b) to present the
final outcome for the identification of 348 active substances used in Plant Protection
Products (PPPs) as potential Endocrine Disruptors (EDs) under four different Policy
Options (EC, 2014). The methodology applied includes the identification of ED-related
adverse effects and Mode of Action (MoA) as well as the application of the Weight of
Evidence (WoE) approach for the categorization of the substances.

B. Materials & Methods

The method followed was based on the JRC draft methodology provided in May 2015, as
amended and described in chapter 1 supplemented by further WoE considerations as
described, below.

Screened substances and data sources

The “Chemical Inventory” file provided by JRC was the initial tool used for identifying
sources of information to be considered in data population of each substance under the
screening process, as described in chapter 1. The “Chemical Inventory” file originally
provided by JRC included 431 PPPs (Plant Protection Product active substances). Finally,
a total of 348 active substances used in PPPs were screened, following a prioritization by
Commission (EC, 2015). This includes 22 PPP active substances already included in the
pilot phase of the project.

Categorization of substances and WoE approach

A WoE approach was applied in the evaluation of both adverse effects and MoA as
described in the JRC Report of the Endocrine Disrupters Expert Advisory Group (2013).
WoOE approach refers to weighing all available evidence, both positive and negative,
including animal experimental (eco)toxicology studies as well as in vitro data in order to
reach a conclusion. More specifically, in the frame of this screening methodology a
limited WoE analysis was carried out, while applying the decision-tree, in order to find
the right balance between a fast screening of substances (due to time constraints) and
the need to evaluate all available information to a reasonably high standard. Human
epidemiological, (Q)SAR and other in silico data were not considered.

Factors that were identified as important in a WoE approach to ED identification for
either adverse effect or endocrine disrupting MoA include the quality, reliability and
relevance of the individual studies, as well as consistency and reproducibility of reported
effects, the pattern of effects across and within studies, number of species showing the
same or similar effects, time of onset of effects and life stage affected. These factors are
not specific to assessment of endocrine disruption, per se, but relevant for any
toxicological end-point assessment. With respect to reproducibility, it was recognized
that, due to animal welfare reasons, it is often difficult to require repetition of in vivo
vertebrate studies(e.g. multigeneration reproductive toxicity studies in rats).

In the WoE approach only reliable studies were considered, according to the following
points:

e According to Klimisch et al. (1997), a study is reliable without restrictions if it is
generated according to generally valid and/or internationally accepted testing
guidelines (preferably performed according to GLP) or in which the test
parameters documented are based on a specific (national) testing guideline
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(preferably performed according to GLP) or in which all parameters described are
closely related/comparable to a guideline method.

Studies evaluated by EU regulatory bodies (EFSA, BPC/ECHA, RAC/ECHA) and
considered to be reliable and scientifically sound were considered acceptable in
the frame of this project. In this case, the critical effect(s), target organ(s) and
tissue(s) identified, the dose-response relationship(s) and NOAEL(s) and/or
LOAEL(s) for the critical effect(s) were adopted. The relevance for human health
and/or vertebrate wildlife was determined as described below.

"Non-guideline data" (e.g. from academic laboratories) following good scientific
principles in design, conduct and reporting and employing appropriate statistics,
were judged on their scientific merit and not automatically considered of lower
quality to a Test Guideline conducted by a GLP accredited facility. This approach
was adopted to the extent possible in the context of this project for scientific data
available in the open literature, EASIS and TEDX databases. However, due to the
time constraints of this project, the quality of "non-guideline data" could only be
assessed to a limited extent (e.g. the results of poorly presented papers were
given a lower weight of evidence).

The WoE approach has been applied to all studies considered in the context of this
project, in order to achieve a balanced integrated assessment of available data on all
endpoints relevant for endocrine toxicity, taking into account the following concepts:

The nature of the effect (e.g. histopathological change versus organ weight
change; impaired function versus change in hormone levels) (see also point 1
under section B.ii. “"Option 2 & 3").

The coherence of the effect observed at different doses in the same study (dose-
response curve), across different studies or in relation to other effects.

The reproducibility of results across the in vivo repeated dose studies that were
conducted using the same species, route of administration and measure the same
endpoints. For example, organ weight in rat that was measured in both oral
subchronic and oral chronic studies but was only found to change in the
subchronic study, was assigned a low weight of evidence. (see also point 7 and
point 9 under section B.ii. "Option 2 & 3”).

In vivo mechanistic data were considered to provide stronger evidence than in
vitro studies, in the identification of an endocrine-related MoA (see also point 10
under section B.ii. “"Option 2 & 3").

The WoE of in vitro mechanistic data was based on the nature of the measured
endpoints ( data on protein expression e.g. cell proliferation weighed more than
data on gene expression e.g. receptor transactivation) and the strength of the
effect. The latter was assessed considering the relative potency of a compound as
compared to the respective positive control of the study (e.g. the ECsy or ICsg
values). (see also point 10 under section B.ii.” Option 2 & 3”).

MoA data have been used to conclude on the relevance of certain adverse effects
(e.g. data on liver enzyme induction may be useful to conclude on the relevance
of changes in thyroid hormone levels and related adverse effects with respect to
an endocrine mode of action) (see also point 3 under section B.ii. "Option 2 & 3”).
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e The coherence of the pathway from the biochemical/cellular effect to the adverse
outcome in the organ/organisms was considered to the extent possible
considering the current scientific knowledge. Where available, proposed Adverse
Outcome Pathways (AOP) were used (see, for example, point 11 under section
B.ii. "Option 2 & 3").

e In substance characterisation, potency has also been considered in addition to the
aforementioned concepts, as described below under section B.iii "Option 4".

In the context of this screening, several assumptions regarding the
evaluation/assessment of specific effects have been made. These are described in detail
under points 14 and 15 under section B.ii. "Option 2 & 3”, further in the text.

The Categorization scheme of the 348 PPPs according to the four different “options”
proposed in the EC Roadmap (EC, 2014) is illustrated in Figure 2.1 below:

Categorization of substances according to 4
different Options of the ROADMAP
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Figure 2.1. Categorization of substances according to four different “"Options” of the Roadmap.

Details on the steps followed for the categorisation of all substances according to each of
the four “options” are presented below. The WoE approach described above was
employed in all steps.
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i. Option 1

For “Option 1” the interim criteria set out in the Plant Protection Products Regulation

(EC) 1107/2009 (PPPR) and Biocidal Products Regulation (EU) 528/2012 (BPR) were

used to characterize a substance as ED (Fig. 2.2), i.e.:
- substances that are or have to be classified as carcinogenic category 2 and toxic for
reproduction category 2, shall be considered to have endocrine disrupting properties.
-substances such as those that are or have to be classified as toxic for reproduction
category 2 and which have toxic effects on the endocrine organs, may be considered
to have such endocrine disrupting properties. The WoE approach described under
“Option 2 & 3” below was also applied for judging whether the substance exhibited
toxic effects on endocrine organs.

Since classification of a substance as carcinogenic or toxic for reproduction is only

relevant to human health according to the criteria set out in CLP (Regulation (EC)

1272/2008), “Option 1” is not applicable for vertebrate wildlife.

As described in detail in chapter 1, both the harmonised classification (when available)
and the proposed classification (when relevant) have been considered for the
categorization, i.e.:

3. The harmonised classification for the substances (when available), i.e. the
harmonised classification as it has been included in Annex VI of Regulation
(EC) 1272/2008 (CLP Regulation) and obtained from the C&L inventory of
ECHA website (http://echa.europa.eu/web/quest/information-on-chemicals/cl-
inventory-database); the harmonised classification is the outcome of
discussions held at ECHA/ECB level.

4. The proposed classification (when the proposal is more recent than the
decision for the harmonised C&L), i.e. the classification proposal concluded
during the peer review process under Regulation (EC) 1107/2009 (EFSA
Conclusion or DAR/RAR) and/or under Regulation (EU) 528/2012 (ECHA
Assessment Report/CAR).

The final categorization considering the available harmonised and/or proposed
classification for each substance as ED or not (“"Unclassified”) was based on the scheme
shown in Figure 2.2 below:
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Classified as Reproductive Classified as Carcinogen
toxicant Cat. 2 (or Cat. 1)? Cat. 2 (or Cat. 1)?

Toxic to endocrine organ?*!

(mammary gland, accessory sex glands,
“Unclassified” testis, epididymis, penis, cervix, uterus, YES
vagina, hypothalamus, pituitary, thyroid,

adrenals, ovaries, placenta, L.A.B.C)

*effects relevant to human
for the purposes of this project

Figure 2.2. Decision tree, leading to the different ED classifications according to the interim
criteria as stated in the PPPR and the BPR.

Since there were a few substances classified as Repr/Carc Cat 1A/B based on
Harmonised or proposed classification and although the interim criteria refer only to
classification as Repr/Carc Cat 2 for the categorization under “"Option 1”, classification as
Repr/Carc Cat 1A/B was dealt with in the same way as Cat.2

Substances with a harmonised classification available

For substances with a harmonised classification available, a reference is made to the ATP
Inserted / Updated in Annex VI of Regulation (EC) 1272/2008 (CLP Regulation) stating
also the date of the original inclusion; the relevant information have been captured in
column C of the “Evaluation” sheet of the Data Summary template version 1.10 excel
sheet provided by JRC. For these substances and when the interim criteria are not
fulfilled the term “Unclassified” has been used as an outcome.

Substances with no harmonised classification available

For substances with no harmonised classification available, thus not included in Annex VI
of Regulation (EC) 1272/2008 (CLP Regulation), the phrase “Not relevant” has been
entered in column B, when no discussion was made for those substances.

In terms of reporting, the “"Not relevant” in case of the “Harmonised C&L" is interpreted
as “Unclassified*” (Fig. 2.3).
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OPTION 1
Question Answer (Yes/No) Reasoning
CLP-harmonised "carcinogenic NGETEIRaTE No harmonized
category 2" classification available
CLP-harmonised "toxic for A T No harmenized
reproduction category 2" classification available
toxic effects on the endocrine No
organs.
P- | "carci i
2 No EFSA Conclusion (July 2007)
category 2"
CLP-proposal "toxic fo
Ty o No EFSA Conclusion (July 2007)
reproduction category 2"
. *
Evaluation result sased on harmonized Not relevant
Based on proposal Unclassified
* Interpreted as "Unclassified*" in terms of reporting

Figure 2.3. Case of “no harmonised classification available” for use in “Option 1” (“Evaluation”
sheet of the active substance No 244).

Substances with proposed classification available

In cases where the classification proposal in the relevant evaluation report of a PPP or BP
(Biocidal Product active substance) was more recent than the harmonised classification,
the proposed classification has also been used for categorization under “Option 1”. The
source [i.e. EFSA Conclusion/Review Report or DAR/RAR and/or ECHA Assessment
Report/CAR] as well as the date of the assessment have been captured in column C of
the “Evaluation” sheet. Otherwise, the phrase “Not relevant” has been used.
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ii. Option 2 & Option 3

Categorization of the 348 PPPs under “Option 2 & 3” has been performed after
completion of the data population for each substance in the “"Data summary template
version 1 10" excel file.

The general principles of the WoE, used to categorise substances under “Option 2 & 37,
are presented below:

1. Only adverse effects have been captured in the “Evaluation” sheet (e.g. organ
histopathology, impaired fertility). Studies reporting "No relevant effects”, on
measured biological parameters coloured in green in the “Data summary”
sheet, have not been captured in detail in the “Evaluation” sheet but they
have been considered for the WoE during substance evaluation.

2. Effects that were considered to be secondary to general systemic toxicity
rather than ED-related or EATS (Estrogen, Androgen, Thyroid,
Steroidogenesis) specific, as well as developmental and reproductive adverse
effects recorded in dose levels equal and/or higher than the maternal LOAEL,
have not been considered for the evaluation/categorization procedure. These
effects, the respective study IDs as well as the reasoning for non
consideration in the evaluation were captured in cells B5 and C5 of the
“Evaluation” sheet. An example is provided in Figure 2.4.

3. Histopathological findings in rat thyroid and increased thyroid weight in
presence of liver histopathology could be attributed to a specific liver
mediated mechanism which is not considered to be an ED-mediated
mechanism since in the frames of this project enhancement of the metabolism
and excretion of thyroid hormones by the liver has not been considered as an
endocrine MoA. Therefore, such effects have not been considered for the
evaluation since they are not informative to conclude on ED. In that case, the
thyroid effect and the study ID were mentioned in cells B5 and C5, together
with the respective reasoning (Fig. 2.4).
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1

2 |Note: the assessment is made by using the matrix in the "Data Summary" sheet

3
4

Study/ies not used for the
evaluation because the ED
adversity (ED-related and/or
EATS-specific) is a secondary
effect of general-systemic
toxicity.

List Study 1D Matrix

ID:1,6,7,89,10

Reasoning

*Changes in fetal development in rat (visceral and
skeletal minor variations) and decreased fetal weight
are observed at the top dose, in presence of maternal
toxicity [1D: 9].

*Age at preputial separation and decreased litter/pup
weight (rat) are considered by RAC (2014) secondary
effects to maternal toxicity [1D: 8].

*gffects on thyroid weight, thyroid histopathology in
rat [ID: 1, 6] and mouse [ID: 7], as well as thyroid
tumors in male mice [ID: 7] are due to liver enzyme
induction, which is a CAR mediated MoA. (RAC 2014)

This mechanism is not considered to be an ED-
mediated mechanism. Therefore, these effects have
not been considered for the evaluation as not
informative to conclude on ED.

* Decreased fetal weight (rabbit) [ID: 10] at maternal
toxic dose

Figure 2.4. Example of effects not used for the evaluation due to occurrence at maternally toxic
doses or due to the absence of ED-mediated mechanism of the observed thyroid effects.

For vertebrate wildlife evaluation, only the adverse effects that are considered
to be population relevant have been taken into account for the categorization.
Considering studies in mammals, these effects include (but are not limited to)
the following: effects on reproductive organs (ovaries, testis, etc.),
developmental effects (litter size, litter weight, sex ratio, teratological effects,
etc.), reproductive effects (abortions, pre- and post-implantation losses,
gestation length, embryo/fetal viability etc.), effects on survival, sexual
maturity, etc. As regards the thyroid effects observed in mammalian studies
and since it is scientifically accepted that the thyroid dysfunction can
adversely affect reproduction and development, for the purpose of this
project, the thyroid effects are considered to be population relevant only when
they are accompanied by reproductive/developmental effects in the same
species.

In case of substances showing reproductive and/or developmental adverse
effects but not classified as “Repr. Cat. 2 or 1B or 1A” (see CLP, EC Regulation
1272/2008), these effects have been considered in most cases to be
secondary to maternal toxicity and have therefore not been used in the
evaluation/categorization procedure. However, there were cases of adverse
effects on pup/foetus (e.g. resorptions, reduced pup/foetal viability or total
litter loss) which have not been disregarded, although not considered
adequate for classification, since a causal link with maternal toxicity was not
proved (based on what was concluded in the available regulatory documents).
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When the same adverse effects were observed in different studies both in the
absence and presence of maternal toxicity they have been considered relevant
independently of maternal toxicity e.g. substance No 240.

In addition, histopathological/reproductive effects such as testicular atrophy
or degeneration and small and flaccid testis in mice, testicular atrophy and
suppression of spermatogenesis in rats that might be related to an endocrine
mode of action have been considered as positive evidence in the “Evaluation”
sheet, although not considered adequate evidence for classification as
reproductive toxicant.

6. In case of substances showing reproductive and/or developmental adverse
effects and classified as “Repr. Cat. 2 or 1B or 1A”, effects have been used in
the evaluation procedure even if they have been observed in the presence of
maternal toxicity. (e.g No. 230 and 14). This was because a priority is given,
as part of the WoE approach, to the outcome of EU official regulatory bodies
(EFSA, RAC, BPC) on a specific endpoint which is in line with the criteria set
out in the CLP Regulation. According to these criteria, a substance is classified
as toxic for reproduction, only when the reproductive/developmental adverse
effects are considered not to be a secondary non-specific consequence of
maternal/parental toxicity.

7. When the same adverse effect was observed only in short term studies (e.g.
13-week) and not in any of the available chronic studies (e.g. 52-week or
104-week) conducted in the same species, using the same route of
administration and relevant doses, this effect has been disregarded or at least
considered as weak evidence. In other words, these effects have not been
considered reproducible and this was clearly mentioned in the “Evaluation”
sheet e.g. “This effect appears only in a short-term study and not in longer
duration studies, so it is disregarded due to low weight of evidence (Fig. 2.5).
It should be noted that this applies to endpoints measured in both short term
and long term studies.
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OPTION 2 &3

Mammalian

Question Answer (Yes/No) Reasoning

Increased adrenals weight (dog) [ID: 4]
Adrenals histopathology: slight

Is there evidence of adversity that hypertrophy/hyperplasia (dog) [ID: 4]

may or may not be caused by an ED

gelatert effectinan intact organtsny These effects appear only in one 90-day study in

dog [ID: 4] and not in the respective 1-year study
NO and not in another species. Due to low weight of
evidence they are disregarded. Furthermore,

or its progeny, orina
(sub)population? ifyes, please indicatein

the reasoning, each adverse effect and the

corresponding "Study iD Matrix". ifno, in the

regsoning, please explain ifthe no is due to effects in adrenals without other endpoints
lack of data or because no effects were related to ED MoA cannot provide information on
reported in g particuiar study/fies (aiways
3 ~ ED MoA.

report "Study ID Matrix")

Is there evidence of Adversity — EATS

specific in an intact organism, or its
Jprogeny, or in a (sub)population? if

ves, please indicate in the reasoning, each Thyroid histopathology: diffuse follicular cell
specific advserse effect and the YES hypertrophy [ID: 5 (dog)]; follicular cell

corresponding "Study ID Matrix". If no, in the h .
% c yperplasia: [ID: 8 (mouse)]

reasoning, please explain ifthe no isdue to

(ack of data or because no effects were
5

Is there evidence of in vivo
Imechanistic and/or in vivo hormone
levels information? ifyes, piease indicate NO No in vivo mechanistic data
in the reasoning, each in vivo mechanistic
effect and the corresponding “Study ID

Is there evidence of in vitro
mechanistic information? ifyes, please

Eo 2 : S NO No relevant effects
ingdicatein the regsoning, eachin vitro

mechanistic effect and the corresponding

"Crudv ID Matreiv” ifnn in the reacaninn

Is there evidence of a plausible link
Jbetween in vitro/in vivo mechanistic

e formation and the obsérved EATS: o No plausible link due to absence of mechanistic
Ispecific/ED-related adversity? ifyes, data

plegse indicate in the reasoning, the link

hetween in vitra/in wive mechanistir

Path 3a of the decision tree Catll

Figure 2.5. "Option 2 & 3” of human health assessment of the substance No 179. The non specific
adverse effects (may or may not be ED- related) were disregarded due to low weight of evidence.

8. During the evaluation procedure, tumours in endocrine organs were
considered as “EATS specific adversity” to be consistent with the
consideration of histopathological findings in the same organs. This approach
overrides the general approach of classifying tumours as “Non-specific
adversity (may or may not be indicative of EATS)"” in the "Data summary
template” (see Fig. 2.6), by considering them as EATS specific when occurring
in an endocrine organ.
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Effect type Y. Effect target X Effect classification ¥ Effect description Y. Effect determination  ~ Effect direction ~
Organ histopathology Thyroid histopathology EATS specific adversity follicular cell hyperplasia Change
Non-specific adversity (may or
Abnormalities Tumour types it ty(may thyroid tumors Increase

may not be indicative of EATS)

Figure 2.6. Inconsistency between 'Effect classification' of histopathological findings in thyroid
and thyroid tumours.

9. In cases where the only relevant adverse effects were observed in a unique
study in one species and there was no study of longer duration with the same
species available (e.g. 2-year rat or 52-week dog study) or no other study of
the same type of investigation (e.g. a unique multigenerational reproductive
study in rat), these effects could not be disregarded in the framework of this
project, where in case of limited evidence a worst case approach is generally
followed. In the case of substance No 255 (Fig. 2.7), the substance was
classified as Cat II based on increased anogenital distance derived from a
two-generation study in rat. No other ED-related/ EATS-specific adverse
effects or mechanistic data were reported. Other examples: Substance No 25.
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OPTION 2 &3

Question

Is there evidence of Adversity — ED
related in an intact organism, or its
progeny, or in 3 (sub)population? #
s, plagns fdinate @ #he paasoning.
Bach ED-ralatad adimarss affact and
he somesponding "Suede 0 Mamic " ¥
A, &1 e paasonig. plagss axplan &
13 A0 i s 20 Lack of Aat3 orbevawss
0 Sfacts 14ona Ao 3 paniwan
stwedinlies {ahvaus rapont St i
l":‘L?(J'.\“‘/‘:')

Is there evidence of Adversity — EATS
specific in an intact organism, or its
progeny, or in a (sub)population? #

s, plkaa:
azch
somesponding Sy T Mawi " Fao.
1 8 pagsoning. plaass axplain dthe

2303 17 81 ARSI,
p?

A0 &5 s do lack of dats orbecawss no
Sty \ens paootad 1 3 paricwian
stvednlios fatvaus rapont St idT
Maene'F

Is there evidence of in vivo
mechanistic and/or in vivo hormone
levels information? #ues. plagse
udinate i #he paavoning. Sach i o
mechanisiie sffact andthe
somesponding Sy T Mawi " Fao.
e paasoning. plagse axplain Fthe
0 &5 e 2 faok of daes o bevawns o
Is there evidence of in vitro
mechanistic information? #ues.
olagne indinate i the ragsoning. oach
1 sadvo meachaniic sifect and'the
vomesponding Sy iTMaic " Koo,
1 8he paasonig. plaass axolain fihe
Is there evidence of a plausible link
between in vitro/in vivo mechanistic
information and the observed EATS-
specific/ED-related adversity? #was.
olazna indicats i the aagsoning. e
find Hetmeaan @1 winondin ke machani:

idaem atian and tha nhnaraa arfiaanaive

Mammalian

Answer Yes/No)

Yes

No

path 3a of the decisison tree

Reasoning

No relevant effects reported

Increased Ano-Genital distance
noted [rat, ID: 8] (EFSA conclusion
(2013): could be interpreted as
potential endocrine effect occuring
at high doses).

Testis weight [mouse, 1D:2] -
mentioned as target organ in the
LoEPs (EFSA Conclusion). However,
no similar effect is noted in the

longer duation study in mouse and
thus considered as low evidence.

No data

No data

Not relevant

Catll

Ecotox

Answer (Yes/No)

No

path 3z of the decisizon tree

Address same questions as for mammalian, including
population relevant mammalian data plus data for
fish, bird and amphibians studies

Reasoning

No relevant effects reported

Mammalian:

Increased Ano-Genital distance noted [rat, ID:
8] (EFSA conclusion (2013): could be
interpreted as potential endocrine effect
occuring at high doses). Histopathological
effects on thyroid [rat, ID: 1, 6, 8], Increased
thyroid weight [rat, ID: 8]

Testis weight [mouse, 1D:2] - mentioned as
target organ in the LoEPs (EFSA Conclusion).
However, no similar effect is noted in the
longer duation study in mouse and thus
considered as low evidence.

No data

No data

Not relevant

Catll

Figure 2.7. Evaluation of substance No 255 under “Option 2 & 3" as Cat II based on one EATS-
specific adverse effect.

10. The weight of evidence approach applied for the observed adversity was also

applied for the available in vitro/in vivo mechanistic data. If an effect was
observed only in one mechanistic study, but it was the only mechanistic study
available, then it could not be disregarded in the framework of this project,
where in case of limited evidence a worst case approach is generally followed.
In the case for example of substance No 106 high potency antagonistic
activity through ER alpha and ER beta could not be disregarded, since they
were the only estrogen receptor antagonistic assays available. If there were
more than one in vivo or in vitro mechanistic effects reported but with
different effect direction (e.g. Increase/Decrease), then they were considered
equivocal and were not used in the evaluation process. For the in vitro
mechanistic ToxCast data (ToxCast data_for ED IA_05-08-2015" file), the
following interpretation was given to the respective color coding in terms of
potency:

red colour: high potency

orange colour: medium to high potency
yellow colour: medium potency

light green colour: low to medium potency
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11.

"Study ID Matrix")

Is there evidence of in vitro
mechanistic information? ifyes, o

indicate in the reasoning, each in vitro

mechanistic effect and the comresponding

"Study ID Matrix". [f no, in the reasoning, please No inactive in all ToxCast "Study ID Matrix". If no, in the reasoning, please
explain if the no is due to lock of dota or assays [ID: 21-3 D] explain if the no is due to lack of dota or
becouse no gffects were reported in o particular because no effects were reported in a particular
study/fies (olways report "Study ID Matrix") study/ies (always report "Study 1D Matrix")
lIs there evidence of a nlausible link |ls there evidence of a plausible link

green colour: low potency

The potency of the available in vitro mechanistic data was taken into
consideration for the evaluation/categorization procedure and for the
possibility to establish a plausible link between them and the adverse effects
observed (e.g. in case the only in vitro mechanistic data available was a
signal of low potency in an agonist assay, then this information would be
disregarded or at least considered as weak evidence for a plausible link).

In the frame of this project, although in the “Evaluation” sheet a distinction
was made between negative results (no effects observed) and lack of data
e.g. no effects on androgen receptor or no data on androgen receptor, the
outcome was the same i.e. "No” in the respective question in Column D “Is
there evidence of in vitro mechanistic information?” in the “Evaluation” sheet

(Fig. 2.8).

"Study 1D Matrix")

Is there evidence of in vitro
lease mechanistic information? |fyes, please

indicate in the re ning, each in it
The compound was ndicate in the reasoning, each in viero

mechanistic effect and the corresponding

Figure 2.8. Lack of data or negative results produce the same outcome during evaluation of a

substance.

12.

Vi.

It should be noted that, where possible, a plausible link was established
between the available mechanistic data and the adverse effects
observedbased on the proposed Adverse Outcome Pathways (AOPs) in the
OECD AOP Knowledge Base i.e.:

Androgen receptor agonism leading to reproductive dysfunction (e.g.
substance No 46, substance No 132)

Aromatase inhibition leading to reproductive dysfunction (in fish)

Estrogen receptor antagonism leading to reproductive dysfunction (e.g.
substance No 46, substance No 132, substance No 216, substance No 106,

substance No 336)

PPARa activation leading to impaired fertility upon utero exposure in
rodent males

PPARYy activation leading to impaired fertility in adult female rodents

Xenobiotic Induced Inhibition of Thyroperoxidase and Subsequent Adverse
Neurodevelopmental Outcomes in Mammals
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In case a plausible link was established according to a specific AOP this AOP
was referenced in cell F14 of the “Evaluation” sheet.

13. In other cases, a plausible link was established only in the presence of a
certain correlation between the available mechanistic data and the adverse
effects observed.The EDSP conclusion for PPPs that are included in the EDSP
Weight of Evidence list (i.e. tebuconazole, imidacloprid, abamectin, bifenthrin,
pyriproxyfen, folpet, 2-phenylphenol, glyphosate, malathion, captan,
methomyl, benfluralin, metribuzin, oxamyl, dimethoate, esfenvalerate,
flutolanil, phosmet, myclobutanil, 2,4-D, propiconazole, cypermethrin,
chlorothalonil, chlorpyriphos, linuron, iprodione, metalaxyl, beta-cyfluthrin,
ethoprophos and propyzamide) was also taken into consideration for the
overall assessment of the compound. The EDSP conclusion is mentioned in
cell B7 of the “Data” sheet of the template e.g. “the conclusion of the EPA
WoE evaluation is that substance X demonstrates no convincing evidence of
potential interaction with the estrogen, androgen or thyroid pathways” (Fig.
2.9). JRC, at a later stage, will add in the “"Data” sheet of the aforementioned
compounds, all the individual studies included in the EDSP WoE evaluation.

Compound: ... .|
CAS: I

CLP (harmonized): Acute Tox. 4 - H302

CLPOO Skin Sens. 1- H317

Eye Dam. 1-H318
STOT SE 3 - H335
Aquatic Chronic 3 - H412
CLP (proposed): EFSA
Acute Tox. 4 - H302
Eye Dam. 1- H318
STOT SE 3 - H335 (respiratory irritant)
EUHO66
Aquatic Chronic 3 - H412
Co-RAP (concern - justification):
Reason for inclusion on the SIN List: not relevant
Other information/comments I ' = conclusion of the EPA WoE evaluation is that [
demonstrates no convincing evidence of potential interaction with the estrogen,
androgen or thyroid pathways.

Figure 2.9. EDSP weight of evidence for substance No 264 reported in the ™“Other
information/comments” (cell B7) of the “"Data summary template version 1 10” excel file.

14. In cases where more than one Path was involved in the categorization of a
substance this was clearly indicated in the “Evaluation”. For example, if both
in vivo and in vitro mechanistic data can be used to establish a plausible link
with the adverse effects reported, Paths 2a/2b of the decision tree may be
followed at the same time (e.g. substance No 2, substance No 52, substance
No 68, substance No 87, substance No 196, substance No 258, substance No
304, substance No 335, substance No 379, substance No 403).

15. A rather restrictive approach has been followed for the evaluation of adrenal
effects. Adrenal gland weight and the morphology of the adrenal cortex are
often altered in response to subacute and chronic stress. These alterations
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include increases in adrenal weight and hypertrophy of the cortex. In toxicity
studies where there is an increase in adrenal gland weights, it is important to
differentiate adrenal gland hypertrophy (due to stress) from degenerative
changes of the adrenal cortex that are often characterized by cellular
hypertrophy and vacuolation due to disruption of steroidogenesis (Everds et
al., 2013). Therefore, particular emphasis was given to degenerative effects
on adrenal gland, whilst changes in adrenal weights were disregarded or at
least considered of low weight of evidence. Moreover, effects in adrenal gland
observed in the absence of other effects on endocrine organs or at high dose
levels accompanied by generalized toxicity were in most cases disregarded in
the evaluation (Fig. 2.5).

16. The organ weight values were reported, if available, as both absolute weights
and relative weights (organ-to-body-weight ratios). However, only absolute
testis weight was used for the evaluation since testis weight, like brain weight,
is normally conserved despite body weight loss (Holson et al., 2011). Also, the
evaluation was based on the principle that organ-to-body weight ratio is
predictive for evaluating liver and thyroid gland weights, and organ-to-brain
weight ratio is predictive for evaluating ovary and adrenal gland weights
(Bailey et al., 2004).

17. Finally, all substances classified as Cat I under “Option 3" are classified as EDs
under “Option 2”. Cat II and Cat III substances under “Option 3” are classified
as “Unclassified” under “Option 2".

iii. Option 4

According to “Option 4" of the Roadmap (EC, 2014), the WHO/IPCS definition was
applied to identify endocrine disruptors while potency was used as an element of hazard
characterization.

Potency depends on the endpoint, but also on the dose, on the duration and timing of
exposure!®, For categorizing a substance under “Option 4”, a trigger value as cut-off
value was used. Potency-based STOT-RE Cat. 1 trigger values (from CLP) were proposed
by JRC as cut-off criteria for endocrine disrupters of regulatory concern. The following
decision tree (Fig. 2.10) is proposed by JRC for all substances indicated as ED (Cat I

only).

1%EFSA Scientific Committee; Scientific Opinion on the hazard assessment of endocrine disruptors:
scientific criteria for identification of endocrine disruptors and appropriateness of existing test
methods for assessing effects mediated by these substances on human health and the
environment. EFSA Journal 2013; 11(3):3132. [84 pp.] doi: 10.2903/j.efsa.2013.3132. Available
online: www.efsa.europa.eu/efsajournal
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Yes Yes

ED und ion 27 Are effects produced at dose ED with effect level at or
DAL equal to or below cut-off? below cut-off
Ne Mo

e | € | ED with effect level higher
[ Undas-ified than the cut-off. J

Figure 2.10. Decision tree, leading to the different ED classifications according to “Option 4”.

Table 2.1. Guidance values for STOT-RE Cat I for sub-chronic and other medium-term studies.

Oral (rat) 10 mg/kg bw/day
Dermal (rat or rabbit) 20 mg/kg bw/day
Inhalation (rat) gas 50 ppmV/6h/day
Inhalation (rat) vapour 0.2 mg/l/6h/day
Inhalation (rat) (dust/mist/fume) 0.02 mg/l/6h/day

It is noted that the guidance values presented in Table 2.1 refer to effects seen in a
standard 90-day toxicity study in rats. They were used as a basis to extrapolate
equivalent guidance values for toxicity studies of longer or shorter duration. In
particular, dose/exposure time extrapolation was conducted by using an approach similar
to Haber’s rule for inhalation, which states essentially that the effective dose is directly
proportional to the exposure concentration and the duration of exposure.

Overall, the assessment was done on a case-by-case basis: e.g. for a 28-day study the
guidance values reported in Table 2.1 are increased by a factor of three; for a 2-year
study, the guidance values are decreased by a factor of eight. Based on the approach
followed by the RAC, the same guidance values for rat, mouse and dog studies have
been used (RAC Opinion ECHA/RAC/CLH-0-0000002970-73-01/F, September 2012).

Having used such extrapolations, substances categorized as ED under “Option 2" or Cat
1 under “Option 3” on the basis of mammalian evaluation remained classified as EDs for
human health under “Option 4" if the effect used for the plausible link was observed at
dose levels at or below the adjusted potency cut-off value (Fig. 2.11) or characterized
as “Unclassified” if the effect used for the plausible link was observed at dose levels
above the adjusted potency cut-off value (Fig. 2.12).

For vertebrate wildlife evaluation and based on what has been agreed with JRC,
substances categorized as ED under “Option 2” or Cat 1 under “Option 3” on basis of
vertebrate wildlife other than mammalian data (avian, fish, amphibians), were classified
as ED under “Option 4” by applying a virtual very high potency cut-off value (Fig. 2.12).
If the plausible link was established on the basis of mammalian data only, then the same
cut-off values as in human health assessment were also used under “Option 4” for
vertebrate wildlife (Fig. 2.11).
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

OPTION 283 OPTION 4
‘Address same questions as for
mammalian, including
. lati {{ 14
Mammalian Ecotox popuanan reevan
mammalian data plus datafor
fish, bird and amphibians
studies
Question Answer [Yes/Ho) Reasoning Answer [Yes/No) Reasoning Question Answer [Yes/Ho) Reasoning
Is there evidence of a plausible link & most sensitive endpoint is the
in vitro/in vi st following
between in vitro/in vivo mechanistic The available in vivo The available in vivo Decreasod FSH, LH and testosterone
information and the observed EATS- mechanistic data [i.e mechanistic data [i.e levele. testic histonatholos
specific/ED-related adversity? #ues, decreased FSH, LH and decreased FSH, LH and fndings demase; - Erm“r‘:‘umw
e oAt 1 the eI e testosterone levels) are testosterone levels) are  |in case the substance is 8= P :
ik Dot 2R i1 e Whes MACh I - B - B and sperm numbers levels ID: 43 (27
i st oibear e s in concerdance with the in concordance with the  |an ED (Cat 1), are the gk b/ day, 4 weeks, rat)
et ED-aiatad andior EAT5- observed adverse effects observed adverse effects [endocrine-related =rs v -

N . YES - YES - YES Guidance value for STOT -RECat 1
spaciind Ao eqplai Fitens i on male repreductive on male repreductive adverse effects produced for oral administration in rat i= 10
concondance flebistbgleat system [e.g. decreased system (e decreased  [atadose atorbelow a
gensandancalbstivaan machanici: t:st'\s wLEi:h testis t:st'\s wLEi:h testis relevant guidance value ? me/kg b/ day for siandard $0-day
and adiennivinformaion fno. a1 the N S N S = : toxicity study. The extrapolated
g Sleass Syisi fthe Ao i histopathology findings, histopathology findings, guidance value for 4 weeks study is
s 10 ok o ata v becasse no decreased sperm motility decreased sperm motility 3235 (- 10/0.31). Theretore num:nte
e wens paponad i 3 pariolan and sperm numbers, etc) and sperm numbers, etc} ! - =
steadfalins fafvas napor Seardd value > most sensitive endpoint.
Matwic'y

Human Ecotox
Fath 23 of the decision tree CATI Path 23 of the decision tree CATI ED ED

Figure 2.11. Classification of substance No 65 under “Option 4” for human health and vertebrate
wildlife. For vertebrate wildlife, the substance is classified as ED and the plausible link is
established on basis of mammalian data alone, by applying the same cut-off value as for human
health assessment.

OPTION 2 &3 OPTION 4
Address same questions as for mammalian, including
Mammalian Ecotox population relevant mammalian data plus data for
fish, bird and amphibians studies
Question Answer (Yes/No) Reasoning Answer (Yes/No) Reasoning Question Answer (Yes/No) Reasoning

Is there evidence of a plausible link

between in vitro/in vivo mechanistic

information and the observed EATS-

specific/ED-
le

In case the substance is
an ED (Cat 1), are the
endocrine-related

Decreased fecundity in fish could be atributted to

. . aromatase inhibition as exhibited by decreased
No plausible link y N R " .
No . Yes Vitellogenin (VTG) levels in female fish and by in

could be established X " Jonen
vitro studies. (AOP 25: aromatase inhibition

leading to reproductive dysfunction in fish)

Not applicabl
adverse effects produced 0L (PP ICO0E

ata dose at or below a
relevant guidance value ?

no effects were
Iways report

Human Ecotox

Path 3b of the decision tree CATII Path 2a & 2b of the decision tree Unclassified ED

Figure 2.12. Classification of substance No 20 under “Option 4” for human health and vertebrate
wildlife. For vertebrate wildlife, the substance is classified automatically as ED since the plausible
link is established on basis of vertebrate wildlife data only (and guidance values are relevant for
mammalian data only).
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

C. Case studies

Below are presented some representative substances that are considered of particular
interest and are noteworthy.

i Substance No 87

The substance No 87 proved to function as an endocrine disruptor as it affects
steroidogenesis by inhibiting aromatase activity. As a result, hormonal alteration leads to
reproductive dysfunction and changes in foetal development in mammals. Moreover, the
substance affected the sex ratio in fish, which is considered self-diagnostic of ED. Taking
into consideration the whole toxicological profile of Substance No 87, it was categorized
as ED (Cat I) under “Option 2 & 3” and under “Option 4” on basis of both mammalian
and wildlife data (Fig. 2.13-16).

Compound: —
CAS: [———1I

Carc. 2, H351
CLP (harmonized): CLPOO/ATPOS Repr. 18; H360Df

Aquatic Chronic 2; H411

Not relevant
I (EFSA Conclusion older than CLP harmonized)
Co-RAP (concern - justification): Not relevant
Reason for inclusion in the SIN List: Not relevant

EFSA Conclusion 2008: Overall, the results from the new in vitro studies and
the new developmental study in rats confirm that I NNEIIGNGEE > <
endocrine disrupting properties and added that already in previous studies
on - occurrence of impaired reproductive/developmental
parameters had been attributed to the interference of the substance with
hormonal substances.
RAC Opinion 20112: For post implantation losses and late resorptions, taking
Other information/comments into account the similar effect seen in rats and for another | (I
in non-human primates, the common mode of action to all test species, as
well as the relevance to humans, a classification as Repr. 1B (CLP) is
proposed for this effect. The presence of cleft palates in the rat foetuses in
the presence or absence of overt maternal toxicity, the presence of skeletal
findings in guinea pigs (e.g. fusion of thoracic centrum and arch) in the
absence of a clear mechanism of action explaining the induction of
anomalies, all support classification as Repr. 18 (CLP).

Figure 2.13. Main information captured in the Data summary template version 1.10 about the
substance No 87.
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OPTION 28&3

Question

Is there evidence of adversity that may
or may not be caused by an ED related

effect in an intact organism, or its
progeny, or in a (sub)population? #wes.
olagss fudizads 7 e pagsoning. 8ach
ks affact and the comesponding
"Stvad A0 Matnie " #no. i1 ¥ pazsoning.
ohazsne aolamn #the no i oes 2o lack of
283 or bewawss no afacts a2 raoonad
i3 paniclar steadulies falvaus raooe
"Sdvadi 7 Mateie 7

Is there evidence of Adversity — EATS
specific in an intact organism, or its
progeny, or in a (sub)population? #uss.
oz fdizate @7 8 neasonig. Saoh
speoiis adieens affect and'he
comssponding Shade iTMami" Ko, i
H pagsoning. plagss sxolan e no i
ota 20 Laod oF 383 or bocawse no affecis
142303 AR 17 3 Danicaiar stdialies
Is there evidence of in vivo mechanistic
and/or in vivo hormone levels
information? #uwes. plagns fdizass i the
PAISOANT. BICH 7 sk meshandii affect
Is there evidence of in vitro mechanistic
information? #ues. plagss indivass i the
PAITONNT. 2ICh i s mechandis afact
3 the comesponding "Steade 0 Maie T ¥
A9, &7 88 pagsonig. plaass syolan e
A0 £ ons 20 Lok of Hada or bevawss no

e mbmismam omem et od e - ot o

Is there evidence of a plausible link
between in vitro/in vivo mechanistic
information and the observed EATS-
specific/ED-related adversity? #uas.
plaga fdicats @7 the raasoning. the fné
Hatneaan 7 sdeonin i mechanse
formanion and the vbsaned ey
{Both EG-palatad andior £E4 TS-spacdicd

Mammalian
Answer (Yes/No)

YES

YES

YES

YES

YES

Path 23/2bofthe
decision tree

Reasoning

*Dystocia (rat) [ID: 11, 25]

*Decreased fertility (rat) [ID: 11]

*Increased gestation length (rat) [ID: 11, 25]

*Decreased lactation index (rat) [ID: 11]

*Decreased litter/pup weight (rat) [ID: 11]

*Decreased number of live births (rat) [ID: 11]

*Increased time to mating (rat) [ID: 11]

*Vaginal haemorrhage (rat) [ID: 11]

*Post implantation loss [ID: 16 (rabbit); ID: 12, 14a, 14b, 25, 26 (rat)]
*Resorptions [ID: 16 (rabbit); ID: 12, 143, 14b, 26 (rat)]

*Qvarian theca granulosa cell tumours (rat) [ID: 9]

*Adrenal gland cortex tumours (rat) [ID: 9]

*Changes in fetal development: skeletal variations (rudimentary cervical and/or accessory
14th ribs); cleft palate; absent or small tuberositas deltoidea (rat) [ID: 12, 15, 14a]
*Increased placental weight (rat) [ID: 12, 15, 14a, 14b]

*Decreased fetal weight (rat) [ID: 25]; Increased fetal weight (rat) [ID: 26]
*Decreased number of live births (rat) [ID: 25]

*Pup mortality (rat) [ID: 25]

*Decreased number of live fetuses (rat) [ID: 14a, 14b]

*Decreased adrenals weight (rat) [ID: 11]: This effect is disregarded since it is not
reproduced in longer duration studies.

*Increased anogenital distance in rat: observed in fetuses of both sexes and in newborn
female but not male offsprings [ID: 25]

*Increased estrus cyclicity (rat) [ID: 18c, 18d]

*Qvary histopathology: deposistion of amyloid (mouse) [ID: 10b]

*Qvary histopathology: ovarian cysts (rat) [ID: 8, 9]

*Testis histopathology: deposition of amyloid (mouse) [ID: 10a]

*Decreased estradiol levels (rat) [ID: 26, 143, 14b, 18c]
*Increased FSH levels (rat) [ID: 18a, 18c]
*Increased testosterone levels (rat) [ID: 25, 26]

*High inhibition of aromatase activity [ID: 19a (rat granulosa cells)]
*Low inhibition of aromatase activity [ID: 19f (human granulosa cells)]
*Inhibition of aromatase activity [ID: 20b (human granulosa cells)]
*Inhibition of aromatase activity [ID: 20a (rat granulosa cells)]
*Inhibition of aromatase activity [ID: 19d (pig luteal cells)]

Decreased estradiol levels accompanied by increased testosterone levels indicate an
inhibition of aromatase activity, as indicated by all the available in vitro studies. This
alteration of steroidogenesis may be responsible for the adverse effects observed i.e.

increased anogenital distace in females, increased estrus cyclicity, increased time to mating,
decreased fertility and increased fetal weight (an increased fetal weight might be related to

the up-regulated levels of testosterone observed in the dams; [ NN -

Catl

Figure 2.14. Categorization of the substance No 87 under “Option 2 & 3” on basis of mammalian

data.
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to different options in the context of an Impact Assessment

Question

Is there evidence of adversity
that may or may not be caused
by an ED related effectin an
intact organism, of its progeny.
or in a [sublpopulation? # s
Dleare ndleate I the rezroning, sach aderss
affect and the corresponding Stedy i
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dhe wo b5 Qe do fack of @iz or bocause Re
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Sraps ropord "Wl 10 Alsiris
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EATS specific in an intact
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oot and dhe corresponding ey IF
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Ecotox
Answer [YesiNo)

YES

YES

YES

YES

YES

Fath 2af2b of the decision tree

Address same questions as for mammalian, including population relevant mammalian data plus data for
fish, bird and amphibians studies
Reasoning
Mammalian
"Dy stocia [rat) [1I0: 11, 25]
“Decreased Fertility [rat] [10: 11]
“Increased gestation lemgth (rat] [1D: 11, 25]
“Decreased lactation index [rat] [ID: 11]
"Decreased litterfpup weight [rat] [10: 11]
“Decreased number of live births [rat) [1D: 11]
“Increased time to mating [rat] [ID: 11]
“¥aginal haemorrhage [rat] [ID: 11]
“Fost implantation loss [10: 16 [rabbit]; 10: 12, 14a, 14b, 2%, 26 [rat]]
"Resorptions [10: 16 [rabbit); 1D: 12, 14a, 14b, 26 [rat]]
“Ovarian theca granulosa cell tumours [rax] [10: 9]
“Adrenal gland cortex tumours [rat) [ID: 9]
“"Changes in fetal development: skeletal variations [rudimentary cervical andlor accessory 14th ribs];
cleft palate; absent or small tuberositas deltoidea [rat) [ID: 12, 15, 14a]
“Increased placental weight [rat] [ID: 12, 15, 14a, 14b]
“Decreased Fetal weight [rat] [ID: 25); Increased Fetal weight [rat) [1D: 26]
“Decreased number of live births [rat) [10: 25]
“Pup mortality [rat] [10: 25]
“Decreased number of live fetuses [rat) [1D: 14a, 14b]
"Decreased adrenals weight [rat] [I0: 11 This effect is disregarded since it is not reproduced in longer duration studies.
Ecotog
“Decreased length [Fimephales promelas] [1D: 22]
“Decreased survival of embryos during the first dags until hateh [Danio rerio] [10: 21]
“Increased time to maturity [time to first spawn] [Danio rerio) [ID: 23a]
“Decreased fecundity [Danio rerio] [ID: 21]
Mammalian
“Increased anogenital distance in rat: observed in fetuses of both sexes and in newborn female
but not male offsprings [ID: 25]
“Increased estrus cyclicity [rat) [ID: 18c, 18d]
“Ovary histopathology: deposistion of amyloid [mouse] [I0: 10b]
“Ovary histopathology: ovarian cysts [rat] [I0: 8, 3]
"Testis histopathology: deposition of amyloid [mouse) [1D: 10a]
Ecotox
“Sex ratio [reduced < females) [ID: [21). 23a. 23b. 23c]
"Testis histopathology: reduced number of germ cells and spermatids present in the testicular
tubules [Coturnix coturnix japonica) [I0: 24]
Mammalian
"Decreased estradiol levels [rat] [ID: 26. 14a. 14b, 18c]
“Increased F5H levels (rax] [10: 18a. 18cl]
“Increased testosterone levels [rat] [I0: 25, 261

Ecotox

"Decreased vitellogenin [WTG]) in females [Danio rerio] [ID: 23c]

"High inhibition of aromatase activity [ID: 13a [rat granulosa cells]]
“Low inhibition of aromatase activity [ID: 13F (human granulosa cells]]
“Inhibition of aromatase activity [ID: 20b [human granulosa cells])]
“Inhibition of aromatase activity [ID: 20a (rat granulosa cells]]
“Inhibition of aromatase activity [ID: 19d [pig luteal cells)]

Decreased estradiol levels accompanied by increased testosterone levels indicate an inhibition
of aromatase activity, as indicated by all the available in vitro studies. This alteration of
steroidogenesis may be responsible for the adverse effects observed i.e. increased anogenital
distace in females, increased estrus cyclicity, increased time to mating, decreased Fertility and
increased fetal weight [an increased fetal weight might be related to the up-regulated levels of
testosterone observed in the dams:_].

In addition. the ecotox studies demonstrated altered sex ratio in fish i.e. decreased % females

w hich is self-diagnostic of ED. This is further demonstrated by decreased VTG in females
resulting from aromatase inhibition. as indicated by all the available in vitro studies.

Cat|

Figure 2.15. Categorization of the substance No 87 under “Option 2 & 3” on basis of vertebrate

wildlife data.
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OPTION 4

Question Answer (Yes/No) Reasoning
In case the substance is The effect doses of the
an ED (Cat 1), are the adverse effects used for
endocrine-related VES the plausible link are
adverse effects produced below the adjusted
at a dose atorbelowa guidance value of 10
relevant guidance value ? mg/kg bw/day.

Human Ecotox

ED ED

Figure 2.16. Categorization of the substance No 87 under “Option 4”. Categorization under
“Option 4” for vertebrate wildlife was based on mammalian data only.

ii. Substance No 403

The substance No 403 proved to function as an endocrine disruptor as it interacts with
the thyroid pathway. Taking into consideration the whole toxicological profile of
substance No 383, it was categorized as ED (Cat I) under “Option 2 & 3” and under
“Option 4” (Fig. 2.17-18).

A B © D

1 Compound: _
2 cas: [ ]

C&L (harmonized): Skin Sens. 1 - H317

ATP Inserted: CLPOO/ATPO1 Repr. 2 - H361d***
3 Aquatic Acute 1 - H400

C&L (proposed): Not relevant DAR older than

harmonised C&L

4
5 |Co-RAP (concern - justification): Not relevant
6 |Reason for inclusion on the SIN List: Not relevant

Other information/comments: _was considered irrelevant - investigation of neurodegenerative effects
; of I on C. elegans.

Figure 2.17. Main information captured in the Data summary template version 1.10 about the
substance No 403.
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

OPTION 2 & 3 OPTION 4
Mammalian
‘Question Answer (Yes/No) Reasoning Question Answer [Yes/Na) Reasoning
Is there evidence of adversity that Abortions: 1D & (rabbit), 14 [rat) iThe most sensitive
may or may not be caused by an ED Adrenals histopathology: hypertrophy of the cells of the endpoint is the following:
related effect in an intact organism, adrenal zona glomerulosa [ID: 5, rat]; pallor of the adrenal Thyroid histopathology 1D:
or its progeny, or in a zona fasciculata [1D: 7, dog] In case the substance is an ED 36 (5.7 mg/ke bw/day, 13
(sub)population? ifyes, pleass indicate in Increased adrenal weight [1D: 34, 35 (rat); rat [dog)] (Cat 1), are the endocrine- weeks, dog)
the reasanin o ffectand the YES Thyroid tumars: thyroid follicular cell carcinomas, adenomas, Jrelated adverse effects Yes Guidance value for STOT -
coime. 9"9'";"5""9*"‘7"_':” If no, in the nodular hyperplasia and hypertrophy/hyperplasia [rat, ID:  |produced at a dose ator RE Cat 1 for oral
T rodiet 10,311 below a relevant guidance administration in rat is 10
reporteding Fetal development: effects basis for classification [rat, ID: g, [va@lue? mg/kg bw/ day for
report "Study 1D Matrix”) 13, 14] standard 90-day toxicity
Decreased number of live fetuses & increased resorptions [rat, study. Therefore guidance
- - a0 - - - value » most sensitive
Is there evidence of Adversity — EATS Thyroid histopathology: Follicular hyperplasia, colleid pallor endpoint.
specific in an intact organism, or its and accumulation of colloid , Hypothyroidism [dog, 1D: 7, 24,
progeny, or in a (sub)population? i 33, 36]; follicular cell hypertrophy [mouse, 10: 22] [rat, 1D: 2,
. iogte inthe re ng, 5, 8, 10, 20, 51, 35, 27a]
Increased Thyroid weight [dog, 1D: 24, 25, 36] [mouse, I1D: 22,
57] [rat, 1D: 2, 5, B, 10, 35]
& no effects wers reported YES Epididymis histopathology: hypoplastic changes in the
always report "Study ID reproductive systems [a - or hypospermatogenesis,
hypogenesis of the epididymis, prostate, ovaries and / or
uteri) |dog, 1L /), damaged epithelial cells in the tubules ot
epididymis with loss of sperms & decreased weight [rat, ID
55 - Tedx]
Histopathology effects on ovaries and prostate: hypoplastic
Is there evidence of in vivo Decreased T3 & T4 levels [1D: 7, 24, 25 (dog); 5, 10, 20, 26, 58,
mechanistic andfor in vive hormane YES 27a, 27b, 27c (rat); 12 (mouse)]
levels information? if yes, plegse Increased TSH in rats [1D: 5, 10, 27¢]
Is there evidence of in vitro Androgenic receptor
mechanistic information? ifyes, pleose - Receptor binding: high potency [ID 40]
i i - antagonistic effects on AR transactivity (in the absence of
YES an AR agonist, also elicited a down regulating
effect at 10uM)) [1D 59c-EASIS]
cts were reportsd CYP 19: inactive (no effects on aromatase activity) [1D: 59¢]
Is there evidence of a plausible link The available in vive and in vitro mechanistic data (e.g.
between in vitrofin vive mechanistic decreased T4 and T3 levels, increased TSH levels,
information and the observed EATS- proliferation and (trans)activation of thyroid receptor) are
specific/ED-related adversity? ifyes, in concordance with the observed thyroid effects (increased
YES thyroid weight, thyroid hypertrophy and hyperplasia)
Furthermore, the available in vitro mechanistic data (e.g. AR
if there is concarda receptor binding and antagonistic effects on AR) could be
Human Ecotox
Path 2a, 2b of the decision tree CATI ED ED

Figure 2.18. Categorization of the substance No 403 under “Option 2, 3 & 4” on basis of

mammalian data.
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

iii. Substance No 375

The substance No 375 proved to function as an endocrine disruptor as it affects the
androgen pathway since it acts as an anti-androgen. However substance No 375 was not
categorized as ED under “Option 4” (Fig. 2.19-20).

| A | B
1 |Compound: ]
2 [cas: I
Acute Tox. 4 * H302
Carc. 2 H351
Repr. 1B H360Df
STOTRE 2 * H373
Aquatic Acute 1 H400
3 | Aquatic Chronic 1 H410
DAR (1996):
Carcinogen Category 3: R40 (Possible risk of irreversible
effects)
|C&L (proposed): R22 (Harmful if swallowed)
RS0 (Very toxic to aquatic organisms)

|C&L (harmonized):ATP Inserted / Updated: CLPOO

R53 (May cause long-term adverse effects in the aquatic
environment)

w

;Co-RAP (concern - justification): Not applicable

6 |Reason for inclusion on the SIN List: Not applicable

CMR CLP classification

STOT-RE CLP classificaton

Included in EDSP weight of evidence conclusions of EPA: For the
estrogen pathway, the available data suggests that [ G-
does not interact with the estrogen pathway. For the androgen
pathway, [JJllEpoears to act as an anti-androgen both in
vitro and in vivo. For the thyroid pathway, there was evidence of

|Other information/comments:

potential interaction in mammals characterized by changes in
thyroid hormone levels in the absence of changes in thyroid
7 weight or histopathology in multiple studies.

Figure 2.19. Main information captured in the Data summary template version 1.10 about the
substance No 375.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

OPTION 2 &3 OPTION 4
Mammalian
Q i A (YesiNo) Reasoning Question Answer (YesiNo) Reasoning
Is there Increased abortion, ID: 20 (rabbit) In casEeDthce sTbstan;e ;ll'he mosthse;'rsl:lwe
i ity th 3 ) e ; ARE i
Increased adrenal weights, IDs: 10 [rat), 23 (rat), 58c [rat) 2 a; ; {Cat : ta':t i Eer;}:ou‘rt I;’ te ot;w;ng
YES Increased fetal mortality, IDs: 20 (rabbit) endacrine-relate NO p',' 5!’“" IStopa 009?’
an ED related effect iy e ETATE i ks adverse effects testis histopathology, testis
in an intact organism, !tu!tarvw‘elg i [r‘at)'an RS F[rat) . [Jproduced at adose at weight: I0: 12 (6.25 malkg
or its progeny, or in a Pituitary histopathology: Decreased incidence of adenomas/carcinomas, ID: 13 (rat) o balowaralevant bulday, 24 months, rat)
Is lhere_ Decreased accessory sex glands, IDs: 56a [rat) Guidance value for STOT -
M Epididymis histopathology findings, IDs: 12 [rat), 58g (rat) RE Cat 1for oral
mfjm e a: ntack Decreased epididymis weight, IDs: 23 [rat), 58e [rat), 59a (rat) administrationinratis 10
o:ga::m';'i:l sa Decreased LABC weight, ID: 58e (rat) matkg bu! d'a'y for standard
pdi e St % Induction of ovarian tumors, ID: 13 (rat) 30-day tosicity study. The
(sub)population? #ye;, 3 extrapolated quidance
pieass indlzate in the reasoning, YES Decreased ovary weight, ID: 10 (rat) Galiatsr2 basrs Stidy e
cach specific advserse offect and Decreased prostate weight, IDs: 23 [rat), 58e (rat), 533 [rat) i ¢
e cotrerponcng) StaapiD, Testis histopathology findings, IDs: 12 (rat), 13 (rat), 17 (rat), 21 (rat), 53c [rat), 58z (rat) 125G LR Thersione
Motrie't i w0, in the reasoning, P & B3 . g d ” x ! guidance value < most
ploase exploin it the 1o i5 e L0 Increased testis weight, IDs: 12 [rat), 21 (rat), 59a [rat) sensitive endpoint
fack of datz or bocause ne Uterus histopathology, IDs: 12 (rat), 13 (rat), 53c (rat)
affect: rtod i . . 2
n:;;:f\:frwﬁimﬁic Decreased seminal vesicles weight, ID: 53z [rat)
Is there evidence of Increased estradiol and LH levels, IDs: 563, 593, 53b
in vivo mechanistic Decreased LABC weight (Hershberger), ID:58c rat)
andlor in vivo e Decreased seminal vesicles weight (Hershberger), ID: 58¢ [rat)
_h':"“o"e_ Ie‘;els Serum testosterone levels decreased, ID: 23
',n 4°'m43“°n 7 ﬁf’w"pw.“ Testicular testosterone secreting capacity and testicular testosterone content
WS i the 1OSOMIRG, Sach it A
1Wie Mochanistic offoct and the increased, ID: 23
Androgen receptor:
Receptor binding induction, IDs: 1 [high potency), 56b, 573, 583, 58b, 55¢
No effects on androgen receptor, IDs: 27, 28, 28, 30, 31 (On receptor binding: ID 28)
Estrogen receptor:
Is there evidence of Receptor binding induction, ID: 573
in vitro mechanistic No effects on estrogen receptor, IDs: 3349 (On receptor binding, IDs: 36-38)
information? #yes, please Testostetone synthesis:
inglcate in the reasoning, each i Reduced aromatase activity, ID: 53a
W o MOchamistic offoct and the s .
ey g "Stuch 5 VS Decreased 17-20 desmolase activity, ID: 533
Matrix"' ¥ o, in the reasoning, Other:
plezse explain it the no is dve to Decreased LHRH binding in the pituitary, ID: 22
ek of data or bocause v % B
offacts ivere raportedin s Reduced response of interstitial cells to LH, ID: 53b
particulor steaies faliays inhibition of dihydrotestosterone (DHT}-hAR induced gene expression in CV-1 and MDA-
raport Suay N, MB-453-KB2 cells, ID: 58d
De-repression increase) of TRPM2 and decrease of C3 mRNA levels, ID: 58f
No effects on estrogen related receptor, [Ds: 50, 51
No effectson CYP19, ID: 32
No effects on thyroid receptor, ID:52
Is thefe ev'ldence ofa The available in vivo and in vitro mechanistic data (e.g. hAR antagonist, decreased
plausible link between ) i
R testosterone level) are in concordance with the observed adverse effects [e.g. at
in vitrofin vivo YES ” &3 E
S testis, epididymis, prostate)
mechanistic
information and the -appears to exhibit an anti-androgen activity.
Human Ecotox
Path 2a of the decisiion cam Unclassified Unclassified

tree

Figure 2.20. Categorization of the substance No 375 under “Option 2, 3 & 4" on basis of
mammalian data. The same data have been used also for the vertebrate wildlife evaluation.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances

listed

in the

results of this study

(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

iv. Substance No 344

The substance No 344 was classified as Cat II under “Option 2 & 3” for human health
and vertebrate wildlife. The substance No 344 induced a well conserved pattern of
adverse effects on male reproductive system (degenerative changes in testes,
decreased spermatogenic activity, oligospermia and accumulation of atypical
spermatogenic cells) in two different species (rat and dog). However, there was
insufficient evidence from the available mechanistic studies to support a plausible link
(Fig. 2.21-22).

1 jCompound:

2 |cas: ]

C&L (harmonized): STOT RE 2 * H373 ** (nervous system)
ATP Inserted / Updated: CLP0OO Aquatic Acute 1 H400
3 | Aquatic Chronic 1 H410
C&L (proposed): Not relavant
4 DAR (2000) older than CLP harmonized
5 |Co-RAP (concern - justification): Not relavant
6 |Reason for inclusion on the SIN List: Not relavant
7 |Other information/comments: -

Figure 2.21. Main information captured in the Data summary template version 1.10 about the
substance No 344.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

OPTION 2 &3

Mammalian

Question Answer (Yes/No) Reasoning
Is there evidence of adversity that may |
or may not be caused by an ED related

effect in an intact organism, or its No No ED related adverse effects
progeny, or in a (sub)population? #uss.
olagss fdizate &7 2 paasoning. aach

2 foangs s flay ot 3 e sy P
Testis histopathology:
Bilateral treatment-related lesions
(spermatogenic degeneration and atypical
Is there evidence of Adversity — EATS spermatogenic cells) (dog S0 days) [1D: 3],
specific in an intact organism, or its Decreased spermatogenic activity,
progeny, or in a (sub)population? # accumulation of atypical cells in the lumen of
s, plagse drdlicats i the paasoning. the seminiferous tubules, oligospermia (dog 1
Bgoh specdic adisanns afact andihe Yes years) [ID: 4],
womesponding Sk iliMamic” Fao. i Degeneration and mineralisation in the testes

eans paporad i 3 pamiselar stdales Degenerative changes in the seminiferous
{ategus rapont St 7 Mawie 'V tubules and atypical spermatogenic cell
sequences (rat) [ID: 8]

Acinar atrophy in mammary glands (rat 2 years)
[ID:7]

Is there evidence of in vivo
mechanistic and/or in vivo hormone
levels information? #ues adasss No
fdicais @7 e raasoning. Sach 1w
mechanisiis affoct and the comasponding
‘St dFMatnie " Fao. i e ragsoning.

Is there evidence of in vitro
mechanistic information? #uwes. plazsa
Pl ERC R R KRS E RS i RV P

Lack of data

Estrogen recetor transactivation properties of
low potency [ID: 13]

i a N R e S A No Only 5 out of 27 ToxCast assays conducted. No

"o AT Matnic " Fra. i the ragsoning. androgenic effects [ID: 11], no estrogenic
olagns aqoilan £ the no i oes 2o lack of effects [ID: 12, 14, 15]
Is there evidence of a plausible link
between in vitro/in vivo mechanistic Insufficient evidence from the available
information and the observed EATS- No mechanistic studies to support a plausible
specific/ED-related adversity? #uss. link
plagss fadicate &7 2 paasonig. he find

Path 3z of the decizion Catll

tree

Figure 2.22. Categorization of the substance No 344 under “Option 2 & 3” on basis of mammalian
data. The same data were use also for the vertebrate wildlife assessment.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

V. Substance No 175

The substance No 175 was classified as Cat III under “Option 2 & 3” for human health
and vertebrate wildlife. No ED-related/EATS-specific effects were reported and the
categorization was based only on in vitro mechanistic data (Fig. 2.23-24).

A B
1 |Compound: -
2 |CAS:
C&L (harmonized):
3 | ATP Inserted / Updated: No harmonized classification available
C&L (proposed): EFSA (2007): Acute Tox. 4; H302

Aquatic Acute 1; H200
| Aquatic Chronic 1; H410
| Co-RAP (concern - justification): -
| Reason for inclusion on the SIN List: -
| Other information/comments: WFD substance

B B RV,

Figure 2.23. Main information captured in the Data summary template version 1.10 about the
substance No 175.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

OPTION 2 &3

Mammalian

Question Answer (Yes/No) Reasoning
Is there evidence of adversity that may
or may not be caused by an ED related
effect in an intact organism, or its
progeny, or in a (sub)population? #ues. No No effects were reported
R e ahs @1 8he pagsonieg. Sach
Feanns affact and'the comssponding
‘St AT Mzt Ko, @2 the reasoning.
2 AN ») v
Is there evidence of Adversity — EATS
specific in an intact organism, or its
progeny, or in a (sub)population? #
Rt SERCR N S ELCR P P E R T No No effects were reported
Bzoh speciis adieens affest and'the
soresponding "Stade 0 Mai" Fao. i
e pagsonmg. plagse aqplan F e no s

B O TP TR Y COREN

Is there evidence of in vivo

mechanistic and/or in vivo hormone
levels information? #was, pdagss

D203 i1 B PAIOAT. S30h 7 (RO i EaChofoma
meshaniie affect and e corssponding

Sieadt T Maiwic " #no. i dhe razsoning.

iy Jppypy SRUESS ¢ Nty SRy ANy Sy N o
Is there evidence of in vitro Androgen receptor
mechanistic information? #was. odagse {significant displacement
#rizada i the paasoning. aach i wivo of [3H]-DHT binding) - ID:

meschanisn affact and'the cormssponding

11, Antiandrogenic activity
S T Mz Ko, @2 the raasoning.

I SO N WL Yes in the presence of DHT - ID:
263 or becauss o ety nwene raorad 10, androgen receptor (pure
#7.3 paniciar stadinles fafvais raoont AR antagonistic activity) -
Gteadr T Meatnic ¥ ID: 14, hPXR agonistic
activity - 1D: 12

Is there evidence of a plausible link
between in vitro/in vivo mechanistic
information and the observed EATS- No Not relevant
specific/ED-related adversity? #uwss.
olagsa indicaies i the paasoning. the dind

Aameaan i cadardin cetar macd andovis

Path 10 of the decision tree CAT Il

Figure 2.24. Categorization of the substance No 175 under “Option 2 & 3” on basis of mammalian
data. The same data were used also for the vertebrate wildlife evaluation.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

Vi. Substance No 189

This substance is proposed for classification as Repr. 1B; H360Fd and is proved to cause
several effects which may be ED- related, such as fertility impairment and changes in
foetal development. However, in absence of EATS specific effects or mechanistic data,
this substance is classified as “Unclassified” under “Option 2 & 3” (Fig. 2.25-26).

A B
1 |Compound: _
2 cas: .
3 |CLP (harmonized): Mo CLP harmonized available

EFSA Conclusion 2005: Acute Tox. 4; H302
Eye Irrit. 2; H319
Skin Sens. 1; H317
Repr. 18; H360Fd
Aquatic Chronic 4; H&13
Aquatic Chronic 3; H412

CLP [proposed):

L -

Co-RAP (concern - justification): Mot relevant
& |Reason for inclusion in the SIN List: Mot relevant

EFSA Conclusion 2005: Due to the fact that the_

N - -2t of [

used in the formulated product, it should be noted that the

evaluated data belong to [
Other information/comments - unless otherwise specified _
The CAS No. reported in the Chemical inventory excel file
{ I, r=fers to the variant ||| NG
|
7

Figure 2.25. Main information captured in the Data summary template version 1.10 about the
substance No 189.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according

to different options in the context of an Impact Assessment

OPTION 2&3 OPTION 4
Address same questions as for mammalian,
Mammalian Ecotox including population relevant mammalian data
plus data for fish, bird and amphibians studies
Question Answer (Yes/No) Reasoning Answer (Yes/No) Reasoning Question Answer (Yes/No)

y 3 . Data copied from mammalian assessment:
Is there evidence of adversity that Changes in fetal development: skeletal Changes in fetal development: skeletal
may or may not be caused by an ED anomalies, retarded or reduced ossification; e e e e s
related effect in an intact organism, (cleft palate ohserved only in fhisternal foxic (cleft palate observed only in maternal toxic In case the substance is

i i dose in two preliminary studies) [ID: 9 3 A . > Z
orits progeny, orma 9 s Y ) dose in two preliminary studies) [ID: 9 (rabbit);Jan ED (Cat 1), are the
(subjpopulation? #wes: péasse (rabbit); ID: 8, 11, 13, 14 (rat)] ID: 8, 11, 13, 14 (rat)] endocrine-related
iz g i o soning. aach adkens YES Dercreased fertility [ID: 7a, 7b (rat)] YES Dercreased fertility [ID: 73, 7b (rat)] dveree affects prodiced
aiflact and i responding S Fetal mortality [ID: 9 (rabbit)] : Heos
Masic" ¥ ragsonig. plagss Post implantation loss [ID: 9 (rabbit); ID: 8, 11 Fetal mortality [ID: 9 (rabbit)] at a dose atorbelow a
Sxglain #ehe Ao & s o lack-of data or 5 Sasdied Post implantation loss [ID: 9 (rabbit); ID: 8, 11 |relevant guidance value ?
bevause noeffests wens rporeding (rat)] (rat)]
\partiveiar stadies {aheaus raoont Decreased litter size [ID: 7a (rat)] Decreased litter size [ID: 7a (rat)]
SdeafrdTMatnic 7 Decreased fetal weight [ID: 8 (rat Zhgs
ght [ID: 8 (rat)] Decreased fetal weight [ID: 8 (rat)]
Is there evidence of Adversity — EATS
specific in an intact organism, or its
progeny, or in a (sub)population? #
wes, plagse fdlicate i the razsoning. NO No EATS specific effects reported NO No EATS specific effects reported
S30h specific advane affect andthe
somesponding "Sudv T Mawi"! ¥ao.
@2 8he pazsoning. plaase axolain #Fthe
A5 2 80 Lok of data o becawsa no
Is there evidence of in vivo
mechanistic and/or in vivo hormone
levels information? #ues. plasss NO No data NO No data
@dfizate i the pazsonig. S3ch i wio
meachanite sifect andihe
Is there evidence of in vitro
istic i ion? -
m.echamstllc |nf9rmat|on. Huas, NO No data NO No data
olzns dndivate @1 the paasoning, Sach
1wt meshanisiz sffact and the
Is there evidence of a plausible link
between in vitro/in vivo mechanistic
information and the observed EATS-
specific/ED-related adversity? #ues. NO No mechanistic data available NO No mechanistic data available
ke fuficane i e paasoning. the
A P E eSS
g R Human Ecotox
Path 8 of the decision tree Unclassified Path 8 of the decision tree Unclassified Unclassified Unclassified

Figure 2.26. Categorization of the substance No 189 under “"Option 2 & 3” on basis of mammalian

data.

Types of Adversity and MoA in the categorization outcome

1.

“EATS specific adversity”

In the frame of this project, In the frame of this project, "EATS specific adversity" has
been considered as strong indication (or evidence) to support that the substance causes
adversity through an ED-MoA. Therefore, this consideration leads to the most strict
categorization of the substance as "Endocrine Disruptors (Cat I) or “Suspected Endocrine
Disruptors” (Cat II) (Fig. 2.27). EATS specific adverse effects may or may not be
supported by “Non-specific adversity (may or may not be indicative of EATS)”. Moreover,
certain pattern of effects, mostly related to EATS-specific adversity (e.g. testicular
dysgenesis syndrome in mammals or change in sex ratio in fish), can provide strong
indication of ED-MoA and therefore their observation is considered sufficient and self-
diagnostic to directly lead to classification as Cat I.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

Potential Cat

Yes
5
>
Plausible link?

Pattern of ED effects
self-diagnostic (list)?

ED related adversity Yes EATS specific
(C.Dy? adversity (C)?

In vive mechanistic
effects(B)?

No

Yes

Plausible link?

In vitro
effects (A)?

Ne, only N

In vive mechanistic
effects(B)?

\ 4

In vitro mechanistic
effects (A)?

No

No, only general adverse effects { 3 ] Yes
« | Invivo mechanistic ~ Catll
| effects(B)? Cal

A 4

In vitro mechanistic
effects (A)?

Figure 2.27. Presence of “EATS specific effects" - strong indication of ED- related adversity.

Example: Substance No 344 exhibits a well-conserved pattern of “"EATS specific” adverse
effects on the male reproductive system in two different species (degenerative effects in
testes, decreased spermatogenic activity, oligospermia and accumulation of atypical
spermatogenic cells in sub-chronic and chronic studies in rat and dog). In the absence of
a plausible link due to lack of any mechanistic data this substance was eventually
classified as Cat II for both human health and vertebrate wildlife assessment.

2. “Non-specific adversity (may or may not be indicative of EATS)"”

In the frame of this project, “Non-specific adversity (may or may not be indicative of
EATS)” leads to a much wider spectrum of potential categories, mostly Cat II, III and
“Unclassified”, depending on the assessment of the in vivo/in vitro mechanistic
information available (Fig. 2.28). In rare cases presence of non-specific adversity can
lead to Cat I. It is noted that only one substance (No 91) was classified as Cat I based
on non-specific adversity in the absence of EATS specific effects.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

Potential Cat

ED related adversity | YeS o [ EATSspecific Yes ( patom ofED effects | Yes %
oy adversity (C)? seftiagnostc (st | >
In vivo mechanistic Plausible link?

effects(B)?

In vitro mechanistic
effects(A)?

Plausible link?

No

No, only N < Invivo isti Yes Plausible link?
7| effects(B)?

\ 4

In vitro mechanistic
No

effects(A)?

No

\-
>
Catll

No, only general adverse effects r ]
v o/ Invivo mechanistic Yes

7| effects(B)?

>
L
F = Yes
In vitro mechanistic < Cetill
effects(A)? .
>
-

Figure 2.28. “Non-specific adverse effects (may or may not be indicative of EATS)” are
considered no indication of ED- related adversity in the absence of any supporting mechanistic
data.

Example: Substance No 50 caused a variety of “Non-specific adverse effects (may or
may not be indicative of EATS)” related to fetal and pup development (abortions, fetal
development findings, increased fetal mortality, decreased fetal weight, increased
gestation length, decreased pup weight gain, decreased number of live fetuses,
deregulated pup development, increased number of resorptions) which in total absence
of “EATS specific” adverse effects but in presence of in vitro mechanistic data was
eventually categorized as Cat III for both human helath and vertebrate wildlife
assessment.

3. In vivo mechanistic data

In the frame of this project, in vivo mechanistic data (which may or may not be
supported by in vitro mechanistic data) are considered as a strong indication of an
endocrine MoA. In case a plausible link is determined with either “EATS specific” or
“Non-specific adversity (may or may not be indicative of EATS)”, then the substance is
classified as Cat I. In case a plausible link is not established or in vivo mechanistic
effects are not accompanied by any ED-related adversity, then the categorization is Cat
IT (Fig. 2.29).
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The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Screening of available evidence on chemical substances for the identification of endocrine disruptors according
to different options in the context of an Impact Assessment

Potential Cat

EDrelated adversity | YeS EATS specific Yes Pattern of ED effects 1 Yoo -
(€D)y? adversity (C)? self diagnostic (is)? | >
No ¢
p. n
In vivo mechanistic Yes Plausible link? Yos
. effects (B)?

3
No, only N Invivo mechanistic

effects (B)?

In vitro mechanistic
effects(A)?

No, only general adverse effects

Yes

| Invivomechanistic &
7 effects (B)? Cl

- = Yes
In vitro mechanistic > Catlll
effects(A)? b’

Figure 2.29. In vivo mechanistic information considered as strong indication of ED MoA leads to
the categorization of a substance as Cat I or Cat II.

Example: Substance No 408 caused changes in thyroid hormone levels (T3 & T4) and
TSH levels in four different species (rat, mouse, dog and monkey) which is a clear
indication of hypothalamic-pituitary-thyroid (HPT) axis disruption. This substance was
eventually categorized as Cat I in presence of strong evidence of adversity (EATS-
specific and non-specific adversity).

4. In vitro mechanistic data

In the frame of this project, in vitro mechanistic data, in the absence of in vivo
mechanistic data, are generally considered as weak indications of an endocrine MoA. In
this case, a substance could be categorized as Cat I, Cat II or Cat III depending on the
type of adversity observed (“EATS specific adversity” or “Non-specific adversity (that
may or may not be indicative of EATS)”) and on whether or not a plausible link to the
observed adversity is established. The possibility that a substance is categorized as Cat I
on the basis of in vitro mechanistic data is limited to the cases where there is clear and
strong evidence of EATS specific adversity and a plausible link with equally clear in vitro
mechanistic data is established. However, it was acknowledged that it would often be
difficult to establish a direct plausible link to adverse effects and thus a Cat II in case of
presence of EATS specific effects or Cat III in presence of non-specific effects was more
likely (Fig. 2.30).
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Figure 2.30. In vitro mechanistic information considered as weak indication of ED MoA leads to
the categorization of a substance as Cat I, Cat II or Cat III.

Example: Substance No 350 exhibited strong antagonistic effects and weak agonistic
activity on ER alpha and ER beta in the absence of in vivo mechanistic effects and
adversity which resulted in categorization as Cat III.

It should be mentioned that when applying the decision tree for each substance the
weight of evidence of the observed types of adversity and MoA was taken into account in
each step followed. When the weight of evidence of the observed effects has been
considered inadequate the Path followed was similar to cases where no effects were
observed.

D. Results

As agreed during the 2" Interim meeting, the overall summary tables with the potential
categorization results for all 348 PPPs screened for human health (Table 2.2) and
vertebrate wildlife (Table 2.3) as well as an overall/combined table for human health and
vertebrate wildlife (Table 2.4) and a summary table for “Option 3” results and the
different Paths leading to the different categories for human health (Table 2.5) and
vertebrate wildlife (Table 2.6), are presented below.

The results of the categorization for each of the 348 PPP substances according to the
four “Options” of the Roadmap for human health and vertebrate wildlife assessment
based on the above methodology are presented in the Appendix 2.1.
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Under “"Option 1” and since both the harmonised C&L (when available) and the proposed
C&L (when relevant) have been considered for the categorization of the substances, the
results are reported in order for it to be possible to make a distinction between the
substances with a harmonised classification, which have been included in Annex VI of
Regulation (EC) 1272/2008 (CLP Regulation), i.e. their classification has been agreed,
and those substances for which no harmonised classification is available because
discussions have not yet been concluded on a classification proposal.

In the Categorization Results Table (Appendix 2.1), when there is no harmonised C&L
available, “Not relevant” is reported. However, when concluding for the categorization
under “Option 1", this is interpreted as “Unclassified*”, since certain Stakeholders may
consider only the official classification as relevant for the application of the interim
criteria. The “*” has been added in order to make the distinction from the substances
which are categorized as “Unclassified” considering the harmonised C&L included in
Annex VI of CLP Regulation.

For all substances where there is no harmonised C&L available (141 out of the 348 PPPs
screened) the categorization was concluded considering the proposed classification since
this is the most recent one. It is noted that for 11 substances with no harmonised
classification i.e. categorized as “Unclassified*”, the categorization is different when
considering the most recent proposed C&L.

Moreover, for 103 out of the 207 PPPs for which there is a harmonised classification, a
more recent C&L proposal in the respective evaluation report has been identified. In
these cases, the “"Most Recent” “Option 1” outcome is the one based on the proposed
C&L (more severe in most cases); it is noted that only for 13 substances the
categorization is different when considering the most recent proposed C&L instead of the
available harmonised C&L. In cases where the proposed classification has been
questioned in the evaluation report, i.e. a question mark (?) has been added since it has
been considered that the issue should be flagged to ECHA. This question mark has been
maintained when populating the relevant data and reporting the outcome in the
Categorization Results Table.

As presented in the summary tables, out of 348 PPPs screened, 51 PPPs were classified
as EDs under “Option 1” (Table 2.2). Of these 51 PPPs, 9 PPPs (No 201, 202, 296, 375,
20, 87, 216 and 13) are classified as Repr. Cat. 1A/B and, thus for these substances the
cut-off criteria'® of Regulation (EC) 1107/2009 are also applicable.

1 The term “cut-off criteria” is not used in the legislation. It is used in common language to refer to approval criteria in
Reg. 1107/2009 and exclusion criteria in Reg. 528/2012.
In Reg. 1107/2009, approval criteria are:

- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent, bioaccumulative
and toxic, vPvB= very persistent and very bioaccumulative, POP= persistent organic pollutants);

- based on a strong hazard component for other classes of substances (carcinogens, toxic for reproduction, endocrine
disruptors).

In Reg. 528/2012, exclusion criteria are:

- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent, bioaccumulative
and toxic, vPvB= very persistent and very bioaccumulative, carcinogens, toxic for reproduction, endocrine disruptors)
when used by consumers;

based on a strong hazard component for the same classes of substances when used by professional users.
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Table 2.2. Potential categorization results for human health for the 348 PPPs screened.

Potential Categorization

Option 1* Option 2 Option 3 Option 4

ED | Unclassified EDUncIassified Cat I |Cat II| Cat III | Unclassified ED |Unclassified

Harmonised

Number c&L

a2 Most recent
C&L 51
proposal**

* For 141 substances there is no harmonised C & L available which is interpreted as
“Unclassified” .

** Taking into account the proposed classification i.e. the classification proposal concluded
during the peer review process under Regulation (EC) 1107/2009 (EFSA Conclusion or DAR/RAR)
and/or under Regulation (EU) 528/2012 (ECHA Assessment Report/CAR) when this is more recent
that the decision for the harmonised C&L.

Regarding vertebrate wildlife 28 PPPs were classified as EDs under “Option 2”
(equivalent to Cat I under “Option 3”), whilst only 13 PPPs were classified as EDs under
“Option 4” (Table 2.3).

Table 2.3. Potential categorization results for vertebrate wildlife* for the 348 PPPs screened.

Potential Categorization

Vertebrate wildlife i Option 3

Number of PPPs

Regarding “Option 4", out of 13 substances classified as ED only one was solely based on
non-mammalian data (fish, avian, amphibian) whilst the other 12 substances were based
on mammalian data by using the same potency cut-off value as for mammals.

For combined/overall potential categorization the more conservative outcome has been
considered i.e. the most recent classification in case of “Option 1”, the most severe
categorization between human health and vertebrate wildlife in case of “Option 2, 3 & 4”
(Table 2.4). Consequently, 51 PPPs were classified as EDs under “Option 1”, 32 PPPs
were classified as EDs under “Option 2” (equivalent to Cat I under “Option 3”) whilst
only 15 PPPs were classified as EDs under “"Option 4”.
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Table 2.4. Combined potential categorization results for human health and vertebrate wildlife for
the 348 PPPs screened.

Human Potential Categorization

health and Opti
ption 1 (Most .
vertebrate mm Option 4
RO Unclassified ] ifi ]

Number of
PPPs

For “Option 3”, the Paths of the decision tree (please refer to Appendix I) leading to each
categorization are presented in Table 2.5 for human health assessment and in Table 2.6
for vertebrate wildlife assessment. As it is shown in Table 2.5, 17 out 31 PPPs
categorized as Cat I are through Path 2a resulting from strong evidence of adversity and
strong MoA. 7 PPPs categorized as Cat I are using Path 2b resulting from EATS-specific
adversity and in vitro mechanistic data whilst 6 PPPs are concluded as Cat I through
combined Paths 2a,2b (EATS-specific adversity and both in vitro and in vivo mechanisitic
data). Only one PPP was categorized as Cat I by using Path 4 resulting from non-specific
adversity and in vivo mechanisitic data, which confirms the notion that it is extremely
difficult to reach classification as Cat I in the absence of EATS-specific adversity.
Regarding classification as Cat II, out of 88 PPPs classified as Cat II, 55 PPPs used Path
3a resulting from evidence of EATS specific adversity but absence of in vivo/in vitro
mechanistic data (either results showed no effects or there were no data available). This
practically means that some of those 55 PPPs could potentially be classified as Cat I in
case additional mechanistic data were provided capable of forming a plausible link with
observed adversity. Out of 59 substances classified as Cat III under “Option 3", this
resulted from positive evidence of in vitro mechanistic data (in the absence of any
adversity in 34 cases (via Path 10) and in the presence of non-specific adversity in 25
cases (Path 7). Finally, out of 170 substances categorised as “Unclassified” 121 PPPs
reached this conclusion using Path 11 resulting from absence of adversity and
mechanistic data. For the other 49 there were adverse effects but these may or may not
have been ED-related and in the absence of any mechanistic data either in vitro or in
vivo to indicate an endocrine mode of action or, alternatively, in the presence of
negative mechanistic data the substances were designated “Unclassified” (Path 8).
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Table 2.5. Presentation of the results for “Option 3” and the different Paths leading to the
different categories or to “Unclassified” for human health.

Potential Categorization - Option 3 (human health)
Number of substances

31 88 59 170
number

Path 1 - Path 3a 55 Path 7 25 Path 8 49
Path 2a 17 Path 3b 19 Path 10 34 Path 11 121
Path 3a,
Path 2b 7 3b 4
Path 23,
2b 6 Path 5 6
Path 4 1 Path 6 1
Path 5 & 6 2
Path 9 1

Similar results were obtained for the classification of vertebrate wildlife under “Option 3”
(Table 2.6). Most of the PPPs (13 out of 28) used Path 2a in order to be classified as Cat
I, 55 out of 89 PPPs were classified as Cat II through Path 3a, 31 out of 55 PPPs reached

Cat III through Path 10 and finally 119 out of 176 PPPs were concluded as “Unclassified”
through Path 11.

Table 2.6. Presentation of the results for “Option 3” and the different Paths leading to the
different categories or to “Unclassified” for vertebrate wildlife.

Potential Categorization - Option 3 (vertebrate wildlife)
Number of substances

Unclassified
Uiz 28 89 55 176
number
Path 1 - Path 3a 55 Path 7 24 Path 8 57
Path 2a 13 Path 3b 18 Path 10 31 Path 11 119
Path 3a,
Path 2b 7 3b 4
Path 23,
2b 6 Path 5 7
Path
1,2a,2b 1 Path 6 3
Path 4 1 Path 5 & 6 2
Path 9 -
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Appendix 2.1

The results of potential categorization for each of the 348 PPP substances according to the four “Options” of the Roadmap (EC, 2014) for
human health and vertebrate wildlife assessment are presented below:

Potential categorization results of the 348 PPPs under “Option 1”

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:; 1A or Car::,rC:; 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f::::srizz OPTION 1 OPTION 1 OPTION 1
Chemical Name (C&L (caL (caL (C&L (caL (caL 1B (C&L 1B (C&L organs H v > " Most .
E : - armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) ) pTa—— Harmonised) Proposed) (YES/NO)
1 Carbon dioxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
2 Tebuconazole No Not relevant Yes Not relevant No Not relevant No No Yes ED Not relevant ED
Methyl nonyl
3 keton\; y Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
4 Fipronil No No No No No No No No Yes Unclassified Unclassified Unclassified
Magnesium
5 phogsphide No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
6 Imidacloprid No No No No No No No No No Unclassified Unclassified Unclassified
7 Thiabendazole No No No No No No No No Yes Unclassified Unclassified Unclassified
Alurmini
8 umlnllum No No No No No No No No No Unclassified Unclassified Unclassified
phosphide
9 Sulfuryl fluoride No No No No No No No No No Unclassified Unclassified Unclassified
Cut off criteria cri(t:::i;)f:re
10 Bromadiolone Not relevant No Not relevant No Not relevant No Not relevant Yes No Unclassified* are applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
11 Diflubenzuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
12 Dazomet No No No Yes No No No No Yes Unclassified ED ED
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Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:; 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (c&L (caL (caL (C&L (CBL (CaL 1B (C&L 1B (C&L organs H .l > " Most .
E . : armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
ED/ Cut off ED/ Cut off
13 Difenacoum No No No No No No No Yes Yes Unclassified Cme.r'a are cr|te.r|a are
applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
14 Fenpropimorph No No Yes Yes No No No No Yes ED ED ED
15 Abamect|!1 (aka No No Yes Yes No No No No Yes ED ED ED
avermectin)
16 Fenoxycarb Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
17 Etofenprox No Not relevant Yes Not relevant No Not relevant No No No Unclassified Not relevant Unclassified
18 Bifenthrin Yes Yes No No No No No No Yes Unclassified Unclassified Unclassified
lambda- . e o
19 . No No No No No No No No Yes Unclassified Unclassified Unclassified
Cyhalothrin
ED - Cut off ED - Cut off
20 Cyproconazole No Not relevant No Not relevant No Not relevant Yes Not relevant Yes Cme.r'a are Not relevant Cr'te.”a are
applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
21 Pyriproxyfen No No No No No No No No Yes Unclassified Unclassified Unclassified
22 Folpet Yes Yes No No No No No No No Unclassified Unclassified Unclassified
23%* Triflumuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
2-Phenylphenol
(incl. sodium
24%* salt No Yes No No No No No No No Unclassified Unclassified Unclassified
orthophenyl
phenol)
25 Hymexazol No No No Yes No No No No Yes Unclassified ED ED
Aluminium - o o
27 sulphate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Ferric
28 phosphate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
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Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (c&L (caL (caL (C&L (CBL (CaL 1B (C&L 1B (C&L organs H rer > . Most .
: . q armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
Quizalofop-P- . . i
29 *** ethyl Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
Halosulfuron
30 meth\l/JI u Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
31 Acrinathrin Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
32 Cycloxydim No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
34 tau-Fluvalinate No No No No No No No No No Unclassified Unclassified Unclassified
35 Lufenuron No No No No No No No No No Unclassified Unclassified Unclassified
Cut off criteria cri(t:::i;)zre
36 Flumioxazin No Not relevant No Not relevant No Not relevant Yes Not relevant No are applicable / Not relevant applicable /
Repr Cat 1A/8 Repr Cat 1A/B
Tribenuron
37 (aka No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
metometuron)
38 Geraniol Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Glyphosate (incl
39 trimesium  aka No No No No No No No No No Unclassified Unclassified Unclassified
sulfosate)
40 Metaldehyde No No No No No No No No Yes Unclassified Unclassified Unclassified
41 Dimethomorph No No No No No No No No Yes Unclassified Unclassified Unclassified
Putrescine (1,4-
4ox** o (1, Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Diaminobutane)
43 Azadirachtin Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
44 Propaquizafop Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
45 Nicosulfuron No No No No No No No No No Unclassified Unclassified Unclassified
46 Tetraconazole No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
47 1-Decanol Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
48 Tebufenozide No No No No No No No No No Unclassified Unclassified Unclassified
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Care C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name Y (C&I: (C&L (C&I.. (C&L (C&L (C&L 1B (C%L 1B (C&L e Harmonized Proposed Most recent
armonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
49 Dodine No No No No No No No No No Unclassified Unclassified Unclassified
50 Fenoxaprop-P Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
51 Fenbuconazole No No No Yes No No No No Yes Unclassified ED ED
52 Clodinafop No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
53 Bromuconazole | Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
54 Spiroxamine No No No Yes No No No No Yes Unclassified ED ED
55 Tebufenpyrad No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
56 Difenoconazole | Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
57***x SEL;LZ:‘Jr’fOP_P_ Yes Yes Yes Yes No No No No Yes ED ED ED
59 Azimsulfuron No No No No No No No No Yes Unclassified Unclassified Unclassified
60 Amidosulfuron No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
61 Fenazaquin No No No No No No No No Yes Unclassified Unclassified Unclassified
62 Pyrethrins Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
63 g-enzyladenine Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
64 Cyprodinil No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
65 Malathion No No No No No No No No Yes Unclassified Unclassified Unclassified
66 Cyhalofop-butyl | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
67 ?;E;Si;urzgzmn) Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
68 Pymetrozine Yes Yes No Yes No No No No Yes Unclassified ED ED
69 Metconazole No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
70 Ipconazole Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
71 Bispyribac Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
72 Fenhexamid No No No No No No No No Yes Unclassified Unclassified Unclassified
73 Prohexadione Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (c&L (caL (caL (C&L (CBL (CaL 1B (C&L 1B (C&L organs H .l > " Most .
: . q armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
74 Pyraflufen-ethyl No No No No No No No No Yes Unclassified Unclassified Unclassified
Sintofen aka
75 Cintofen) ( Not relevant Yes? Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Calci
76 a CIum. No No No No No No No No No Unclassified Unclassified Unclassified
phosphide
77 Fludioxonil Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
78 Zinc phosphide No No No No No No No No No Unclassified Unclassified Unclassified
zeta-
79 . Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Cypermethrin
80 Limestone Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
81 Famoxadone No No No No No No No No No Unclassified Unclassified Unclassified
82 Azoxystrobin No No No No No No No No No Unclassified Unclassified Unclassified
83 Ethoprophos No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
84 Triticonazole No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
85 Captan Yes Yes No Yes (?) No No No No No Unclassified ED (?) ED (?)
Indolyl ri
86 ac(ijc? ylbutyric Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
ED - Cut off ED - Cut off
87 Epoxiconazole Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes criteria are Not relevant criteria are
applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
88 Fenpyroximate No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
Acibenzolar-S-
methyl o e -
90 - No No No No No No No No No Unclassified Unclassified Unclassified
(benzothiadiazo
le)
91 Triflusulfuron Not relevant Yes Not relevant Yes Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
92 Fluguinconazole No Yes No No No No No No No Unclassified Unclassified Unclassified
Disodium - o o
93 Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
phosphonate
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L (C&L (C&L 1B (C&L 1B (C&L e H ized P d Most .
E : : armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
94 Picolinafen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
95 Metosulam Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Potassium
phosphonates
96*** | (formerly Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
potassium
phosphite)
97 Metaflumizone Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
98 Iprovalicarb Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
99 Sulfosulfuron No No No No No No No No No Unclassified Unclassified Unclassified
Trinexapac (aka
100 cimetacarb Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
ethyl)
Kr im-
101 ms:ﬁ;‘ Yes Yes No No No No No No No Unclassified Unclassified Unclassified
hromafenozi
102 Z omafenozid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Metam (incl. -
103 potassium and - No Yes No Yes No No No No No Unclassified ED ED
sodium)
Flupyrsulfuron-
104 methyl (DPX KE No Yes No Yes No No No No No Unclassified ED ED
459)
105 Florasulam No No No No No No No No No Unclassified Unclassified Unclassified
8-
Hydroxyquinoli
106 nZ yqumizél No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
oxyquinoleine
107 Spirodiclofen Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
108 Dimoxystrobin Yes Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
109 Aminopyralid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available

evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (c&L (caL (caL (C&L (CBL (CaL 1B (C&L 1B (C&L organs H rer > . Most .
: . : armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
110 Dichlorprop-P No No No No No No No No No Unclassified Not relevant Unclassified
111 Napropamide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
112 Mepiquat Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
113 Emamectin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Flonicamid (IKI-
115 220) ( No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
116 Dodemorph No Not relevant Yes Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
ED - Cut off
. criteria are
117 Carbetamide Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / Not relevant ED
Repr Cat 1A/B
118 Ethephon No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
119 Methomyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
hlori n
120 Chloridazo No No No No No No No No No Unclassified Unclassified Unclassified
(aka pyrazone)
121 Clopyralid No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
123 Prothioconazole | Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
124 Cyflufenamid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
125 Penthiopyrad Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
126 Benfluralin Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
127 Spinetoram Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
128 Proquinazid Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
129 Oryzalin Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
130 Dicamba No No No No No No No No No Unclassified Unclassified Unclassified
131 Picloram Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available

evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name Y (C&I.. (C&L (C&I.. (C&L (C&L (C&L 1B (CS:xL 1B (C&L e Harmonized Proposed Most recent
armonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)

132 Oxadiazon No No No Yes No No No No No Unclassified Unclassified Unclassified

134 Spirotetramat No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED

135 Metribuzin No No No Yes (?) No No No No Yes Unclassified ED (?) ED (?)

137 Lenacil Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified

138 Fluometuron Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified

139 Penoxsulam Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified

140 Metrafenone Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Fenamiphos

141 (aka No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
phenamiphos)

142 Formetanate No No No No No No No No No Unclassified Unclassified Unclassified

143 Tri-allate No No No No No No No No No Unclassified Unclassified Unclassified

144 Pirimicarb No No No No No No No No No Unclassified Unclassified Unclassified

145 Oxamyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified

146 Fluopicolide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified

147 Propamocarb Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified

148 Bentazone No No No No No No No No No Unclassified Unclassified Unclassified

149 Etridiazole Yes Yes No No No No No No Yes Unclassified Unclassified Unclassified

150 Quinoclamine Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
Valifenalate

151 (formerly Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
Valiphenal)

152 Spiromesifen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
2,5-

153 aDciic(;ﬂorobenzoic No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
methylester

154 :rei:;iypl)hos- No Yes No No No No No No No Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L (C&L (C&L 1B (C&L 1B (C&L e H ized P d Most .
E . : armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
156 Metobromuron | Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
1-Methyl-
157 v Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
cyclopropene
158 Thiencarbazone | Not relevant Yes(?) Not relevant No Not relevant No Not relevant No No Unclassified* Unclassifed Unclassified
159 Diuron Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
160 Dithianon No Yes No No No No No No No Unclassified Unclassified Unclassified
161 Tembotrione No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
162 Isoproturon Yes Yes No Yes No No No No Yes Unclassified ED ED
163 Amisulbrom Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
Imazalil (aka . o
164 . Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
enilconazole)
165 Fluoxastrobin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
167 Mandipropamid | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
168 Fuberidazole Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
Fosetyl
169 [same as No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
Fosetyl-Al]
170 Cyflumetofen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
Benthiavalicarb
[same as
benthiavalicarb- »
171 . Not relevant Yes Not relevant Yes (?) Not relevant No Not relevant No Yes Unclassified* ED(?) ED (?)
isopropyl  CAS
No. 177406-68-
7]
172 Metamitron No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
173 Bupirimate Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
174 Pyroxsulam No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
175 Bifenox Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
176 Oxyfluorfen Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L (C&L (C&L 1B (C&L 1B (C&L e H ized P d Most .
: . : armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
178 Fenpyrazamine No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
Cut off criteria cri(t:::i;)zre
179 Penflufen Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* are applicable / )
Carc Cat 2 applicable /
Carc Cat 2
180 Slzlorantranlhpr Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
181 Dimethachlor No Yes No No No No No No No Unclassified Unclassified Unclassified
182 Ascorbic acid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
Glufosinate 5
[same as Cut off criteria crifs:i;) are
183 glufosinate No Not relevant No Not relevant No Not relevant Yes Not relevant No are applicable / Not relevant applicable /
ammonium CAS Repr Cat 1A Repr Cat 1A
No. 77182-82-2]
Diclofop
[same as
184 diclofop-methyl No No No No No No No No No Unclassified Unclassified Unclassified
CAS No.257-
141-8]
185 Carboxin Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
186 Prosulfocarb No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
187 Pyrimethanil No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
188 Triadimenol Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
Triclopyr
[a second
variant of
Triclopyr: 3,5,6- cut off criteria cri(t:::i;)zre
189 ) T Not relevant No Not relevant No Not relevant No Not relevant Yes No Unclassified* are applicable / !
trichloro-2- Repr Cat 1A/ applicable /
pyridyloxy-2- Repr Cat 1A/B
butoxyethyleste
r CAS No:
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (c&L (caL (caL (C&L (CBL (CaL 1B (C&L 1B (C&L organs H rer > . Most .
: . q armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
064700-56-7]
190 Pyridate No No No No No No No No No Unclassified Unclassified Unclassified
Tolclofos- - o
191 methyl No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
192 Urea Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
1,4-
193 Dimethylnaphth | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
alene
194 Acequinocyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
195 Cymoxanil No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
196 Bixafen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
197 Terbuthylazine Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
Trimethylamine
198 v . Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
hydrochloride
199 Dimethoate No No No No No No No No No Unclassified Unclassified Unclassified
Meptyldinocap
200 [same as DE- | Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
126]
ED - Cut off ED - Cut off
201 Flurochloridone | Not relevant No Not relevant Yes Not relevant No Not relevant Yes Yes Unclassified* C”te.”a are c”te.”a are
applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
ED - Cut off ED - Cut off
Amitrole iteri iteri
202 . . No No Yes No No No No Yes Yes ED cr'te.”a are C”te.na are
(aminotriazole) applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Care C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name ) (caL (caL (c&L (C&L (CBL (CaL 18 (C&L 1B (C&L organs e i Most recent
armonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
206 Chlorsulfuron No Yes No No No No No No Yes Unclassified Unclassified Unclassified
207 Fluopyram No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
208 Pencycuron No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
209 Cyromazine Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
210 Esfenvalerate No Yes No No No No No No Yes Unclassified Unclassified Unclassified
211 Penconazole No Not relevant Yes Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
212 Flutolanil Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
213 Metazachlor Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
214 Fenpropidin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
215 Prochloraz No Yes No Yes No No No No Yes Unclassified ED ED

ED - Cut off ED - Cut off

216 Triflumizole No Not relevant No Not relevant No Not relevant Yes Not relevant Yes :;;ﬁg:bte/ Not relevant ac;i;cﬁsz?;e/

Repr Cat 1A/B Repr Cat 1A/B

217 Pyriofenone Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
218 Buprofezin Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
219 Fluroxypyr No No No No No No No No No Unclassified Unclassified Unclassified
220 Chlormequat No No No No No No No No No Unclassified Unclassified Unclassified
221 Metalaxyl-M No No No No No No No No Yes Unclassified Unclassified Unclassified
222 Triazoxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
224 Phosmet No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
225 Aclonifen Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
226 Clofentezine Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
227 m:;c;l;:furon— No No No No No No No No No Unclassified Unclassified Unclassified
230 Flutriafol Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L (C&L (C&L 1B (C&L 1B (C&L e H ized P d Most .
: . q armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
Gamma- . i .
231 cyhalothrin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
232 Paclobutrazol Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
237*** | Phosphane No No No No No No No No No Unclassified Unclassified Unclassified
238 Hexythiazox No No No No No No No No Yes Unclassified Unclassified Unclassified
239 | Thifensulfuron- No No No Yes No No No No Yes Unclassified ED ED
methyl
240 Tefluthrin No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
241 Fluazinam No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
243 Imazaquin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
244 Clomazone Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
245 Triasulfuron No No No No No No No No No Unclassified Unclassified Unclassified
246 Isoxaben No No No No No No No No No Unclassified Unclassified Unclassified
B If
247 meent?:ill uron No No No No No No No No No Unclassified Unclassified Unclassified
248 Fluazifop-P No No Yes Yes No No No No Yes ED ED ED
249 Teflubenzuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
250 Diflufenican No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
1-
251 Naphthylaceta Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
mide (1-NAD)
1-
252 Naphthylacetic Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
acid (1-NAA)
Heptamaloxylo
253 Ichn ylog Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
254 Diethofencarb Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
255 Sedaxane Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
256 Tralkoxydim Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
257 Isopyrazam Not relevant Yes Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening

of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L (C&L (C&L 1B (C&L 1B (C&L e H ized P d Most .
: : : armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
258 Myclobutanil No No Yes Yes No No No No Yes ED ED ED
259 Thymol No No No No No No No No No Unclassified Unclassified Unclassified
261 Quinmerac Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
262 Fluxapyroxad Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
263 Prosulfuron No No No No No No No No Yes Unclassified Unclassified Unclassified
264 2,4-D No No No No No No No No Yes Unclassified Unclassified Unclassified
Haloxyfop-P - o .
265 Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
(Haloxyfop-R)
266 Pyridaben No No No No No No No No Yes Unclassified Unclassified Unclassified
267 Eugenol Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
269 Benalaxyl-M Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
270 Sulcotrione No Not relevant Yes Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
271 Clethodim Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
Repellents by
mell of animal
290 smelt or-a AI Aa Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
or plant origin/
sheep fat
Repellents by
mell of animal
291 smelt ot -a .I .a Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
or plant origin/
tall oil crude
Repellents by
smell of animal
292 L. Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
or plant origin/
tall oil pitch
Sea-algae
extract
293 (formerly  sea- | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
algae extract
and seaweeds)
294 Clothianidin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (c&L (caL (caL (C&L (CBL (CaL 1B (C&L 1B (C&L organs H rer > . Most .
: . q armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
295 Propiconazole No No No No No No No No No Unclassified Unclassified Unclassified
ED - Cut off ED - Cut off
296 Thiacloprid Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes Cme.r'a are Not relevant cr|te.r|a are
applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
297 Pelargon.lc a‘CId No No No No No No No No No Unclassified Unclassified Unclassified
(Nonanoic acid)
Caprylic acid . e o
L Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
298 (Octanoic acid)
299 Lauric acid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
300 Thiamethoxam No No No No No No No No Yes Unclassified Unclassified Unclassified
301 Spinosad No No No No No No No No No Unclassified Unclassified Unclassified
Copper
PP . Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
302 hydroxide
Capric acid . e o
L Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
303 (Decanoic acid)
304 Cypermethrin No No No No No No No No Yes Unclassified Unclassified Unclassified
305 Deltamethrin No No No No No No No No Yes Unclassified Unclassified Unclassified
306 Benzoic acid No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
Alpha-
C .
307 (ayk’;ermeth”“ No No No No No No No No No Unclassified Unclassified | Unclassified
alphamethrin)
308 Chlorpropham Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
309 Flazasulfuron No No No No No No No No No Unclassified Unclassified Unclassified
310 Mesotrione No No No No No No No No No Unclassified Unclassified Unclassified
311 Pethoxamid No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
312 Mepanipyrim Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
Methyl
313 decanyoate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available

evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name ) (caL (caL (c&L (C&L (CBL (CaL 18 (C&L 1B (C&L organs ity P— Most recent
armonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)

314 Z/tlz(:;:\c/)late Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
319 Beflubutamid No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
320 Imazamox No No No No No No No No No Unclassified Unclassified Unclassified
321 Picoxystrobin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
322 Cyazofamid No No No No No No No No No Unclassified Unclassified Unclassified
323 Propineb No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
324 Imazosulfuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
325 hMyE:ilreal;de Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
326 Maneb No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
327 Quinoxyfen No No No No No No No No No Unclassified Unclassified Unclassified
328 E;:ijntrazone- No No No No No No No No No Unclassified Unclassified Unclassified
331 ;r;ll?:tséc COPPET | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
332 Acetamiprid No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
334 Desmedipham No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
335 Phenmedipham No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
336 Thiram No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
337 Ziram No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
338 Profoxydim Yes Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
339 Isoxaflutole No No Yes Yes (?) No No No No Yes ED ED (?) ED(?)
340 Trifloxystrobin No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified

Flufenacet
341 (formerly No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified

fluthiamide)
342 Tritosulfuron No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available

evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L (C&L (C&L 1B (C&L 1B (C&L e H ized P d Most .
E : : armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
343 Indoxacarb No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
344 Oxasulfuron No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
Propoxycarbazo
345 ne poxy z No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
346 Bifenazate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
347 Tepraloxydim Yes Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
348 Etoxazole No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
349 Chlorotoluron Yes Not relevant Yes Not relevant No Not relevant No Not relevant No ED Not relevant ED
350 Zoxamide No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
351 Daminozide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
352 (I:/Iethoxyfenozld Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
353 Fenamidone No No No No No No No No Yes Unclassified Unclassified Unclassified
Dimethenamid-
354 PI ethenamid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
355 Mecoprop-P No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
357 Bromoxynil No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
359 Foramsulfuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
360 Pyraclostrobin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
361 Silthiofam Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
362 S-Metolachlor No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
363 Pyridalyl Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
364 lodosulfuron No No No No No No No No No Unclassified Unclassified Unclassified
Boscalid
365 (formerly Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
nicobifen)
366 Chlorothalonil Yes No No No No No No No Yes Unclassified Unclassified Unclassified
Thiophanate-
368 P No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified

methyl
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Carc C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name (c&L (caL (caL (C&L (CBL (CaL 1B (C&L 1B (C&L organs H .l > " Most .
: . q armonize ropose ost recen
Harmonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
369 Propyzamide No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
370 Ethofumesate No No No No No No No No Yes Unclassified Unclassified Unclassified
371 Flubendiamide Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
Diquat
372 (diqbromide) Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
374 Chlorpyrifos No No No No No No No No No Unclassified Unclassified Unclassified
ED - Cut off ED - Cut off
375 Linuron Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes cme.”a are Not relevant c”te_”a are
applicable / applicable /
Repr Cat 1A/B Repr Cat 1A/B
379 Iprodione Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
382 Mesosulfuron Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
383 Pendimethalin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
384" Denathonium ) ) ) ) ) ) ) ) ) i i i
benzoate
385 Milbemectin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
hl ifos-
390 rcne;:sly rifos No No No No No No No No Yes Unclassified Unclassified | Unclassified
394 Sucrose Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
395 Metalaxyl No No No No No No No No Yes Unclassified Unclassified Unclassified
Sodium 5- . - o
398 . . Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
nitroguaiacolate
400 Forchlorfenuron Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
401 Beta-Cyfluthrin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
402 Benalaxyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
403 Mancozeb No Not relevant Yes Not relevant No Not relevant No Not relevant Yes Unclassified Not relevant Unclassified
404 Sodium o- | Notrelevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Carc Cat. 2 Carc Cat. 2 Repr. Cat. 2 Repr. Cat. 2 Care C:tB. 1A or Car::)rci:;. 1A Repr. Cat. 1A or | Repr. Cat. 1A or :f:g:;izz OPTION 1 OPTION 1 OPTION 1
Chemical Name ) (caL (caL (c&L (C&L (CBL (CaL 18 (C&L 1B (C&L organs ity P— Most recent
armonised) Proposed) Harmonised) Proposed) e R Harmonised) Proposed) (YES/NO)
nitrophenolate
405 SF)dium P™ | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
nitrophenolate
407 Ametoctradin Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
408 Metiram Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* Unclassified Unclassified
409 Laminarin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
411 Mecoprop No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
413 MCPA No Not relevant No Not relevant No Not relevant No Not relevant Yes? Unclassified Not relevant Unclassified
414 MCPB No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
415 2,4-DB No No No No No No No No Yes Unclassified Unclassified Unclassified
416 Flurtamone No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified Not relevant Unclassified
417 Fosthiazate No Not relevant No Not relevant No Not relevant No Not relevant yes Unclassified Not relevant Unclassified
418 Carvone No No No No No No No No No Unclassified Unclassified Unclassified
426 i?;gj:eux Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* Unclassified Unclassified
n-
428 Tetradecylaceta | Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* Unclassified Unclassified

te

Unclassified*: No harmonized classification available

**This substance was incorrectly marked also as a BP in the published list of substances to be screened.

*** This substance had been already screened when “list of substances to be screened” was published.

****This substance covers also the substance Quizalofop-P.

" This substance was initially included in the list of substances to be screened, but following the rational it was decided that the substance was not to be screened.

The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within

the meaning of the EU legislation.
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential categorization results of the 348 PPPs under “Option 2, 3 & 4” for human health & vertebrate wildlife and
combined potential categorization under all Options

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
1 Carbon dioxide Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
2 Tebuconazole ED Cat | 2a,2b Unclassified ED Cat | 2a,2b Unclassified ED ED Cat | Unclassified
Methyl  nonyl . . . . e . . . e .
3 ketone Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
4 Fipronil Unclassified Catll 5 Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
5 gﬂhzgsr;isigem Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
6 Imidacloprid Unclassified Catlll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Catlll Unclassified
7 Thiabendazole Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
8 SLUOT’;?;Z Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
9 Sulfuryl fluoride | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Cut off criteria
10 Bromadiolone Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified are applicable / Unclassified Unclassified Unclassified
Repr Cat 1A/B
11 Diflubenzuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
12 Dazomet Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
ED/ Cut off
. - - e - criteria are " -
13 Difenacoum Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified applicable / Unclassified Catll Unclassified
Repr Cat 1A/B
14 Fenpropimorph Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within

the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
15 Abamectlp (aka Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
avermectin)
16 Fenoxycarb Unclassified Cat lll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
17 Etofenprox Unclassified Catlll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
18 Bifenthrin Unclassified Cat lll 7 Unclassified Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified
19 l(?yTlglc:;hrin Unclassified Catll 5&6 Unclassified Unclassified Catll 5&6 Unclassified Unclassified Unclassified Catll Unclassified
ED - Cut off
20 Cyproconazole Unclassified Catll 3b Unclassified ED Catl 2a & 2b ED crlte.rla are ED Catl ED
applicable /
Repr Cat 1A/B
21 Pyriproxyfen Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
22 Folpet Unclassified Catlll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
23%* Triflumuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
2-Phenylphenol
(incl. sodium
24%* salt Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
orthophenyl
phenol)
25 Hymexazol Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
27 gljll";::::m Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
28 :::Jirc:;)hate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Quizalofop-P- . . . . . . .
29%*xx ethyl Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
Halosulfuron - - - - - - . " -
30 methyl Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
31 Acrinathrin Unclassified Catll 3a Unclassified Unclassified Cat Il 3a Unclassified Unclassified Unclassified Catll Unclassified
32 Cycloxydim Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
34 tau-Fluvalinate Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
35 Lufenuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Cut off criteria
36 Flumioxazin Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified are applicable / Unclassified Cat lll Unclassified
Repr Cat 1A/B
Tribenuron
37 (aka Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
metometuron)
38 Geraniol Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Glyphosate (incl
39 trimesium aka | Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
sulfosate)
40 Metaldehyde Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
41 Dimethomorph Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
gpers | Putrescine (L= 1\ Gified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified | Unclassified | Unclassified
Diaminobutane)
43 Azadirachtin Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
44 Propaquizafop Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
45 Nicosulfuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
46 Tetraconazole ED Cat | 2b Unclassified ED Catl 2b ED Unclassified ED Catl ED
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
47 1-Decanol Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
48 Tebufenozide Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
49 Dodine Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
50 Fenoxaprop-P Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
51 Fenbuconazole Unclassified Catll 5&6 Unclassified Unclassified Cat ll 5&6 Unclassified ED Unclassified Catll Unclassified
52 Clodinafop Unclassified Cat ll 3a, 3b Unclassified Unclassified Cat Il 3a, 3b Unclassified Unclassified Unclassified Catll Unclassified
53 Bromuconazole | Unclassified Catll 3a Unclassified Unclassified Cat ll 3a Unclassified Unclassified Unclassified Catll Unclassified
54 Spiroxamine Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
55 Tebufenpyrad Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
56 Difenoconazole | Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat Il Unclassified
AR ?e‘;zslc’f"p'r" Unclassified Cat i 3a Unclassified | Unclassified Cat Il 3a Unclassified ED Unclassified Cat i Unclassified
59 Azimsulfuron Unclassified Catll 3a Unclassified Unclassified Cat ll 3a Unclassified Unclassified Unclassified Catll Unclassified
60 Amidosulfuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
61 Fenazaquin Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
62 Pyrethrins Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
63 e- . Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
Benzyladenine
64 Cyprodinil Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
65 Malathion ED Cat |l 2a ED ED Catl 2a ED Unclassified ED Catl ED
66 Cyhalofop-butyl | Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
Rimsulfuron
67 (aka Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
renriduron)
68 Pymetrozine Unclassified Catll 3a, 3b Unclassified Unclassified Cat ll 3a, 3b Unclassified ED Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
69 Metconazole Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
70 Ipconazole Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
71 Bispyribac Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
72 Fenhexamid Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
73 Prohexadione Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
74 Pyraflufen-ethyl | Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
75 (S:Ii:iz;::) (aka Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
76 Ealcz::}de Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
77 Fludioxonil Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
78 Zinc phosphide Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
79 éi/t:e_rmethrin Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
80 Limestone Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
81 Famoxadone Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
82 Azoxystrobin Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
83 Ethoprophos Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
84 Triticonazole Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
85 Captan Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified ED (?) Unclassified Cat lll Unclassified
86 Lrl?éalylbutyr|c Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within

the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
ED - Cut off
87 | Epoxiconazole ED Catl 2a/2b ED ED Catl 1/2a/2b ED criteria are ED Catl ED
applicable /
Repr Cat 1A/B
88 Fenpyroximate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Acibenzolar-S-
90 methyl - Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
(benzothiadiazo
le)
91 Triflusulfuron ED Cat | 4 Unclassified ED Catl 4 Unclassified Unclassified ED Catl Unclassified
92 Fluguinconazole | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
93 E:;)sdp:ﬁgnnate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
94 Picolinafen Unclassified Catll 3a Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Catll Unclassified
95 Metosulam Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Potassium
phosphonates
96*** | (formerly Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
potassium
phosphite)
97 Metaflumizone Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
98 Iprovalicarb Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
99 Sulfosulfuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Trinexapac (aka
100 cimetacarb Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
ethyl)
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
Kresoxim- - - - - - . . . . -
101 methyl Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
102 ghromafenoud Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Metam (incl. -
103 potassium and - | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
sodium)
Flupyrsulfuron-
104 methyl (DPX KE | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
459)
105 Florasulam Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
8_
106 :dexyq”'”iz'c'l ED Catl 2b ED ED Cat | 2b ED ED ED Cat | ED
oxyquinoleine
107 Spirodiclofen ED Cat | 2a ED ED Catl 2a ED Unclassified ED Catl ED
108 Dimoxystrobin Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
109 Aminopyralid Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
110 Dichlorprop-P Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
111 Napropamide Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
112 Mepiquat Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
113 Emamectin Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
115 ;I;)(;])lcamld (IK- Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
116 Dodemorph Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree

117 Carbetamide Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
118 Ethephon Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
119 Methomyl Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
120 E;hllg?\j/?:sgne) Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
121 Clopyralid Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
123 Prothioconazole | Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
124 Cyflufenamid Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
125 Penthiopyrad Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
126 Benfluralin Unclassified Cat lll 10 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
127 Spinetoram Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
128 Proquinazid Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
129 Oryzalin Unclassified Catll 3a Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
130 Dicamba Unclassified | Unclassified 11 Unclassified Unclassified Catll 3ab Unclassified Unclassified Unclassified Catll Unclassified
131 Picloram Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
132 Oxadiazon ED Catl 2b Unclassified ED Cat | 2b Unclassified Unclassified ED Cat | Unclassified
134 Spirotetramat Unclassified Catll 3a Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Catll Unclassified
135 Metribuzin Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED (?) Unclassified Unclassified Unclassified
137 Lenacil ED Cat | 2a Unclassified Unclassified Catll 3a Unclassified Unclassified ED Cat | Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
138 Fluometuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
139 Penoxsulam Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
140 Metrafenone Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Fenamiphos
141 (aka Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
phenamiphos)
142 Formetanate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
143 Tri-allate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
144 Pirimicarb Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
145 Oxamyl Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
146 Fluopicolide Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
147 Propamocarb Unclassified Cat lll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
148 Bentazone Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
149 Etridiazole Unclassified Catll 3b Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
150 Quinoclamine Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
Valifenalate
151 (formerly Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
Valiphenal)
152 Spiromesifen Unclassified Catll 5 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Catll Unclassified
2,5-
153 aD(lzic:Iorobenzom Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
methylester
Pirimiphos- - - - e - - -
154 methyl Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
156 Metobromuron Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
157 :;/';/Ils:)rr]zlr;ene Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
158 Thiencarbazone | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
159 Diuron Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
160 Dithianon Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
161 Tembotrione Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
162 Isoproturon Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
163 Amisulbrom Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
164 Im?zalll (aka Unclassified Catlll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
enilconazole)
165 Fluoxastrobin Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
167 Mandipropamid | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
168 Fuberidazole Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
Fosetyl
169 [same as | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Fosetyl-Al]
170 Cyflumetofen Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
Benthiavalicarb
[same as
171 | Denthiavalicarb- ),y cified Cat I 3a Unclassified | Unclassified Catll 3a Unclassified ED (?) Unclassified Cat Il Unclassified
isopropyl  CAS
No. 177406-68-
7]
172 Metamitron Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
173 Bupirimate Unclassified Catlll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Catlll Unclassified
174 Pyroxsulam Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
175 Bifenox Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
176 Oxyfluorfen Unclassified Cat lll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Catlll Unclassified
178 Fenpyrazamine Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
Cut off criteria
179 Penflufen Unclassified Catll 3a Unclassified Unclassified Unclassified 8 Unclassified are applicable / Unclassified Catll Unclassified
Carc Cat 1A

180 glhelorantranlllpr Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
181 Dimethachlor Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
182 Ascorbic acid Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

Glufosinate

[same as Cut off criteria
183 glufosinate Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified are applicable / Unclassified Unclassified Unclassified

ammonium CAS Repr Cat 1A

No. 77182-82-2]

Diclofop

[same as
184 diclofop-methyl | Unclassified Cat lll 10 Unclassified Unclassified Catll 6 Unclassified Unclassified Unclassified Catll Unclassified

CAS No.257-

141-8]
185 Carboxin Unclassified Catll 3a Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Catll Unclassified
186 Prosulfocarb Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
187 Pyrimethanil Unclassified Catlll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Catlll Unclassified
188 Triadimenol Unclassified Catll 3b Unclassified Unclassified Cat lll 7 Unclassified ED Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree

Triclopyr

[a second

variant of

Triclopyr: 3,5,6- Cut off criteria
189 trichloro-2- Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified are applicable / Unclassified Unclassified Unclassified

pyridyloxy-2- Repr Cat 1A/B

butoxyethyleste

r CAS No:

064700-56-7]
190 Pyridate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
191 ;oelct::]c;flos— Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
192 Urea Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

1,4-
193 Dimethylnaphth | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

alene
194 Acequinocyl Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
195 Cymoxanil Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
196 Bixafen Unclassified Catll 33,3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
197 Terbuthylazine Unclassified Cat lll 7 Unclassified Unclassified Catll 6 Unclassified Unclassified Unclassified Catll Unclassified
198 ;cg:sz:‘l’fr:‘;;”e Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified | Unclassified | Unclassified
199 Dimethoate Unclassified Catll 5 Unclassified Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified

Meptyldinocap
200 [same as DE- | Unclassified Catll 3a Unclassified Unclassified Cat Il 3a Unclassified Unclassified Unclassified Catll Unclassified

126)
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within

the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
ED - Cut off
201 Flurochloridone ED Cat | 2a Unclassified ED Catl 2a Unclassified cr|te.r|a are ED Cat | Unclassified
applicable /
Repr Cat 1A/B
ED - Cut off
202 | Amitrole ED Catl 2a ED ED Cat| 2a ED criteria are ED Catl ED
(aminotriazole) applicable /
Repr Cat 1A/B
206 Chlorsulfuron Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
207 Fluopyram Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
208 Pencycuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
209 Cyromazine Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
210 Esfenvalerate Unclassified Cat lll 7 Unclassified Unclassified Catll 6 Unclassified Unclassified Unclassified Catll Unclassified
211 Penconazole Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
212 Flutolanil Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
213 Metazachlor Unclassified | Unclassified 8 Unclassified Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified
214 Fenpropidin Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
215 Prochloraz Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
ED - Cut off
216 | Triflumizole ED catl 2b ED ED Cat| 2b ED criteria are ED Catl ED
applicable /
Repr Cat 1A/B
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
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the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
217 Pyriofenone Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
218 Buprofezin Unclassified Catll 3b Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
219 Fluroxypyr Unclassified Catlll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Catlll Unclassified
220 Chlormequat Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
221 Metalaxyl-M Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
222 Triazoxide Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
224 Phosmet Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
225 Aclonifen Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
226 Clofentezine Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
227 m::il;:furon- Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
230 Flutriafol Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
231 S;hrZE:l;rin Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
232 Paclobutrazol Unclassified Cat lll 7 Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
237*** | Phosphane Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
238 Hexythiazox Unclassified Cat Il 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
Thif If -
239 m;tf]’;ls“ uren” | Unelassified Cat Il 6 Unclassified | Unclassified Cat Il 7 Unclassified ED Unclassified Cat Il Unclassified
240 Tefluthrin Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
241 Fluazinam Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
243 Imazaquin Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
244 Clomazone Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
245 Triasulfuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within

the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree

246 Isoxaben Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
247 ll?neerl;l:/llfuron Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
248 Fluazifop-P Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
249 Teflubenzuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
250 Diflufenican Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified

1-
251 Naphthylaceta Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified

mide (1-NAD)

1-
252 Naphthylacetic Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified

acid (1-NAA)
253 Ei‘a’:]amamxybg Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified | Unclassified | Unclassified
254 Diethofencarb Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
255 Sedaxane Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
256 Tralkoxydim ED Catl 2a Unclassified ED Cat | 2a Unclassified Unclassified ED Cat | Unclassified
257 Isopyrazam Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
258 Myclobutanil ED Cat | 2a,2b Unclassified ED Cat | 2a,2b Unclassified ED ED Cat | Unclassified
259 Thymol Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
261 Quinmerac Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
262 Fluxapyroxad Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
263 Prosulfuron Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
264 2,4-D ED Cat | 2a Unclassified ED Cat | 2a Unclassified Unclassified ED Cat | Unclassified

Haloxyfop-P - . . . - - -
265 Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified

(Haloxyfop-R)
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health
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Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree

266 Pyridaben Unclassified Catll 5 Unclassified Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified
267 Eugenol Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
269 Benalaxyl-M Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
270 Sulcotrione Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
271 Clethodim Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified

Repellents by

smell of animal . . . . . . e e . .
290 or plant origin/ Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

sheep fat

Repellents by

smell of animal . . . . . . e e . .
291 or plant origin/ Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

tall oil crude

Repellents by

smell of animal . . . . . . e . e .
292 or plant origin/ Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

tall oil pitch

Sea-algae

extract
293 (formerly sea- | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

algae extract

and seaweeds)
294 Clothianidin Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
295 Propiconazole Unclassified Catll 5 Unclassified Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified

ED - Cut off
. . - o - . criteria are . .
296 Thiacloprid Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified applicable / Unclassified Catll Unclassified
Repr Cat 1A/B
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
297 Pelargon_|c a_C|d Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
(Nonanoic acid)
Caprylic acid - - - - - - -
L Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
298 (Octanoic acid)
299 Lauric acid Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
300 Thiamethoxam Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
301 Spinosad Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
302 Esgf:xride Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Capric acid . . . . . . e e o .
L Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
303 (Decanoic acid)
304 Cypermethrin ED Cat | 23, 2b ED ED Catl 23, 2b ED Unclassified ED Catl ED
305 Deltamethrin Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
306 Benzoic acid Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
Alpha-
Cypermethrin . - . . - . - . . .
307 (aka Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
alphamethrin)
308 Chlorpropham Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
309 Flazasulfuron Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
310 Mesotrione Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
311 Pethoxamid Unclassified Catll 3a Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Catll Unclassified
312 Mepanipyrim Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
313 <,;/Ieectahny(late Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
314 c,\)/lctte;:\gate Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.
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Potential Categorization Human Health
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Combined Potential Categorization
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Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree

319 Beflubutamid Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
320 Imazamox Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
321 Picoxystrobin Unclassified Catlll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Catlll Unclassified
322 Cyazofamid Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
323 Propineb Unclassified Catll 3b Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Catll Unclassified
324 Imazosulfuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
325 I"\I/\I/ere;ide Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
326 Maneb ED Cat | 2a Unclassified ED Catl 2a Unclassified ED ED Catl Unclassified
327 Quinoxyfen Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
328 Zta;;?”"am”e' Unclassified Cat Il 10 Unclassified | Unclassified Cat Il 10 Unclassified Unclassified Unclassified Cat I Unclassified

Tribasic copper . - . . - . - . . .
331 sulfate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
332 Acetamiprid Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
334 Desmedipham ED Cat | 2a Unclassified Unclassified Unclassified 8 Unclassified Unclassified ED Catl Unclassified
335 Phenmedipham | Unclassified Catll 3a,3b Unclassified Unclassified Catll 33, 3b Unclassified Unclassified Unclassified Catll Unclassified
336 Thiram ED Cat | 2b Unclassified ED Catl 2b Unclassified Unclassified ED Catl Unclassified
337 Ziram ED Cat | 2b ED ED Catl 2b ED Unclassified ED Catl ED
338 Profoxydim Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
339 Isoxaflutole Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED (?) Unclassified Catll Unclassified
340 Trifloxystrobin Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
341 {;z:re;]nearcljt Unclassified Catll 9 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.
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Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree

fluthiamide)
342 Tritosulfuron Unclassified Catll 3a Unclassified Unclassified Cat Il 3a Unclassified Unclassified Unclassified Catll Unclassified
343 Indoxacarb Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
344 Oxasulfuron Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
345 :;opoxycarbazo Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
346 Bifenazate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
347 Tepraloxydim ED Catl 2b Unclassified ED Cat | 2b Unclassified ED ED Cat | Unclassified
348 Etoxazole Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
349 Chlorotoluron Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
350 Zoxamide Unclassified Cat lll 10 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
351 Daminozide Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
352 Zﬂemxyfemz'd Unclassified Cat I 3a Unclassified | Unclassified Catll 3a Unclassified Unclassified Unclassified Cat Il Unclassified
353 Fenamidone ED Cat | 2a ED Unclassified Catll 3b Unclassified Unclassified ED Catl ED
354 Fl?lmethenamld- Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
355 Mecoprop-P Unclassified Cat lll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
357 Bromoxynil Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
359 Foramsulfuron Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
360 Pyraclostrobin Unclassified Catlll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
361 Silthiofam Unclassified | Unclassified 8 Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
362 S-Metolachlor Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
363 Pyridalyl Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within

the meaning of the EU legislation.
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Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
364 lodosulfuron Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
Boscalid
365 (formerly ED Cat | 2a Unclassified ED Catl 2a Unclassified Unclassified ED Catl Unclassified
nicobifen)
366 Chlorothalonil Unclassified Cat lll 7 Unclassified Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified
368 ;h;::;anate— ED Cat | 2a Unclassified ED Catl 2a Unclassified Unclassified ED Catl Unclassified
369 Propyzamide ED Cat | 2a Unclassified ED Catl 2a Unclassified Unclassified ED Catl Unclassified
370 Ethofumesate Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
371 Flubendiamide ED Cat | 2a ED ED Catl 2a ED Unclassified ED Cat| ED
372 (Ddliqbt:‘ztmide) Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
374 Chlorpyrifos Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
ED - Cut off
375 Linuron ED Cat | 2a Unclassified ED Catl 2a Unclassified cntgna are ED Catl Unclassified
applicable /
Repr Cat 1A/B
379 Iprodione ED Cat | 2a,2b Unclassified ED Cat | 2a,2b Unclassified Unclassified ED Cat | Unclassified
382 Mesosulfuron Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
383 Pendimethalin ED Cat | 2a ED ED Catl 2a ED Unclassified ED Cat | ED
384" Denathonium i i i i i i i i i i i i
benzoate
385 Milbemectin Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
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tree tree

390 ﬁ‘heli)r:slyrifos- Unclassified Catll 5 Unclassified Unclassified Cat Il 5 Unclassified Unclassified Unclassified Catll Unclassified
394 Sucrose Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
395 Metalaxyl Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
398 Sgdium . > Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

nitroguaiacolate
400 Forchlorfenuron | Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
401 Beta-Cyfluthrin Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
402 Benalaxyl Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
403 Mancozeb ED Cat | 2a,2b ED ED Cat | 2a,2b ED Unclassified ED Cat | ED
404 rsm?)t?;upnt:enolat:_ Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
405 Sf)dium "1 Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

nitrophenolate
407 Ametoctradin Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
408 Metiram ED Cat |l 2a ED Unclassified Catll 3a Unclassified Unclassified ED Catl ED
409 Laminarin Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
411 Mecoprop Unclassified Cat lll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Catlll Unclassified
413 MCPA Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat Il Unclassified
414 MCPB Unclassified Cat Il (?) 7 Unclassified Unclassified Cat Il (?) 7 Unclassified Unclassified Unclassified Catlll (?) Unclassified
415 2,4-DB Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
416 Flurtamone Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
417 Fosthiazate Unclassified | Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
418 Carvone Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
426 Bordeaux Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.
It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
mixture
n_
428 Tetradecylaceta | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
te

**This substance was incorrectly marked also as a BP in the published list of substances to be screened.

*** This substance had been already screened when “list of substances to be screened” was published.

****This substance covers also the substance Quizalofop-P.

" This substance was initially included in the list of substances to be screened, but following the rational it was decided that the substance was not to be screened.
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A. Introduction & Objectives

The aim of this report is to present the final outcome for the identification of 96 active
substances used in Biocidal Products (BPs) as potential Endocrine Disruptors (EDs) under
four different Policy “Options” of the Roadmap (EC, 2014).

B. Materials & Methods

The methodology applied was based on the JRC draft methodology provided in May 2015
as amended and described in chapter 1 and supplemented by further WoE considerations
as described in chapter 2. Additional minor modifications have been introduced during
the screening of the BPs. These are presented below together with any identified issues
which were specific for BPs.

Screened substances and data sources

The “Chemical Inventory” file provided by JRC was the initial tool used for identifying
sources of information to be considered in data population of each substance under the
screening process, as described in chapter 1. The “Chemical Inventory” file originally
provided by JRC included 101 BPs (Biocidal Product active substances), 88 approved and
13 not yet approved. Finally, considering the change in the approval status of certain
substances and following consultation with DG SANTE, a total of 96 BPs were screened.
Only 1 BP is not yet approved but this was included following consultation with DG
SANTE since the opinion for approval has already been adopted by the BPC while the
Assessment Report has been published on the ECHA website.

It is noted that 37 BPs are also approved as PPPs; all of these substances have already
been screened in the frames of Deliverable 2 for PPPs (chapter 2).

It is noted that for all BPs screened, the Competent Authority Report (CAR) documents
used to retrieve the required data/information were those available in the restricted
CIRCABC area.

Data Summary template version 1.11

A revised Data Summary template excel workbook was provided by JRC on the 14™ of January 2016.
Data Summary template 1.11 includes the following amendments:

- Additional inhalation exposure categories have been added to the “Route of
administration” pick list.

- The text in cell A5 of the evaluation sheet has been changed to “Effect/s not
considered for the evaluation as not informative to conclude on ED since the
effect (ED-related and/or EATS-specific) is considered to be secondary to general-
systemic toxicity”.

- A new sheet called "information note" has been added in order to capture any
comments or changes made to the file.

- New columns (AN, AO, AP and AQ) have been added in the “Data” sheet in order
to automatically calculate a potency cut-off value to be used for “Option 4”.
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C. Case studies
i. Anti-Vitamin K (AVK) rodenticides

AVK rodenticides are a group of structurally similar compounds also known as
anticoagulant rodenticides. All AVK rodenticides, including warfarin and other
anticoagulant coumarin pharmaceuticals share the same MoA, namely inhibition of
vitamin K epoxide reductase (an enzyme involved with blood coagulation and foetal
tissues development, including bone formation, CNS development and angiogenesis).

Carcinogenicity and fertility studies have been waived and thus not carried out due to
technical difficulties resulting from the anticoagulant properties of these substances and
the use of the target species (rodents) as test species. Moreover, warfarin has been used
in the prevention of thrombosis and thromboembolism in humans for many decades and
there is no evidence of it being carcinogenic or toxic to fertility. However, based on read
across from human data for warfarin, it is concluded that these substances have the
capacity to adversely affect the human in utero development and therefore, a
classification as Repr. Cat 1A or 1B is proposed by RAC for each substance. With regard
to the evaluation of these substances, human data for warfarin have not been captured
in the Datasheet due to lack of details but have been considered as evidence of adversity
in the evaluation sheet (Figure 3.11).
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D E F G
OPTION 2&3
Mammalian Ecotox
Question Answer [Yes/No) Answer (Yes/No)

Is there evidence of adversity that Human data for warfarin:
might potentially be caused by an ED Stillbirth or abortion,
related effect in an intact organism, microcephaly,
or its progeny, or in a hydrocephaly, nasal
(sub)population? if yes. plecse ndicote n hypoplasia, bone

anomalies, growth

Yes retardation in human Yes

(dose level = 004-0.2
mg/kg bw/day).These
report "Study 10 Mot data are not captured in
the Data Summary due to
lack of further details in
CAR

Is there gvidence of Adversity - EATS
specific in an intact organism, or its
progeny, or in a (sub)population? if

: VIr3e effect ond the comezponding No relevant adverse
Srudly ", 1f 10, in the re -] effects reported

plecse explon i the no 1S ue

Is there evidence of in vivo
mechanistic and/or in vivo hormone
levels information? if yes, pleose

ndng No No data No

plecse explon if the 1o is Jue 0
becouse no effects were rep

Moi”

Is there evidence of in vitro

mechanistic information? if yes, plesse Aromatase inhibition
INJKTTE IN TAE T8E30NNG, €3CH I VD {high potency) [ID: 6]
i effect ond the comesponding Cofactor recruitment on
o o e Yes Yes

AR (medium and medium

piecse expiow ¥ the no I3 due 20 Iock © PR Sy

Figure 3.1. No ED-related adversity was reported for substance no 460, an AVK rodenticide.
However, human data for Warfarin, a structurally and functionally similar compound, have been
captured in the evaluation sheet.

ii. Boric acid and borates

Most of the simple inorganic borates such as boric acid, boric oxide, disodium tetraborate
and disodium octaborate tetrahydrate exist predominantly as undissociated boric acid in
dilute aqueous solution at physiological pH, leading to the conclusion that the main
species in the plasma of mammals is un-dissociated boric acid. Since other borates
dissociate to form boric acid in aqueous solutions, they too can be considered to exist as
un-dissociated boric acid under physiological conditions. For the assessment of
substances 446, 444 (boric oxide, disodium octaborate tetrahydrate) and 443-447-449
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(disodium tetraborates) studies have been conducted with boric acid or sodium
tetraborate decahydrate. All studies have been captured in the database while doses
were recorded as mg boron/kg bw/day.

For substance 435 (boric acid), studies in REACH database conducted with Disodium
tetraborate decahydrate where the equivalence in boric acid was not reported, have not
been captured since they did not provide any additional information. Doses were
recorded in the database as mg boric acid/kg bw/day (whenever possible).

D. Examples of adversity/MoA in the different Paths of the decision tree

As already mentioned in chapter 2, in the frame of this project, “"EATS specific adversity”
has been considered as strong indication of adversity caused by an ED-MoA, leading to
the most strict categorization of the substances as “Endocrine Disruptors” (Cat I) or
“Suspected Endocrine Disruptors” (Cat II). "Non-specific adversity (may or may not be
indicative of EATS)” was considered weak evidence of adversity caused by an ED-MoA,
which may lead to “lower” potential categories, mostly Cat II, III and “Unclassified” in
the absence of “EATS specific adversity”. In vivo mechanistic data (which may or may
not be supported by in vitro mechanistic data) were considered as strong indication of
endocrine mode of action (MoA). In case in vivo mechanistic data are available and a
plausible link is determined with either “EATS specific adversity” or “Non-specific
adversity (may or may not be indicative of EATS)"” the substance is classified as Cat 1. In
vitro mechanistic data, in the absence of in vivo mechanistic data, were generally
considered as weak indication of endocrine mode of action (MoA). In this case, a
substance could be categorized as Cat I, Cat II or Cat III depending on the type of
adversity observed (EATS specific adversity or ED-related adversity) and on whether or
not a plausible link to the observed adversity is established (see Appendix I). The
possibility that a substance is categorized as Cat I on the basis of in vitro mechanistic
data is limited to the cases where there is clear and strong evidence of EATS specific
adversity and a plausible link with equally clear in vitro mechanistic data is established.
However, it was acknowledged that it would often be difficult to establish a direct
plausible link to adverse effects and thus a Cat II in case of presence of EATS specific
effects or Cat III in presence of non-specific effects was more likely.

It should be mentioned that when applying the decision tree for each substance, the
weight of evidence of the observed types of adversity and endocrine MoA was taken into
account for each step followed. When the weight of evidence of the observed effects has
been considered inadequate the Path followed was similar to cases where no effects
were observed.

Examples:
Categorization as Cat I via Path 2a or Path 2b of the decision tree

Substance No 441 exhibits adverse effects on thyroid weight and histopathology (EATS
specific adversity) in three different species. In vivo mechanistic information on thyroid
hormone levels (decreased T3 and T4, increased TSH) allow the establishment of a
plausible link leading to classification of the substance as Cat I through Path 2a.

Substance No 304 causes adverse effects on male reproductive system as well as on
fertility and reproductive performance. These effects can be linked to either in vivo
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mechanistic or in vitro mechanistic data indicating antagonistic effects on AR, reduced
expression levels of enzymes catalyzing testosterone production (38-HSD, 17B-HSD),
reduced AR expression, increased expression levels of aromatase, induction of
aromatase activity as well as decreased testosterone synthesis. Consequently, substance
No 304 is classified as Cat I through Path 2a and 2b.

Categorization as Cat II via Path 5 of the decision tree

Substance No 4 causes a variety of “Non-specific adverse effects (may or may not be
indicative of EATS)” related to reproduction and fetal development (decreased fertility,
delays in fetal development, decreased fetal weight, decreased litter viability, decreased
pup weight, increased post-implantation loss, decreased pup survival index) which are
considered a weak indication of ED-related adversity, in total absence of “"EATS specific”
adverse effects but in presence of in vivo mechanistic data. Thus, it is categorized as Cat
IT through Path 5 since no plausible link can be established.

Categorization as Cat II via Path 3a of the decision tree

Substance No 435 exhibits a variety of adverse effects on reproductive organs and
fertility parameters some of which are EATS-specific. However in the absence of any in
vivo or in vitro mechanistic data, it is classified as Cat II through Path 3a.

Categorization as Cat III via Path 10 of the decision tree

Substance No 431 causes no adverse effects. However, based solely on in vitro
mechanistic information on hAR, it is classified as Cat III through Path 10.
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E. Results

In this section, the overall summary tables with the potential categorization results for
all 96 BPs (including also the 32 BPs/PPPs already assessed for Deliverable 2) screened
for human health (Table 3.1) and vertebrate wildlife (Table 3.2) are presented.
Moreover, an overall/combined table for human health and vertebrate wildlife (Table
3.3) and a summary table for “Option 3” results and the different Paths leading to the
different categories for human health (Table 3.4) and vertebrate wildlife (Table 3.5), are
presented below.

The results of the categorization for each of the 96 BP substances according to the four
“Options” of the Roadmap (EC, 2014) for human health and ecotoxicological assessment
based on the methodology described in chapter 2 are presented in the Appendix 3.1.

Under “Option 17, since both the harmonised C&L (when available) and the proposed
C&L (when relevant) have been considered for the categorization of the substances, the
results are reported in order to allow making a distinction between the substances with a
harmonised classification (which have been included in Annex VI of Regulation (EC)
1272/2008 (CLP Regulation), i.e. their classification has been agreed) and those
substances for which no harmonised classification is available because they have not yet
been discussed.

In the Categorization Results Table (Appendix 3.1), when there is no harmonised C&L
available, “Not relevant” is reported. However, when concluding for the categorization
under “Option 17, this is interpreted as “Unclassified*”. The “*"” has been added in order
to make the distinction from the substances which are categorized as “Unclassified” after
discussion, i.e. considering the harmonised C&L included in Annex VI of CLP Regulation.

For all substances where there is no harmonised C&L available (27 out of the 96 BPs
screened) the categorization was concluded considering the proposed classification since
this is the most recent one. It is noted that for 1 substance with no harmonised
classification (i.e. categorized as “Unclassified*”) the categorization is different when
considering the most recent proposed C&L, while for 1 substance (rodenticide) the cut-
off12 are applicable, based on the proposed C&L as Repr Cat 1A.

Moreover, for 52 out of the 69 BPs for which there is a harmonised classification, a more
recent C&L proposal in the respective evaluation report has been identified. In these
cases, the “Option 1” outcome is the one based on the “Most Recent” proposed C&L
(more severe in most cases); it is noted that only for 5 substances the categorization
under “Option 1” is different when considering the most recent proposed C&L instead of
the available harmonised C&L.

12 The term “cut-off criteria” is not used in the legislation. It is used in common language to refer to approval criteria in
Reg. 1107/2009 and exclusion criteria in Reg. 528/2012.
In Reg. 1107/2009, approval criteria are:

- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent, bioaccumulative
and toxic, vPvB= very persistent and very bioaccumulative, POP= persistent organic pollutants);

- based on a strong hazard component for other classes of substances (carcinogens, toxic for reproduction, endocrine
disruptors).

In Reg. 528/2012, exclusion criteria are:

- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent, bioaccumulative
and toxic, vPvB= very persistent and very bioaccumulative, carcinogens, toxic for reproduction, endocrine disruptors)
when used by consumers;

based on a strong hazard component for the same classes of substances when used by professional users.
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As presented in the Categorization Results Table (see Appendix 3.1), out of 96 BPs
screened, 16 BPs were classified as EDs and 80 as “Unclassified” under “Option 1”. Of
these 80 BPs, one BP (No 10) is classified as Repr. Cat. 1A and, thus for this substance
the exclusion/cut-off criteria of Article 5 of Regulation (EC) 528/2012 are also applicable.
Under “Option 2”, 5 substances were classified as EDs (equivalent to Cat I under “Option
3"), and 4 substances were classified as EDs under “Option 4" (Table 3.1).

Table 3.1. Potential categorization results for human health for the 96 BPs screened.

Potential Categorization

Human .
WOMNSN  optionix | opon2 |  optn3 | Optiond

w Unclassified | ED |Unclassified|Cat I|Cat II | Cat III | Unclassified | ED |Unclassified

Harmonised

Number c&L
i Most recent
C&L 16 80

proposal**
* For 27 substances there is no harmonised C & L available, which is interpreted as “Unclassified”.
** Taking into account the proposed classification - i.e. the classification proposal concluded during
the peer review process under Regulation (EC) 1107/2009 (EFSA Conclusion or DAR/RAR) and/or
under Regulation (EU) 528/2012 (ECHA Assessment Report/CAR) - when this is more recent that
the decision for the harmonised C&L.
*** The substances categorized as EDs under “Option 1” are significantly higher in number
because they include groups of related substances (i.e. 6 borate compounds that have a
harmonised classification as Repr Cat 1A or 1B and are toxic to endocrine organs)

11 85%*

Regarding vertebrate wildlife, 6 BPs were classified as EDs under “Option 2” (equivalent
to Cat I under “Option 3”), whilst 5 BPs were classified as EDs under “Option 4” (Table
3.2).

Table 3.2. Potential categorization results for vertebrate wildlife for the 96 BPs screened.

Potential Categorization

Vertebrate wildlife Option 4

m Unclassified ﬂmm Unclassified ﬂ Unclassified

Number of BPs 6 90 6 26 9 55 5 91

For combined/overall potential categorization, the more conservative outcome has been
considered i.e. the most recent classification in case of “Option 17, the most severe
categorization between human health and vertebrate wildlife in case of “"Option 2, 3 & 4”
(Table 3.3). Consequently, 16 BPs were classified as EDs under “Option 1”, 6 BPs were
classified as EDs under “Option 2" (equivalent to Cat I under “Option 3”) whilst 5 BPs
were classified as EDs under “Option 4”.
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Table 3.3. Combined potential categorization results for human health and vertebrate wildlife for
the 96 BPs screened.

Human Potential Categorization
health and Option 1 ;
wildlife E Unclassified m Unclassified mmm Unclassified m Unclassified

Number of

T 16 80 90 27 54 91

For “Option 3", the Paths of the decision tree (please refer to Appendix I) leading to each
categorization are presented in Table 3.4 for human health assessment and in Table 3.5
for vertebrate wildlife assessment. As it is shown in Table 3.4, 1 out of 5 BPs categorized
as Cat I are through Path 2a resulting from EATS specific adversity and in vivo
mechanistic data, 2 BPs are concluded as Cat I through combined Paths 2a, 2b (EATS
specific adversity and a plausible link with in vivo/in vitro mechanistic data) and 2 BPs
are categorized as Cat I through Path 4 (Non-specific adversity (may or may not be
indicative of EATS) and in vivo mechanistic information). Regarding classification as Cat
IT, out of 26 BPs classified as Cat II, 14 BPs were classified through Path 3a resulting
from evidence of EATS specific adversity but absence of in vivo/in vitro mechanistic
effects (either results showed no effects or there were no data available). Out of 11
substances classified as Cat III under “Option 3”, 7 BPs reached this classification
through Path 7 resulting from Non-specific adversity (may or may not be indicative of
EATS) and positive in vitro mechanistic data but with no plausible link. Finally, out of 54
substances categorized as “Unclassified”, 39 BPs reached this conclusion through Path 11
resulting from absence of adversity and mechanistic data. For the other 15 there were
adverse effects but these were non-specific and in the absence of any mechanistic data
either in vitro or in vivo to indicate an endocrine mode of action or, alternatively, in the
presence of negative mechanistic data the substances were designated “Unclassified”
(Path 8).
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Table 3.4. Presentation of the results for “Option 3” and the different Paths leading to the
different categories or to “Unclassified” for human health.

Potential Categorization - Option 3 (human health)
Number of substances

Unclassified
5 26 11 54

Path 1 - Path 3a 14 Path 7 7 Path 8 15

Path 2a 1 Path 3b 7 Path 10 4 Path 11 39
Path 2b - Path 3a, 3b 2

Path 2a,

b 2 Path 5 2
Path 4 2 Path 6 -
Path5 & 6 1
Path 9 -

Similar results were obtained for the classification of vertebrate wildlife under “Option 3”
(Table 3.5). For 4 BPs, Path 2a was used in order to be classified as Cat I, whilst for the
3 of them Path 2b was also used. 2 BPs were classified as Cat I through Path 4. 14 out of
26 BPs were classified as Cat II through Path 3a (EATS specific adversity and absence of
endocrine MoA data), 5 out of 9 BPs reached Cat III through Path 7 (Non-specific
adversity (may or may not be indicative of EATS) and in vitro mechanistic data) and
finally 39 out of 55 BPs were concluded as “Unclassified” through Path 11.
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Table 3.5. Presentation of the results for “"Option 3” and the different Paths leading to the
different categories or to “Unclassified” for vertebrate wildlife.

Potential Categorization - Option 3 (vertebrate wildlife*)

BPs Number of substances
Cat II1 Unclassified
Total 6 26 9 55
number
Path 1 - Path 3a 14 Path 7 5 Path 8 16
Path 2a 1 Path 3b 8 Path 10 4 Path 11 39
Path 2b - Path 3a, 3b 1
Path 2a,
2b 3 Path 5 2
Path
1,2a,2b - Path 6 -
Path 4 2 Path 5 & 6 1
Path 9 -

Out of the 6 BPs that were classified as Cat I under “Option 3” for wildlife vertebrates,

only one substance reached this categorization based solely on non-mammalian
ecotoxicity data.
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Appendix 3.1

The results of potential categorization for each the 96 BP substances according to the

four “Options” of the Roadmap (EC, 2014) for human health and vertebrate wildlife
assessment are presented below:
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Potential categorization results of the 96 BPs under “Option 1"

Carc Cat. 1A | CarcCat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr. Cat.2 or 1B or 1B 1A or 1B 1A or 1B Endocrine | OPTION1 | OPTION1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L .
e Proposed) e R ] (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) Harmonised) Proposed) (YES/NO)
1 Carbon dioxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
2 Tebuconazole No Not relevant Yes Not relevant No Not relevant No No Yes ED Not relevant ED
3 Methyl nonyl ketone Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
4 Fipronil No No No No No No No No Yes Unclassified Unclassified Unclassified
M -
5 phi)gsr;isil:lu;n No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Not relevant Unclassified
6 Imidacloprid No No No No No No No No No Unclassified | Unclassified Unclassified
7 Thiabendazole No No No No No No No No Yes Unclassified Unclassified Unclassified
8 Aluminium phosphide No No No No No No No No No Unclassified Unclassified Unclassified
9 Sulfuryl fluoride No No No No No No No No No Unclassified | Unclassified Unclassified
Cut off
criteria are Cut off criteria
10 Bromadiolone Not relevant No Not relevant No Not relevant No Not relevant Yes No Unclassified* | applicable / | are applicable /
Repr Cat Repr Cat 1A/B
1A/B
11 Diflubenzuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
12 Dazomet No No No Yes No No No No Yes Unclassified ED ED
EDA/ C.Ut off ED/ Cut off
criteria are criteria are
13 Difenacoum No No No No No No No Yes Yes Unclassified applicable / applicable /
Repr Cat
1A/B Repr Cat 1A/B

the meaning of the EU legislation.
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Assessment
Carc Cat. 1A | CarcCat. 1A Repr. Cat. Repr. Cat. Effects on
: CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1A or 1B 1A or 1B Endocrine | OPTION1 | OPTION1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L X
e Proposed) e R ] (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) Harmonised) Proposed) (YES/NO)
14 Fenpropimorph No No Yes Yes No No No No Yes ED ED ED
15 | Abamectin (aka No No Yes Yes No No No No Yes ED ED ED
avermectin)
16 Fenoxycarb Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Not relevant Unclassified
17 Etofenprox No Not relevant Yes Not relevant No Not relevant No No No Unclassified | Not relevant Unclassified
18 Bifenthrin Yes Yes No No No No No No Yes Unclassified Unclassified Unclassified
19 lambda-Cyhalothrin No No No No No No No No Yes Unclassified Unclassified Unclassified
ED - Cut off ED - Cut off
criteria are criteria are
20 Cyproconazole No Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / | Not relevant applicable /
Repr Cat
1A/B Repr Cat 1A/B
21 Pyriproxyfen No No No No No No No No Yes Unclassified Unclassified Unclassified
22 Folpet Yes Yes No No No No No No No Unclassified | Unclassified Unclassified
294 | Clothianidin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Not relevant Unclassified
295 | Propiconazole No No No No No No No No No Unclassified | Unclassified Unclassified
ED - Cut off ED - Cut off
criteria are criteria are
296 | Thiacloprid Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / | Not relevant applicable /
Repr Cat
1A/B Repr Cat 1A/B
297 Pelargon!c . acid No No No No No No No No No Unclassified Unclassified Unclassified
(Nonanoic acid)
Caprylic acid P - -
L Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified Unclassified Unclassified
298 | (Octanoic acid)
299 Lauric acid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

the meaning of the EU legislation.
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Assessment
r . 1A r . 1A Repr. Cat. Repr. Cat. Eff n
Chemical Name car(cc;al_t‘ 2 car(cc;al_t‘ 2 Rep(:‘:gft‘ 2 Re"'('c'gft' 2| @ Zrc ::3 “ Zf i:; 11 orclaBt 11 orclaBt En:;tcsri:e OPTION1 | OPTION1 OPTION 1
e Proposed) e R ] (C&I.. (C&L (C&I_. (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) | Harmonised) | Proposed) (YES/NO)

300 | Thiamethoxam No No No No No No No No Yes Unclassified | Unclassified Unclassified
301 | Spinosad No No No No No No No No No Unclassified | Unclassified Unclassified
302 | Copper hydroxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
303 ;:;Z;ic acid (Decanoic Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
304 | Cypermethrin No No No No No No No No Yes Unclassified Unclassified Unclassified
305 | Deltamethrin No No No No No No No No Yes Unclassified | Unclassified Unclassified
306 | Benzoic acid No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Not relevant Unclassified
307 (A:EQZ_I;SKZ‘:SE:H;” No No No No No No No No No Unclassified | Unclassified Unclassified
343 | Indoxacarb No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Not relevant Unclassified
429 | tolylfluanid No No No No No No No No Yes Unclassified | Unclassified Unclassified
430 | flufenoxuron No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Not relevant Unclassified

Didecyldimethylamm

onium chloride; No No No No No No No No No Unclassified | Unclassified Unclassified
431 DDAC
432 | Tralopyril Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
433 | Permethrin No No No No No No No No Yes Unclassified | Unclassified Unclassified
434 | IPBC No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Not relevant Unclassified
435 | Boric acid No No No No No No Yes Yes Yes ED ED ED
436 | Difethialone No Not relevant No Not relevant No Not relevant Yes Not relevant No Unclassified | Not relevant Unclassified
437 | Acrolein No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Not relevant Unclassified
438 | dichlofluanid No No No No No No No No Yes Unclassified | Unclassified Unclassified
439 | Transfluthrin No No No No No No No No No Unclassified | Unclassified Unclassified
440 S:rsl:i)conate Copper Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within

the meaning of the EU legislation.
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | CarcCat. 1A Repr. Cat. Repr. Cat. Effects on
: CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1A or 1B 1A or 1B Endocrine | OPTION1 | OPTION1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L X
e Proposed) e R ] (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) Harmonised) Proposed) (YES/NO)
(mentioned in ECHA
as Copper(ll)
Carbonate)
441 | Zineb No No No Yes No No No No Yes Unclassified ED ED
442 Chlorfenapyr No No No No No No No No No Unclassified Unclassified Unclassified
443 | Disodium tetraborate No No No No No No Yes Yes Yes ED ED ED
pentahydrate
444 Disodium octaborate No Not relevant No Not relevant No Not relevant Yes Not relevant Yes ED Not relevant ED
tetrahydrate
445 Warfarin sodium No Not relevant No Not relevant No Not relevant Yes Not relevant No Unclassified | Not relevant Unclassified
446 Boric oxide No No No No No No Yes Yes Yes ED ED ED
447 | Disodium tetraborate No No No No No No Yes Yes Yes ED ED ED
decahydrate
448 | Copper (ll) oxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
449 Disodium tetraborate No No No No No No Yes Yes Yes ED ED ED
N,N-diethyl- -
450 ! dle.t yl-meta No No No No No No No No No Unclassified Unclassified Unclassified
toluamide (DEET)
451 alphachloralose No No No No No No No No No Unclassified Unclassified Unclassified
(chloralose)
453 Bendiocarb No No No No No No No No No Unclassified Unclassified Unclassified
454 Metofluthrin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
455 iPQc;I;(:;nylpyrrolldone No No No No No No No No No Unclassified Unclassified Unclassified
456 | 1R-trans phenothrin Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
457 (cll\jl-ljglcc;lsj-i-)ene No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Not relevant Unclassified
459 Cu-HDO Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
460 | Chlorophacinone No No No No No No No Yes No Unclassified | Unclassified Unclassified

the meaning of the EU legislation.
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | CarcCat. 1A Repr. Cat. Repr. Cat. Effects on
Chemical Name car(ccc&al_t' 2 car(ccc&al_t' 2 Rep(r(':;ft‘ 2 Re'“'('c'gft' 2 or 1B or 1B e e Endocrine | OPTION1 | OPTION1 OPTION 1
) Proposed) A T e Proposed) (C&I.. (C&L (C&I_. (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) Harmonised) Proposed) (YES/NO)

Ethyl

butylacetylaminoprop | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
461 ionate (IR3535)
462 | Brodifacoum No No No No No No No Yes No Unclassified | Unclassified Unclassified
463 Coumatetralyl No No No No No No No Yes No Unclassified Unclassified Unclassified

4,5-Dichloro-2-

octylisothiazol-3(2H)- Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
464 one (DCOIT)
465 | S-Methoprene Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
466 | K-HDO Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

Alkyl (C12-16)

S:niihnyiljb:\nzcytiloride; Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
467 C 12-16-ADBAC
468 hydrogen cyanide No No No No No No No No Yes Unclassified Unclassified Unclassified
469 | lodine No No No No No No No No No Unclassified | Unclassified Unclassified

Hydrochloric acid

[same as Hydrogen No No No No No No No No No Unclassified | Unclassified Unclassified
470 chloride]
471 Nitrogen Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
472 Ezsfaef:ydratesmphate No No No No No No No No No Unclassified Unclassified Unclassified
473 | Bromoacetic acid No No No No No No No No No Unclassified | Unclassified Unclassified

Yes
No No No (developme Yes Yes No Yes (fertility) No Unclassified ED ED

474 | Creosote ntal)
475 | Warfarin No Not relevant No Not relevant No Not relevant Yes Not relevant No Unclassified | Not relevant Unclassified
476 DDACarbonate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

the meaning of the EU legislation.
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | CarcCat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1A or 1B 1A or 1B Endocrine | OPTION1 | OPTION1 OPTION 1
Chemical Name (C&L (C&L (C&L (C&L X
) Proposed) A T e Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) | Harmonised) | Proposed) (YES/NO)
477 Flocoumafen No No No No No No No Yes No Unclassified Unclassified Unclassified
480 | Glutaraldehyde No No No No No No No No Yes Unclassified | Unclassified Unclassified
Yes

Not relevant No Not relevant | (developme | Not relevant No Not relevant No Yes Unclassified* ED ED
481 | Copper pyrithione nt)
482 | Dinotefuran Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
483 | Potassium sorbate No No No No No No No No Yes Unclassified | Unclassified Unclassified
484 | MIT Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
485 DCPP No No No No No No No No No Unclassified Unclassified Unclassified
486 | C(M)IT/MIT No No No No No No No No No Unclassified Unclassified Unclassified
487 | MBM Not relevant No Not relevant No Not relevant Yes Not relevant No No Unclassified* | Unclassified Unclassified
488 | Propan-2-ol No No No No No No No No Yes Unclassified | Unclassified Unclassified
489 | Hydrogen peroxide No No No No No No No No No Unclassified | Unclassified Unclassified
490 | Medetomidine Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
491 | Hexaflumuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

Unclassified*: No harmonized classification available

the meaning of the EU legislation.
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential categorization results of the 96 BPs under “Option 2, 3 & 4” for human health & vertebrate wildlife and combined

potential categorization under all Options

Potential Categorization Human Health

Potential Categorization Wildlife Vertebrates

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 .. OPTION 4 OPTION 2 OPTION 3 OPTION 4
decision tree Most recent
tree
1 Carbon dioxide Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
2 Tebuconazole ED Cat | 2a,2b Unclassified ED Cat | 2a,2b Unclassified ED ED Cat | Unclassified
3 Methyl nonyl ketone Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
4 Fipronil Unclassified Catll 5 Unclassified | Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
5 Magnesium phosphide Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
6 Imidacloprid Unclassified Cat lll 10 Unclassified | Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
7 Thiabendazole Unclassified Catll 3b Unclassified | Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
8 Aluminium phosphide Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
9 Sulfuryl fluoride Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Cut off
criteria are
10 Bromadiolone Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified applicable / Unclassified Unclassified Unclassified
Repr Cat
1A/B
11 Diflubenzuron Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
12 Dazomet Unclassified Catll 3b Unclassified | Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
13 Difenacoum Unclassified Cat Il 3a Unclassified | Unclassified Catll 3a Unclassified ED/ Cut off Unclassified Cat Il Unclassified
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential Categorization Human Health

Potential Categorization Wildlife Vertebrates

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 .. OPTION 4 OPTION 2 OPTION 3 OPTION 4
— decision tree Most recent
criteria are
applicable /
Repr Cat
1A/B
14 Fenpropimorph Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
15 Abamectin (aka avermectin) | Unclassified Catll 3a Unclassified | Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
16 Fenoxycarb Unclassified Cat lll 7 Unclassified | Unclassified Catlll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
17 Etofenprox Unclassified Catlll 7 Unclassified | Unclassified Cat Il 7 Unclassified Unclassified Unclassified Catlll Unclassified
18 Bifenthrin Unclassified Catlll Unclassified | Unclassified Catll Unclassified Unclassified Unclassified Catll Unclassified
19 lambda-Cyhalothrin Unclassified Catll 5&6 Unclassified | Unclassified Catll 5&6 Unclassified Unclassified Unclassified Catll Unclassified
ED - Cut off
criteria are
20 Cyproconazole Unclassified Catll 3b Unclassified ED Catl 2a & 2b ED applicable / ED Cat | ED
Repr Cat
1A/B
21 Pyriproxyfen Unclassified Catll 3b Unclassified | Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
22 Folpet Unclassified Catlll 7 Unclassified | Unclassified Cat lll 7 Unclassified Unclassified Unclassified Catlll Unclassified
294 | Clothianidin Unclassified Catll 3a Unclassified | Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
295 | Propiconazole Unclassified Catll 5 Unclassified | Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

X L. X L. - Combined Potential Categorization
Potential Categorization Human Health Potential Categorization Wildlife Vertebrates (HH & Wildlife Vertebrates)
Path of
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 Ifa.th Cli OPTION 4 ellel e OPTION 2 OPTION 3 OPTION 4
decision tree Most recent
tree
ED - Cut off
criteria are
296 | Thiacloprid Unclassified Catll 3b Unclassified | Unclassified Catll 3b Unclassified applicable / Unclassified Catll Unclassified
Repr Cat
1A/B
297 | Pelargonic acid (Nonanoic . . . . . . . e e .
acid) Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
298 | Caprylic acid (Octanoic acid) | Unclassified Catlll 10 Unclassified | Unclassified Cat Il 10 Unclassified Unclassified Unclassified Catlll Unclassified
299 | Lauric acid Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
300 | Thiamethoxam Unclassified Catll 3a Unclassified | Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
301 | Spinosad Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
302 | Copper hydroxide Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
303 | Capric acid (Decanoic acid) Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
304 | Cypermethrin ED Cat |l 2a, 2b ED ED Cat | 23, 2b ED Unclassified ED Catl ED
305 | Deltamethrin Unclassified Catll 3b Unclassified | Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
306 | Benzoic acid Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
307 jllg:s;rfthizrr:;ethrln (aka Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
343 | Indoxacarb Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
429 | tolylfluanid Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
430 | flufenoxuron Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
Dldec.yldlmethylammomum Unclassified Cat lll 10 Unclassified | Unclassified Catlll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
431 | chloride; DDAC
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Potential Categorization Human Health

Potential Categorization Wildlife Vertebrates

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 .. OPTION 4 OPTION 2 OPTION 3 OPTION 4
decision tree Most recent
tree

432 | Tralopyril Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
433 | Permethrin Unclassified Cat Il 3a/b Unclassified | Unclassified Catll 3b Unclassified Unclassified Unclassified Cat ll Unclassified
434 | IPBC Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
435 | Boric acid Unclassified Cat ll 3a Unclassified | Unclassified Catll 3a Unclassified ED Unclassified Cat ll Unclassified
436 | Difethialone Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
437 | Acrolein Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
438 | dichlofluanid Unclassified Catll 3a Unclassified | Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
439 | Transfluthrin Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified

Basic Copper carbonate

(mentioned in ECHA as | Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
440 | Copper(ll) Carbonate)
441 | Zineb ED Catl 2a ED ED Catl 2a ED ED ED Catl ED
442 | Chlorfenapyr Unclassified Catlll 10 Unclassified | Unclassified Cat lll 10 Unclassified Unclassified Unclassified Catlll Unclassified
443 | Disodium tetraborate | |, lassified |  Catll 3a Unclassified | Unclassified |  Catll 3a Unclassified ED Unclassified Cat i Undlassified

pentahydrate
444 Disodium octaborate Unclassified Cat Il 3a Unclassified | Unclassified Catll 3a Unclassified ED Unclassified Cat ll Unclassified

tetrahydrate
445 | Warfarin sodium Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
446 | Boric oxide Unclassified Cat ll 3a Unclassified | Unclassified Catll 3a Unclassified ED Unclassified Cat ll Unclassified
447 | Disodium tetraborate |\, jassified | Catll 3a Unclassified | Unclassified Cat i 3a Unclassified ED Unclassified Cat I Unclassified

decahydrate
448 | Copper (Il) oxide Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
449 | Disodium tetraborate Unclassified Cat ll 3a Unclassified | Unclassified Catll 3a Unclassified ED Unclassified Cat ll Unclassified
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Potential Categorization Human Health

Potential Categorization Wildlife Vertebrates

Combined Potential Categorization

(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 .. OPTION 4 OPTION 2 OPTION 3 OPTION 4
decision tree Most recent
tree

450 :\l[;l;l;jrl)ethyl-meta-toluamlde Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
451 | alphachloralose (chloralose) | Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
453 | Bendiocarb Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
454 | Metofluthrin Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
455 | Polyvinylpyrrolidone iodine ED Cat |l 4 ED ED Cat | 4 ED Unclassified ED Catl ED
456 | 1R-trans phenothrin Unclassified Cat lll 7 Unclassified | Unclassified Cat lll 7 Unclassified Unclassified Unclassified Cat lll Unclassified
457 | cis-tricos-9-ene (Muscalure) | Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
459 | Cu-HDO Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
460 | Chlorophacinone Unclassified Catlll 7 Unclassified | Unclassified Cat Il 7 Unclassified Unclassified Unclassified Catlll Unclassified

Ethyl

butylacetylaminopropionate | Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
461 | (IR3535)
462 | Brodifacoum Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
463 | Coumatetralyl Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified

4,5-Dichloro-2-

octylisothiazol-3(2H)-one Unclassified Cat lll 7 Unclassified | Unclassified Catll 3a/3b Unclassified Unclassified Unclassified Catll Unclassified
464 | (DCOIT)
465 | S-Methoprene Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
466 | K-HDO Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

Alkyl (C12-16)

dimethylbenzyl ammonium | Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
467 | chloride; C 12-16-ADBAC
468 | hydrogen cyanide Unclassified Cat ll 3a/b Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Cat ll Unclassified
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Potential Categorization Human Health

Potential Categorization Wildlife Vertebrates

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 .. OPTION 4 OPTION 2 OPTION 3 OPTION 4
— decision tree Most recent

269 | lodine ED Cat | 4 ED ED Catl 4 ED Unclassified ED Cat | ED

470 :z::z;z:’g:loarci;i][same 3 | Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
471 | Nitrogen Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
472 gzsfaef:ydrate sulphate Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
473 | Bromoacetic acid Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
474 | Creosote Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
475 | Warfarin Unclassified | Unclassified Unclassified | Unclassified | Unclassified Unclassified Unclassified Unclassified Unclassified Unclassified
476 | DDACarbonate Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
477 | Flocoumafen Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
480 | Glutaraldehyde Unclassified Cat ll 3b Unclassified | Unclassified Catll 3b Unclassified Unclassified Unclassified Cat ll Unclassified
481 | Copper pyrithione Unclassified Cat Il 3a Unclassified | Unclassified Catll 3a Unclassified ED Unclassified Cat ll Unclassified
482 | Dinotefuran Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
483 | Potassium sorbate Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
484 | MIT Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
485 | DCPP Unclassified Cat ll 3a Unclassified | Unclassified Catll 3a Unclassified Unclassified Unclassified Cat ll Unclassified
486 | C(M)IT/MIT Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
487 | MBM Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
488 | Propan-2-ol Unclassified Cat ll 3a Unclassified | Unclassified Catll 3a Unclassified Unclassified Unclassified Cat ll Unclassified
489 | Hydrogen peroxide Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
490 | Medetomidine Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
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Potential Categorization Human Health

Potential Categorization Wildlife Vertebrates

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 .. OPTION 4 OPTION 2 OPTION 3 OPTION 4
decision tree Most recent
tree
491 | Hexaflumuron Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
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Screening of available evidence on chemical substances for the identification of endocrine disruptors
according to different options in the context of an Impact Assessment

A. Introduction & Objectives

This addendum to chapters 2 and 3 aims to report amendments to the categorization
results of PPPs and BPs following the delivery of the categorization results used for the
impact assessment which were included in chapter 2 and chapter 3.

B. Materials & Methods

The excel files of a total of 69 substances were revised in collaboration with JRC in order
to include:

1. Additional information from the Endocrine Disruptor Screening Program (EDSP, US
EPA) that became available later in the course of this project

2. The ToxCast ER prediction model value which replaced the Individual ToxCast ER
assays

3. Additional EASIS references
4. JRC recommendations on data capture and evaluation

The methodology applied was based on the JRC draft methodology provided in May 2015
as amended and described in chapter 1 and supplemented by further WoE considerations
as described in chapter 2. Additional minor modifications which have been introduced
during the screening of the BPs (chapter 3) were considered.

i. Additional data
ToxCast ER prediction model

All the individual estrogenic assays have been removed and replaced by the ToxCast ER
prediction model value. More specifically the following assays have been replaced:

ACEA_T47D_80hr_Positive; ATG_ERa_TRANS; ATG_ERE_CIS; ATG_ERRa_TRANS;
ATG_ERRg_TRANS; NVS_NR_bER; NVS_NR_hER; NVS_NR_mERa;
OT_ER_ERaERa_1440; OT_ER_ERaERb_0480; OT_ER_ERaERb_1440;
OT_ER_ERbERb_0480; OT_ERa_ERE_LUC_Agonist_1440;
OT_ERa_ERE_LUC_Antagonist_1440; OT_ERa_GFPERaERE_0120;
OT_ERa_GFPERaERE_0480; OT_ERb_ERE_LUC_Antagonist_1440; OT_ER_ERaERa_0480;
OT_ER_ERbERb_1440. ER prediction model scores range from 0 (no activity) to 1
(bioactivity of 17-B-estradiol).

Scores above or equal to 0.1 are considered positive for estrogenic activity, scores
bellow 0.001 are considered inactive while scores between 0.001 and 0.1 are considered
inconclusive (Browne et al., 2015). In the latter case, the individual ER assays were
used. This was applied to 50 PPPs and 18 BPs (Table 4.1 & 4.2).
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EDSP Weight of Evidence

EDSP data were available for 29 PPPs as well as for 1 BP (433) (Table 4.1 & 4.2). The
“Weight of evidence analysis” from EDSP was used as an additional source document. All
Tier 1 assays were captured in the Data summary template version 1.11 using the
information provided in Appendix 1 of the aforementioned document. Other Scientifically
Relevant Information (OSRI) available in Appendix 2 of the EDSP “Weight of evidence
analysis” document, was not systematically captured, although it may had already been
reported from other sources. Negative effects were also reported whilst equivocal results
were not reported. Studies that had already been captured from other sources (e.g.
EASIS, TEDX) were not captured again. For those studies the “Source” Column of the
template was modified to indicate that they were also available in EDSP. The EDSP
conclusion was also mentioned in cell B7 (Other information/Comments) of the “Data”
sheet of the template as was also done in the case of PPPs for Deliverable D2 (chapter
2).

ii. Revised Substances
In total 51 PPPs, 18 BPs (including 4 substances which are approved as both PPPs and

BPs) have been revised following inclusion of additional data (Table 4.1 and Table 4.2,
respectively).

Table 4.1: Revised PPPs following inclusion of additional data.

Individual
. ToxCast ER EDSP data Additional EASIS
Chemical Name :
assays replaced included references
by ER model
1 Carbon dioxide 124-38-9 1 1
2 Tebuconazole 107534-96-3 1 1
6 Imidacloprid 138261-41-3 1 1
15 |Abamectin (aka 71751-41-2 1 1
avermectin)
18 Bifenthrin 82657-04-3 1 1
20 Cyproconazole 94361-06-5 1
21 Pyriproxyfen 95737-68-1 1 1
22 Folpet 133-07-3 1 1
2-Phenylphenol
24 (incl. sodium salt 90-43-7 1 1
orthophenyl
phenol)
Glyphosate (incl
39 trimesium aka 1071-83-6 1
sulfosate)
46 Tetraconazole 112281-77-3 1
65 Malathion 121-75-5 1
83 Ethoprophos 13194-48-4 1
85 Captan 133-06-2 1
87 Epoxiconazole 133855-98-8 1
8_
106 |Hydroxyquinoline 148-24-3 1
incl. oxyquinoleine
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Individual
ToxCast ER EDSP data
assays replaced included
by ER model

Additional EASIS
references

Chemical Name

107 | Spirodiclofen 148477-71-8 1
119 Methomyl 16752-77-5 1 1
126 |Benfluralin 1861-40-1 1 1
132 | Oxadiazon 19666-30-9 1
135 | Metribuzin 21087-64-9 1
145 | Oxamyl 23135-22-0 1
159 | Diuron 330-54-1 1
199 |Dimethoate 60-51-5 1 1
202 '(Aamti;(gfriazole) 61-82-5 1
210 |Esfenvalerate 66230-04-4 1 1
212 | Flutolanil 66332-96-5 1 1
215 |Prochloraz 67747-09-5 1
216 |Triflumizole 68694-11-1 1
224 | Phosmet 732-11-6 1 1
256 |Tralkoxydim 87820-88-0 1
258 | Myclobutanil 88671-89-0 1 1
264 |2,4-D 94-75-7 1 1
295 |Propiconazole 60207-90-1 1 1
304 |Cypermethrin 52315-07-8 1 1
326 |Maneb 12427-38-2 1
334 |Desmedipham 13684-56-5 1
336 |Thiram 137-26-8 1
337 |Ziram 137-30-4 1
347 |Tepraloxydim 149979-41-9 1
353 |Fenamidone 161326-34-7 1
Boscalid
365 | (formerly 188425-85-6 1
nicobifen)
366 | Chlorothalonil 1897-45-6 1 1
368 Lh;fma”ate' 23564-05-8 1
369 |Propyzamide 23950-58-5 1 1
374 | Chlorpyrifos 2921-88-2 1 1
375 |Linuron 330-55-2 1 1
379 |Iprodione 36734-19-7 1 1
383 |Pendimethalin 40487-42-1 1
395 | Metalaxyl 57837-19-1 1 1
403 |Mancozeb 8018-01-7 1
408 |Metiram 9006-42-2 1
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Table 4.2: Revised BPs following inclusion of additional data.

Individual
Chemical Name ToxCast ER E_DSP data
assays replaced included
by ER model

435 |Boric acid 10043-35-3 1
430 |flufenoxuron 101463-69-8 1
480 | Glutaraldehyde 111-30-8 1
442 | Chlorfenapyr 122453-73-0 1
450 |N,N-diethyl-meta-toluamide 134-62-3 1
482 | Dinotefuran 165252-70-0 1
453 | Bendiocarb 22781-23-3 1
460 |Chlorophacinone 3691-35-8 1
433 | Permethrin 52645-53-1 1 1
434 |IPBC 55406-53-6 1

4,5-Dichloro-2-
464 octylisothiazol-3(2H)-one 64359-81-5 1
431 Didec;yldimethylammonium 7173-51-5 1

chloride; DDAC (68424-95-3)
1155’ Warfarin, Warfarin sodium 81_81_2’6129_06_ 1
491 |Hexaflumuron 86479-06-3 1
297 :Eilg;gonic acid (Nonanoic 112-05-0 1
298 ;:;z;;;llc acid (Octanoic 124-07-2 1
303 | Capric acid (Decanoic acid)* 334-48-5 1
306 |Benzoic acid* 65-85-0 1
435 |Boric acid 10043-35-3 1

Substances with * are also approved as PPPs
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C.

Examples of revised substances

Examples of PPPs re-evaluated on the basis of additional EDSP/EASIS/ToxCast ER
prediction model data and JRC’s recommendations, are presented below:

Flutolanil was initially categorized as Cat III under “Option 3” for human health
based only on in vitro data indicating ER antagonistic activity deriving from the
individual ToxCast ER assays (Path 10 of the decision tree). Those assays were
replaced by the ER prediction model showing lack of estrogenic or anti-estrogenic
activity which was further supported by in vitro EDSP data. Therefore, the
categorization of flutolanil changed to “Unclassified” under “Option 3” (Path 11 of
the decision tree). Regarding evaluation of vertebrate wildlife, EDSP data from a
Fish short-term reproduction assay (FSTRA) were added leading to a shift in
categorization from Cat III (Path 10) to Cat I (Path 2a) under “Option 3” and to
ED under “Option 4” for vertebrate wildlife. More specifically, the plausible link
suggested was the following: “In vivo mechanistic data for female fish (decrease
in VTIG) can be linked to the observed EATS specific effects in the gonads
(ootresia) and the consequent decrease in egg production. In vivo mechanistic
data for male fish (reduced male 2nd sec characteristics) can be linked to the
observed EATS specific effects - gonad abnormalities”.

Malathion was categorized as Cat I under “"Option 3” and ED under “Option 2" for
human health based on a plausible link established between in vivo mechanistic
(decreased FSH, LH and testosterone levels) and EATS-specific effects
(decreased testis weigh, testis histopathology findings, decreased sperm motility
and sperm numbers). However, EDSP data captured, included four studies
(Hershberger, Female pubertal, Male pubertal and Uterotrophic assay) which
showed no effect. As EDSP data are more informative to conclude on ED activity,
EATS-specific adverse effects were considered of low WOoOE. As a result,
categorization was changed to Cat II under “Option 3” and “Unclassified” under
“"Option 2” for human health. The same data was used for vertebrate wildlife
evaluation since EDSP data did not provide any additional information and so the
categorization outcome was the same as for human health.

Ziram was categorized as Cat I under “Option 3” and ED under “Option 2” for
human health following the establishment of a link between in vitro mechanistic
data (indicating ER antagonism) and EATS specific effects on reproductive/
endocrine organs (decreased uterus weight, increased testis weight, increased
ovary weight and increased epididymis weight). However, the replacement of
individual ToxCast ER assays with the ER prediction model showing no anti-
estrogenic activity, rendered the previously established link not further plausible.
As a result, the categorization for human health was changed to Cat II under
“"Option 3” and "“Unclassified” under “Option 2”. The same was applied for
vertebrate wildlife evaluation since the same data as for human health were
used.
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e 8-hydroxyquinoline was initially classified as ED under “Option 2” (equal to Cat I
under “Option 3” via Path 2b) as well as under “Option 4” for both human health
and vertebrate wildlife. This was based on a plausible link between estrogen
receptor antagonism and reproductive dysfunction in female rats and rabbits
(demonstrated as abortions, decreased number of live foetuses and estrus
cyclicity). After inclusion of the ToxCast ER prediction model value indicating no
(anti)estrogenic activity and following JRC’s recommendation to consider EATS-
specific effects as low WoE (alterations in the number and duration of the oestrus
cycle and decreased ovary weight in rat in the presence of maternal toxicity), 8-
hydroxyquinoline was re-evaluated as “Unclassified” under “Option 2 & 3" (Path 8
of the decision tree), for both human health and vertebrate wildlife.
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D. Results

In this section, and following the inclusion of additional data, the overall summary tables
with the revised potential categorization results for (i) 348 PPPs and (ii) 96 BPs
(including also the 32 BPs/PPPs) screened for human health and vertebrate wildlife are
presented?®>.

Tables 4.3 and 4.4 below show the revised potential categorization under “Option 3” for
the 51 PPPs and 18 BPs respectively, after the inclusion of the additional data (see also
Appendix 4.1).

Table 4.3. Number of PPPs in each potential category under “"Option 3” before and after inclusion
of the additional data for human health and vertebrate wildlife.

Human health Vertebrate wildlife

Previous potential

Revised potential

Previous potential

Revised potential

categorization

categorization categorization categorization

Catl 27 16 25 19
Cat II 7 14 11 18
Cat III 12 6 9 3
Unclassified 5 15 6 11

Table 4.4. Number of BPs in each potential category under “Option 3” before and after inclusion of
the additional data for human health and vertebrate wildlife.

Vertebrate wildlife
Previous potential

Human health
Revised potential

Previous potential

Revised potential

categorization categorization categorization categorization
CatlI 0 0 0 0
Cat II 3 3 4 4
Cat III 5 1 4 1
Unclassified 10 14 10 13

13347 PPPs and 98 BPs are reported in the impact assessment report because:

- three substances had been already screened when the list of substances to be screened was published (i.e.
putrescine, potassium phosphonates and phosphane);

- one substance was covered by others (i.e. quizalofop-P was covered by the variants quizalofop-P-ethyl and
quizalofop-P-tefuryl);

- two substances were initially incorrectly reported as being both PPPs and BPs, while they are only PPPs
(i.e. triflumuron and 2-phenylphenol).

The six substances mentioned above were not identified as EDs in the results of the screening used for the
impact assessment (reported in Appendix 2.1 and Appendix 3.1). Therefore the results of the impact
assessment are not affected.
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i. PPPs

As agreed during the 2" Interim meeting, the overall summary tables with the potential
categorization results for all 348 PPPs screened for human health (Table 4.5) and
vertebrate wildlife (Table 4.6) as well as an overall/combined table for human health and
vertebrate wildlife (Table 4.7) and a summary table for “Option 3” results and the
different Paths leading to the different categories for human health (Table 4.8) and
vertebrate wildlife (Table 4.9), are presented below.

Following the inclusion of additional data, the revised categorization results for each of
the 348 PPPs according to the four “Options” of the Roadmap for human health and
vertebrate wildlife assessment are presented in Appendix 4.2.

Under “Option 1” and since both the harmonised C&L (when available) and the proposed
C&L (when relevant) have been considered for the categorization of the substances, the
results are reported in order to allow making a distinction between the substances with a
harmonised classification, which have been included in Annex VI of Regulation (EC)
1272/2008 (CLP Regulation), i.e. their classification has been agreed, and those
substances for which no harmonised classification is available because discussions have
not yet been concluded on a classification proposal.

In the Categorization Results Table (Appendix 4.2), when there is no harmonised C&L
available, “Not relevant” is reported. However, when concluding for the categorization
under “Option 1”, this is interpreted as “Unclassified*”, since certain Stakeholders may
consider only the official classification as relevant for the application of the interim
criteria. The “*” has been added in order to make the distinction from the substances
which are categorized as “Unclassified” considering the harmonised C&L included in
Annex VI of CLP Regulation.

For all substances where there is no harmonised C&L available (141 out of the 348 PPPs
screened) the categorization was concluded considering the proposed classification since
this is the most recent one. It is noted that for 11 substances with no harmonised
classification i.e. categorized as “Unclassified*”, the categorization is different when
considering the most recent proposed C&L.

Moreover, for 103 out of the 207 PPPs for which there is a harmonised classification, a
more recent C&L proposal in the respective evaluation report has been identified. In
these cases, the “"Most Recent” “Option 1” outcome is the one based on the proposed
C&L (more severe in most cases); it is noted that only for 13 substances the
categorization is different when considering the most recent proposed C&L instead of the
available harmonised C&L. In cases where the proposed classification has been
questioned in the evaluation report, i.e. a question mark (?) has been added since it has
been considered that the issue should be flagged to ECHA. This question mark has been
maintained when populating the relevant data and reporting the outcome in the
Categorization Results Table.

As presented in the Categorization Results Table (Appendix 4.2), out of 348 PPPs
screened, 50 PPPs were classified as EDs under “Option 1”. Of these 50 PPPs, 9 PPPs (No
201, 202, 296, 375, 20, 87, 216, 117 and 13) are classified as Repr. Cat. 1A/B and, thus

200

The results of the screening do not constitute evaluations of individual substances to be carried out under the
respective chemical legislations [[in particular, Regulation (EC) No 1107/2009 on plant protection products,
Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No
1223/2009 on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way
prejudge future decisions on active substances to be taken pursuant to these pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study
(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.



Human
health

Number
of PPPs
(348)

Screening of available evidence on chemical substances for the identification of endocrine disruptors
according to different options in the context of an Impact Assessment

for these substances the cut-off criteria® of Regulation (EC) 1107/2009 are also
applicable.

Table 4.5. Potential categorization results for human health for the 348 PPPs screened after
inclusion of the additional data.

Potential Categorization

Option 1* ‘ Option 2 Option 3 Option 4

ED Unclassified ‘ ED Unclassified Cat I Cat II Cat III Unclassified ED |Unclassified

Harmonised »
C&L 27 321

Most recent 20 328 20 | 95 53 180 9
C&L 50 298

proposal**

339

*For 141 substances there is no harmonised C & L available which is interpreted as “Unclassified”.
**Taking into account the proposed classification i.e. the classification proposal concluded during
the peer review process under Regulation (EC) 1107/2009 (EFSA Conclusion or DAR/RAR) and/or
under Regulation (EU) 528/2012 (ECHA Assessment Report/CAR) when this is more recent that
the decision for the harmonised C&L.

Regarding vertebrate wildlife, 22 PPPs were classified as EDs under “Option 2”
(equivalent to Cat I under “Option 3"), whilst only 16 PPPs were classified as EDs under
“Option 4” (Table 4.6).

14 The term “cut-off criteria” is not used in the legislation. It is used in common language to refer to approval
criteria in Reg. 1107/2009 and exclusion criteria in Reg. 528/2012.
In Reg. 1107/2009, approval criteria are:

- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent,
bioaccumulative and toxic, vPvB= very persistent and very bioaccumulative, POP= persistent organic
pollutants);

- based on a strong hazard component for other classes of substances (carcinogens, toxic for reproduction,
endocrine disruptors).

In Reg. 528/2012, exclusion criteria are:
- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent, bioaccumulative and toxic, vPvB=

very persistent and very bioaccumulative, carcinogens, toxic for reproduction, endocrine disruptors) when used by consumers;
based on a strong hazard component for the same classes of substances when used by professional users.
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Table 4.6. Potential categorization results for vertebrate wildlife* for the 348 PPPs screened after
inclusion of the additional data.

Vertebrate wildlife Dptic Dptio Option 4

Number of PPPs (348) |22 326 22 | 95 49 182 16 332

Regarding “Option 4”, out of sixteen substances classified as ED, ten (No 2, 20, 21, 24,
212, 215, 258, 295, 375, 395) were solely based on non-mammalian data (fish, avian,
amphibian) whilst three were based on both mammalian and non-mammalian data (No
87, 304, 369) and the other three substances (No 202, 371, 403) were based on
mammalian data by using the same potency cut-off value as for mammals.

For combined/overall potential categorization the more conservative outcome has been
considered, i.e. the most recent classification in case of “Option 1”, the most severe
categorization between human health and vertebrate wildlife in case of “Option 2, 3 & 4”
(Table 4.7). Consequently, 50 PPPs were classified as EDs under “Option 1”, 27 PPPs
were classified as EDs under “Option 2” (equivalent to Cat I under “Option 3”), whilst
only 19 PPPs were classified as EDs under “Option 4”.

Table 4.7. Combined potential categorization results for human health and vertebrate wildlife for
the 348 PPPs screened after inclusion of the additional data.

Human
health and
vertebrate

wildlife

Number of
PPPs 50
(348)

298

27

321

27 (104 | 47

170

19

329

For “"Option 3”, the Paths of the decision tree (please refer to Appendix I) leading to each
categorization are presented in Table 4.8 for human health assessment and in Table 4.9
for vertebrate wildlife assessment. As it is shown in Table 4.8, 14 out 20 PPPs
categorized as Cat I are through Path 2a resulting from strong evidence of adversity and
strong MoA. 5 PPPs are concluded as Cat I through combined Paths 2a, 2b (EATS-specific
adversity and both in vitro and in vivo mechanistic data). Only one PPP was categorized
as Cat I by using Path 4 resulting from non-specific adversity and in vivo mechanistic
data, which confirms the notion that it is extremely difficult to reach classification as Cat
I in the absence of EATS-specific adversity. Regarding classification as Cat II, out of 95
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PPPs classified as Cat II, 61 PPPs used Path 3a resulting from evidence of EATS specific
adversity but absence of in vivo/in vitro mechanistic data (either results showed no
effects or there were no data available). Out of 53 substances classified as Cat III under
“Option 3", 31 cases reached this categorization based on positive evidence of in vitro
mechanistic data in the absence of any adversity (via Path 10) while 22 of them reached
this categorization in the presence of non-specific adversity (Path 7). Finally, out of 180
substances categorised as “Unclassified”, 127 PPPs reached this conclusion using Path 11
resulting from absence of adversity and mechanistic data. For the other 53, there were
adverse effects but these may or may not have been ED-related and in the absence of
any mechanistic data either in vitro or in vivo to indicate an endocrine mode of action or,
alternatively, in the presence of negative mechanistic data, the substances were
designated “Unclassified” (Path 8).

Table 4.8. Presentation of the results for “Option 3” and the different Paths leading to the
different categories or to “Unclassified” for human health.

Potential Categorization - Option 3 (human health)
Number of substances

Cat 11 Cat III Unclassified
Total
number 20 95 53 180
(348)
Path 1 - Path 3a 61 Path 7 22 Path 8 53
Path 2a 14 Path 3b 20 Path 10 31 Path 11 127
Path 2b - Path 3a, 3b 5
Path 2a,
2b 5 Path 5 5
Path 4 1 Path 6 1
Path 5/6 2
Path 9 1

Similar results were obtained for the classification of vertebrate wildlife under “Option 3”
(Table 4.9). Most of the PPPs (12 out of 22) were classified as Cat I through Path 2a. 58
out of 95 PPPs were classified as Cat II through Path 3a, 28 out of 49 PPPs reached Cat
ITII through Path 10 and finally 124 out of 182 PPPs were concluded as “Unclassified”
through Path 11.
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Table 4.9. Presentation of the results for “Option 3” and the different Paths leading to the
different categories or to “Unclassified” for vertebrate wildlife.

Potential Categorization - Option 3 (vertebrate wildlife)
Number of substances

Cat II Cat II1 Unclassified
Total
number 22 95 49 182

(348)

Path 1 - Path 3a 58 Path 7 21 Path 8 58

Path 1/2a 1 Path 3b 19 Path 10 28 Path 11 124

Path 2a 12 Path 3a/3b 7

Path 2b - Path 5 6

Path 2a/2b 6 Path 6 2

Path

1/2a/2b 1 Path 5/6 2

Path 4 2 Path 9 1

ii. BPs

Following the inclusion of additional data, the revised categorization results for each of
the 96 BPs according to the four “Options” of the Roadmap for human health and
vertebrate wildlife assessment are presented in Appendix 4.2.

Under “Option 1", since both the harmonised C&L (when available) and the proposed
C&L (when relevant) have been considered for the categorization of the substances, the
results are reported in order to allow making a distinction between the substances with a
harmonised classification (which have been included in Annex VI of Regulation (EC)
1272/2008 (CLP Regulation), i.e. their classification has been agreed) and those
substances for which no harmonised classification is available because they have not yet
been discussed.

In the Categorization Results Table (Appendix 4.2), when there is no harmonised C&L
available, “Not relevant” is reported. However, when concluding for the categorization
under “Option 17, this is interpreted as “Unclassified*”. The “*"” has been added in order
to make the distinction from the substances which are categorized as “Unclassified” after
discussion, i.e. considering the harmonised C&L included in Annex VI of CLP Regulation.

For all substances where there is no harmonised C&L available (27 out of the 96 BPs
screened), the categorization was concluded considering the proposed classification since
this is the most recent one. It is noted that for 1 substance with no harmonised
classification (i.e. categorized as “Unclassified*”) the categorization is different when
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considering the most recent proposed C&L, while for 1 substance (rodenticide) the cut-
off!® is applicable, based on the proposed C&L as Repr Cat 1A.

Moreover, for 52 out of the 69 BPs for which there is a harmonised classification, a more
recent C&L proposal in the respective evaluation report has been identified. In these
cases, the “Option 1” outcome is the one based on the “Most Recent” proposed C&L
(more severe in most cases); it is noted that only for 4 substances the categorization is
different when considering the most recent proposed C&L instead of the available
harmonised C&L.

As presented in the Categorization Results Table (see Appendix 4.2), out of 96 BPs
screened, 16 BPs were classified as EDs and 80 as “Unclassified” under “Option 1”. Of
these 80 BPs, one BP (No 10) is classified as Repr. Cat. 1A and, thus for this substance
the exclusion/cut-off criteria of Article 5 of Regulation (EC) 528/2012 are also applicable.
Under "Option 2”, 5 substances were classified as ED (equivalent to Cat I under “Option
3"), and 4 substances were classified as ED under “Option 4” (Table 4.10).

Table 4.10. Potential categorization results for human health for the 96 BPs screened.

Potential Categorization

Human

health ST B ‘ Option 2 Option 3 Option 4
Unclassifie C?t Cat II Cat III Uncladssifieﬂ UncIa:issifie
Numbe Harmonised 11 g5%
r of c&L
BPs Most recent 5 91 5| 26 7 58 4 92
(96) C&L 16 80
roposal**

* For 27 substances there is no harmonised C & L available, which is interpreted as “Unclassified”.
** Taking into account the proposed classification - i.e. the classification proposal concluded during
the peer review process under Regulation (EC) 1107/2009 (EFSA Conclusion or DAR/RAR) and/or
under Regulation (EU) 528/2012 (ECHA Assessment Report/CAR) - when this is more recent that
the decision for the harmonised C&L.

*** The substances categorized as ED under “Option 1” are significantly higher in number because
they include groups of related substances (i.e. 6 borate compounds that have a harmonised
classification as Repr Cat 1A or 1B and are toxic to endocrine organs)

15 The term “cut-off criteria” is not used in the legislation. It is used in common language to refer to approval
criteria in Reg. 1107/2009 and exclusion criteria in Reg. 528/2012.
In Reg. 1107/2009, approval criteria are:

- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent,
bioaccumulative and toxic, vPvB= very persistent and very bioaccumulative, POP= persistent organic
pollutants);

- based on a strong hazard component for other classes of substances (carcinogens, toxic for reproduction,
endocrine disruptors).

In Reg. 528/2012, exclusion criteria are:

- purely based on hazard considerations for certain classes of substances (mutagens, PBT = persistent,
bioaccumulative and toxic, vPvB= very persistent and very bioaccumulative, carcinogens, toxic for
reproduction, endocrine disruptors) when used by consumers;

based on a strong hazard component for the same classes of substances when used by professional users.
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Regarding vertebrate wildlife, 6 BPs were classified as EDs under “Option 2” (equivalent
to Cat I under “Option 3”), whilst 5 BPs were classified as EDs under “Option 4” (Table
4.11).

Table 4.11. Potential categorization results for vertebrate wildlife for the 96 BPs screened.

Potential Categorization

Vertebrate wildlife Option 2 ‘ Option 3 Option 4 ‘

ED | Unclassified ‘Cat I‘Cat II Cat III Unclassified ED Unclassified

Number of BPs (96) 6 90 6 26 6 58 5 91

For combined/overall potential categorization, the more conservative outcome has been
considered i.e. the most recent classification in case of “Option 1”, the most severe
categorization between human health and vertebrate wildlife in case of “Option 2, 3 & 4”
(Table 4.12). Consequently, 16 BPs were classified as EDs under “Option 1”, 6 BPs were
classified as EDs under “Option 2” (equivalent to Cat I under “Option 3”) whilst 5 BPs
were classified as EDs under “Option 4”.

Table 4.12. Combined potential categorization results for human health and vertebrate wildlife for
the 96 BPs screened.

Human Potential Categorization
health 7
and oPth’er::ej'ng;IIOSt ‘ Option 2 Option 3 Option 4

vertebrate e e

wildlife ED Unclassified‘ ED Unclassified Ia IaI I?I Unclassified ED Unclassified
Number
of BPs 16 80 6 90 6 |27]| 6 57 5 91
(96)

For “Option 3”, the Paths of the decision tree (please refer to Appendix I) leading to each
categorization are presented in Table 4.13 for human health assessment and in Table
4.14 for vertebrate wildlife assessment. As it is shown in Table 4.13, 1 out of 5 BPs
categorized as Cat I are through Path 2a resulting from EATS specific adversity and in
vivo mechanistic data, 2 BPs are concluded as Cat I through combined Paths 2a, 2b
(EATS specific adversity and a plausible link with in vivo/in vitro mechanistic data) and 2
BPs are categorized as Cat I through Path 4 (Non-specific adversity (may or may not be
indicative of EATS) and in vivo mechanistic information). Regarding classification as Cat
II, out of 26 BPs classified as Cat II, 14 BPs were classified through Path 3a resulting
from evidence of EATS specific adversity but absence of in vivo/in vitro mechanistic
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effects (either results showed no effects or there were no data available). Out of 7
substances classified as Cat III under “Option 3”, 6 BPs reached this classification
through Path 7 resulting from Non-specific adversity (may or may not be indicative of
EATS) and positive in vitro mechanistic data but with no plausible link. Finally, out of 58
substances categorized as “Unclassified”, 42 BPs reached this conclusion through Path 11
resulting from absence of adversity and mechanistic data. For the other 16 there were
adverse effects but these were non-specific and in the absence of any mechanistic data
either in vitro or in vivo to indicate an endocrine mode of action or, alternatively, in the
presence of negative mechanistic data the substances were designated “Unclassified”
(Path 8).

Table 4.13. Presentation of the results for “Option 3” and the different Paths leading to the
different categories or to “Unclassified” for human health.

Potential Categorization - Option 3 (human health)
Number of substances

Cat II Cat II1 Unclassified
Total
number 5 26 7 58
(96)
Path 1 - Path 3a 14 Path 7 6 Path 8 16
Path 2a 1 Path 3b 8 Path 10 1 Path 11 42
Path 2b - Path 3a/3b 1
Path
2a/2b 2 Path 5 2
Path 4 2 Path 6 -
Path 5/6 1
Path 9 -

Similar results were obtained for the classification of vertebrate wildlife under “Option 3”
(Table 4.14). For one BP, Path 2a was used in order to be classified as Cat I, whilst for
three of them Path 2a/b was used. 2 BPs were classified as Cat I through Path 4. 14 out
of 26 BPs were classified as Cat II through Path 3a (EATS specific adversity and absence
of endocrine MoA data), 5 out of 6 BPs reached Cat III through Path 7 (Non-specific
adversity (may or may not be indicative of EATS) and in vitro mechanistic data) and
finally 42 out of 58 BPs were concluded as “Unclassified” through Path 11.
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Table 4.14. Presentation of the results for “Option 3” and the different Paths leading to the
different categories or to “Unclassified” for vertebrate wildlife.

Potential Categorization - Option 3 (vertebrate wildlife*)
Number of substances

Cat II Cat II1 Unclassified
Total
number 6 26 6 58
(96)
Path 1 - Path 3a 14 Path 7 5 Path 8 16
Path 2a 1 Path 3b 8 Path 10 1 Path 11 42
Path 2b - Path 3a/3b 1
Path
2a/2b 3 Path 5 2
Path
1/2a/2b - Path 6 -
Path 4 2 Path 5/6 1
Path 9 -

Out of the 6 BPs that were classified as Cat I under “Option 3” for vertebrate wildlife,

only one substance (No 20) reached this categorization based solely on hon-mammalian
ecotoxicity data.
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Appendix 4.1

Revision of 51 PPPs after the inclusion of additional data and potential categorization
under “Option 3” for human health and vertebrate wildlife.

PPP # Chemical Name

CAS No

Human health

Previous
Potential

Categorization Categorization

Revised
Potential

Vertebrate wildlife

Previous
Potential

Categorization

Revised
Potential
Categorization

2 Tebuconazole 107534-96-3 Catl Catl Catl Catl
6 Imidacloprid 138261-41-3 Cat III Unclassified Cat III Unclassified
15 |Abamectin (aka | ;455 49 5 Cat II Cat II Cat II Cat II
avermectin)
18 | Bifenthrin 82657-04-3 Cat III Unclassified CatII CatII
20 | Cyproconazole 94361-06-5 Cat Il Cat II Catl Catl
21 | Pyriproxyfen 95737-68-1 Cat II Unclassified Cat II Catl
22 | Folpet 133-07-3 Cat III Unclassified Cat III Cat II
2-Phenylphenol
(incl. sodium
24 | salt 90-43-7 Unclassified Unclassified Unclassified Catl
orthophenyl
phenol)
Glyphosate (incl
39 | trimesium aka 1071-83-6 Cat Il Cat II Cat I Cat II
sulfosate)
46 | Tetraconazole 112281-77-3 Catl Cat II Catl Cat II
65 | Malathion 121-75-5 Catl Cat II Catl Cat II
83 | Ethoprophos 13194-48-4 | Unclassified Unclassified Unclassified Unclassified
85 | Captan 133-06-2 Cat III Unclassified Cat III Unclassified
87 | Epoxiconazole 133855-98-8 Catl Catl Catl Catl
8_
106 S)ilg(l:'loxyqumolln 148-24-3 Catl Unclassified Catl Unclassified
oxyquinoleine
107 | Spirodiclofen 148477-71-8 Catl CatlI Catl Catl
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Human health Vertebrate wildlife
Chemical Name (of .3 \'[ Previous Revised Previous Revised
Potential Potential Potential Potential
Categorization | Categorization Categorization Categorization
119 | Methomyl 16752-77-5 | Unclassified Unclassified Unclassified Unclassified
126 | Benfluralin 1861-40-1 Cat III Cat II Cat III Unclassified
132 | Oxadiazon 19666-30-9 Catl Cat III Catl Cat III
135 | Metribuzin 21087-64-9 | Unclassified Unclassified Unclassified Unclassified
145 | Oxamyl 23135-22-0 Cat III Cat III Cat III Cat III
159 | Diuron 330-54-1 Cat III Cat III Cat III Cat II
199 | Dimethoate 60-51-5 Cat II Cat II Cat II Cat II
202 |Amitrole 61-82-5 Cat I Cat I Cat Cat I
(aminotriazole)
210 | Esfenvalerate 66230-04-4 Cat III Unclassified Cat II Unclassified
212 | Flutolanil 66332-96-5 Cat III Unclassified Cat III CatlI
215 | Prochloraz 67747-09-5 Cat II Catl Cat II Catl
216 | Triflumizole 68694-11-1 Catl Cat III Catl Cat III
224 | Phosmet 732-11-6 Cat III Unclassified Cat III Unclassified
256 | Tralkoxydim 87820-88-0 Catl Cat II Catl Cat II
258 | Myclobutanil 88671-89-0 Catl Cat III Catl Catl
264 | 2,4-D 94-75-7 Catl Cat II Catl Cat II
295 | Propiconazole 60207-90-1 Cat II Cat III Cat II Catl
304 | Cypermethrin 52315-07-8 Catl Catl Catl Catl
326 | Maneb 12427-38-2 CatI CatlI CatI CatlI
334 | Desmedipham 13684-56-5 Catl Catl Unclassified Unclassified
336 | Thiram 137-26-8 Catl CatII Catl CatII
337 | Ziram 137-30-4 Catl CatII Catl CatII
211
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Human health

Vertebrate wildlife

Chemical Name Previous Revised Previous Revised
Potential Potential Potential Potential
Categorization Categorization Categorization Categorization
347 | Tepraloxydim 149979-41-9 Catl Cat II Catl Cat II
353 | Fenamidone 161326-34-7 Catl Catl Cat II Cat II
Boscalid
365 | (formerly 188425-85-6 Catl Cat Il Catl Cat II
nicobifen)
366 | Chlorothalonil 1897-45-6 Cat III Unclassified CatII Cat II
36g | Thiophanate- | 53564 5.9 Cat1 Cat 1 Cat1 Cat I
methyl
369 | Propyzamide 23950-58-5 Catl Catl Catl Catl
374 | Chlorpyrifos 2921-88-2 Cat III CatII Cat III Cat II
375 | Linuron 330-55-2 Catl Catl Catl Catl
379 | Iprodione 36734-19-7 CatlI CatlI CatlI CatlI
383 | Pendimethalin 40487-42-1 Catl Catl Catl Cat II
395 | Metalaxyl 57837-19-1 Unclassified Unclassified Unclassified Catl
403 | Mancozeb 8018-01-7 Catl Catl Catl Catl
408 | Metiram 9006-42-2 Catl Catl CatII Unclassified
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in the results of this study

(SANTE/2015/E3/S12.706218) are considered as endocrine disruptors within the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors
according to different options in the context of an Impact Assessment

Revision of 18 BPs after the inclusion of additional data and potential categorization
under “Option 3” for human health and vertebrate wildlife.

Human health

Vertebrate wildlife

Chemical Previous Revised Previous Revised
Name Potential Potential Potential Potential
Categorization Categorization categorization Categorization
435 | Boric acid 10043-35-3 Cat II Cat II Cat II Cat II
430 | flufenoxuron 101463-69-8| Unclassified Unclassified Unclassified Unclassified
480 S'”tara'dehyd 111-30-8 Cat II Cat II Cat II Cat II
442 | Chlorfenapyr |122453-73-0 Cat III Unclassified Cat III Unclassified
N,N-diethyl-
450 | meta- 134-62-3 Unclassified Unclassified Unclassified Unclassified
toluamide
482 | Dinotefuran 165252-70-0| Unclassified Unclassified Unclassified Unclassified
453 | Bendiocarb 22781-23-3 Unclassified Unclassified Unclassified Unclassified
460 Eg'omphac'm 3691-35-8 Cat III Cat III Cat III Cat III
433 | Permethrin 52645-53-1 CatII Cat II CatII CatII
434 | IPBC 55406-53-6 Unclassified Unclassified Unclassified Unclassified
4,5-Dichloro-
464 2- . . 64359-81-5 Cat III Unclassified Cat II Cat Il
octylisothiazol
-3(2H)-one
Didecyldimeth
ylammonium 7173-51-5 - -
431 chloride; (68424-95-3) Cat III Unclassified Cat III Unclassified
DDAC
Warfarin, a1
475, Warfarin 81-81-2, Unclassified Unclassified Unclassified Unclassified
445 . 129-06-6
sodium
491 | Hexaflumuron | 86479-06-3 Unclassified Unclassified Unclassified Unclassified
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Human health

Vertebrate wildlife

Chemical Previous Revised Previous Revised
BP # Name Potential Potential Potential Potential
Categorization Categorization categorization Categorization
Pelargonic
297 el . 112-05-0 Unclassified Unclassified Unclassified Unclassified
(Nonanoic
acid)*
Caprylic acid
298 | (Octanoic 124-07-2 Cat III Unclassified Cat III Unclassified
acid)*
Capric acid
303 | (Decanoic 334-48-5 Unclassified Unclassified Unclassified Unclassified
acid)*
306 | Benzoic acid* 65-85-0 Unclassified Unclassified Unclassified Unclassified
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Appendix 4.2

The results of the revised potential categorization of each of the 348 PPP and 96 BP
substances according to the four “Options” of the Roadmap (EC, 2014) for human health
and vertebrate wildlife assessment are presented below:
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Revised potential categorization results for 348 PPPs under “Option 1”

Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
: CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION 1
Chemical Name (C&L (C&L (C&L (C&L .
e Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
1 Carbon dioxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
2 Tebuconazole No Not relevant Yes Not relevant No Not relevant No No Yes ED Not relevant ED
Methyl |
3 ke(teznl nony Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
4 Fipronil No No No No No No No No Yes Unclassified Unclassified Unclassified
5 ';/Li)gslz)isildugn No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
6 Imidacloprid No No No No No No No No No Unclassified Unclassified Unclassified
7 Thiabendazole No No No No No No No No Yes Unclassified Unclassified Unclassified
8 AIumlnllum No No No No No No No No No Unclassified Unclassified Unclassified
phosphide
9 Sulfuryl fluoride No No No No No No No No No Unclassified | Unclassified | Unclassified
Cut off Cut off
criteria are criteria are
10 Bromadiolone Not relevant No Not relevant No Not relevant No Not relevant Yes No Unclassified* | applicable / applicable /
Repr Cat Repr Cat
1A/B 1A/B
11 Diflubenzuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
12 Dazomet No No No Yes No No No No Yes Unclassified ED ED
ED/ Cutoff | ED/ Cut off
criteria are criteria are
13 Difenacoum No No No No No No No Yes Yes Unclassified applicable / applicable /
Repr Cat Repr Cat
1A/B 1A/B
14 Fenpropimorph No No Yes Yes No No No No Yes ED ED ED
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Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
15 | Abamectin — (aka No No Yes Yes No No No No Yes ED ED ED
avermectin)
16 Fenoxycarb Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
17 Etofenprox No Not relevant Yes Not relevant No Not relevant No No No Unclassified | Notrelevant | Unclassified
18 Bifenthrin Yes Yes No No No No No No No Unclassified | Unclassified Unclassified
19 lambda-Cyhalothrin No No No No No No No No Yes Unclassified Unclassified Unclassified
ED - Cut off ED - Cut off
criteria are criteria are
20 Cyproconazole No Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / | Notrelevant | applicable /
Repr Cat Repr Cat
1A/B 1A/8
21 Pyriproxyfen No No No No No No No No No Unclassified | Unclassified | Unclassified
22 Folpet Yes Yes No No No No No No No Unclassified Unclassified Unclassified
23** Triflumuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
2-Phenylphenol
24%* (incl. sodium salt No Yes No No No No No No No Unclassified | Unclassified | Unclassified
orthophenyl phenol)
25 Hymexazol No No No Yes No No No No Yes Unclassified ED ED
27 Aluminium sulphate | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
28 Ferric phosphate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
29**** | Quizalofop-P-ethyl Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
30 Halosulfuron methyl | Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
31 Acrinathrin Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
32 Cycloxydim No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
34 tau-Fluvalinate No No No No No No No No No Unclassified Unclassified Unclassified
35 Lufenuron No No No No No No No No No Unclassified Unclassified Unclassified
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Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
Cut off Cut off
criteria are criteria are
36 Flumioxazin No Not relevant No Not relevant No Not relevant Yes Not relevant No applicable / | Notrelevant | applicable /
Repr Cat Repr Cat
1A/B 1A/B
Tribenuron (aka o .
37 No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
metometuron)
38 Geraniol Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
Glyphosate (incl
39 trimesium aka No No No No No No No No No Unclassified Unclassified Unclassified
sulfosate)
40 Metaldehyde No No No No No No No No Yes Unclassified | Unclassified | Unclassified
41 Dimethomorph No No No No No No No No Yes Unclassified | Unclassified | Unclassified
3 i 1,4-
4 ¥** gtre§C|ne (1, Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
Diaminobutane))
43 Azadirachtin Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
44 Propaquizafop Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
45 Nicosulfuron No No No No No No No No No Unclassified Unclassified Unclassified
46 Tetraconazole No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
47 1-Decanol Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
48 Tebufenozide No No No No No No No No No Unclassified Unclassified Unclassified
49 Dodine No No No No No No No No No Unclassified Unclassified Unclassified
50 Fenoxaprop-P Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
51 Fenbuconazole No No No Yes No No No No Yes Unclassified ED ED
52 Clodinafop No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
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chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)

53 Bromuconazole Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified

54 Spiroxamine No No No Yes No No No No Yes Unclassified ED ED
55 Tebufenpyrad No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
56 Difenoconazole Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified

57**** | Quizalofop-P-tefuryl Yes Yes Yes Yes No No No No Yes ED ED ED
59 Azimsulfuron No No No No No No No No Yes Unclassified Unclassified Unclassified
60 Amidosulfuron No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
61 Fenazaquin No No No No No No No No Yes Unclassified | Unclassified | Unclassified
62 Pyrethrins Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
63 6-Benzyladenine Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
64 Cyprodinil No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
65 Malathion No No No No No No No No Yes Unclassified Unclassified Unclassified
66 Cyhalofop-butyl Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
67 FR;T:S:I?;:; (aka Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified

68 Pymetrozine Yes Yes No Yes No No No No Yes Unclassified ED ED

69 Metconazole No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED

70 Ipconazole Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
71 Bispyribac Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
72 Fenhexamid No No No No No No No No Yes Unclassified Unclassified Unclassified
73 Prohexadione Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
74 Pyraflufen-ethyl No No No No No No No No Yes Unclassified Unclassified Unclassified

Sintof k . . .

75 Clirr]\t?)fZ?\) (aka Not relevant Yes? Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
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chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
76 Calcium phosphide No No No No No No No No No Unclassified | Unclassified | Unclassified
77 Fludioxonil Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
78 Zinc phosphide No No No No No No No No No Unclassified Unclassified Unclassified
79 zeta-Cypermethrin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
80 Limestone Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
81 Famoxadone No No No No No No No No No Unclassified Unclassified Unclassified
82 Azoxystrobin No No No No No No No No No Unclassified Unclassified Unclassified
83 Ethoprophos No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
84 Triticonazole No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
85 Captan Yes Yes No Yes (?) No No No No No Unclassified ED (?) ED (?)
86 Indolylbutyric acid Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
ED - Cut off ED - Cut off
criteria are criteria are
87 Epoxiconazole Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / | Notrelevant | applicable /
Repr Cat Repr Cat
1A/B 1A/B
88 Fenpyroximate No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
Acibenzolar-S-
90 methyl No No No No No No No No No Unclassified | Unclassified | Unclassified
(benzothiadiazole)
91 Triflusulfuron Not relevant Yes Not relevant Yes Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
92 Fluguinconazole No Yes No No No No No No No Unclassified | Unclassified | Unclassified
Disodi
93 isodium Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
phosphonate
94 Picolinafen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
95 Metosulam Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on

chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
Potassium
96*** phosphonates . Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
(formerly potassium
phosphite)
97 Metaflumizone Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
98 Iprovalicarb Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
99 Sulfosulfuron No No No No No No No No No Unclassified Unclassified Unclassified
100 T.rlnexapac (aka Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
cimetacarb ethyl)
101 Kresoxim-methyl Yes Yes No No No No No No No Unclassified Unclassified Unclassified
102 Chromafenozide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
Metam (incl. -
103 potassium and - No Yes No Yes No No No No No Unclassified ED ED
sodium)
Flupyrsulfuron- -
104 N Y N Y N N N N N | fi ED ED
0 methyl (DPX KE 459) o es o es o o o o o Unclassified
105 Florasulam No No No No No No No No No Unclassified Unclassified Unclassified
v noli
106 8 ydroxygwnq ine No Not relevant Yes Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
incl. oxyquinoleine
107 Spirodiclofen Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
108 Dimoxystrobin Yes Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
109 Aminopyralid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
110 Dichlorprop-P No No No No No No No No No Unclassified | Notrelevant | Unclassified
111 Napropamide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
112 Mepiquat Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
113 Emamectin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
115 Flonicamid (IKI-220) No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
116 Dodemorph No Not relevant Yes Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
ED - Cut off ED - Cut off
criteria are criteria are
117 Carbetamide Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / | Notrelevant | applicable /
Repr Cat Repr Cat
1A/B 1A/8
118 Ethephon No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
119 Methomyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
120 Chloridazon (aka No No No No No No No No No Unclassified Unclassified Unclassified
pyrazone)

121 Clopyralid No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified

123 Prothioconazole Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
124 Cyflufenamid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
125 Penthiopyrad Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
126 Benfluralin Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
127 Spinetoram Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
128 Proquinazid Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
129 Oryzalin Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
130 Dicamba No No No No No No No No No Unclassified Unclassified Unclassified
131 Picloram Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
132 Oxadiazon No No No Yes No No No No No Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Chemical Name calr(ccgtal.t' : car(cc;:_t' 2 Rep(:':;ft' 2 Rep(r(':;ft‘ 2 Car::,rc ::3 N car:::: ::3 N T\D:;rcf;. l?l?:;rcf;' Effii.ﬁ: OPTION1 | OPTION1 | OPTION1
TR Proposed) e ] Proposed) (C&I: (C&L (C&I: (C&L organs Harmonized Proposed Most recent
Harmonised) | Proposed) | Harmonised) | Proposed) (YES/NO)

134 Spirotetramat No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
135 Metribuzin No No No Yes (?) No No No No No Unclassified Unclassified Unclassified
137 Lenacil Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
138 Fluometuron Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
139 Penoxsulam Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
140 Metrafenone Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
141 ET\Zir:ri:igEZs) (aka No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
142 Formetanate No No No No No No No No No Unclassified | Unclassified | Unclassified
143 Tri-allate No No No No No No No No No Unclassified | Unclassified | Unclassified
144 Pirimicarb No No No No No No No No No Unclassified | Unclassified | Unclassified
145 Oxamyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
146 Fluopicolide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
147 Propamocarb Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
148 Bentazone No No No No No No No No No Unclassified | Unclassified | Unclassified
149 Etridiazole Yes Yes No No No No No No Yes Unclassified | Unclassified | Unclassified
150 Quinoclamine Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED

Valifenalate
151 (formerly Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified

Valiphenal)
152 Spiromesifen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
153 s’;(;Dr:::tls;rebsfen:Oic No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
154 Pirimiphos-methyl No Yes No No No No No No No Unclassified Unclassified Unclassified
156 Metobromuron Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
157 1-Methyl- Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
cyclopropene
158 Thiencarbazone Not relevant Yes(?) Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassifed Unclassified
159 Diuron Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
160 Dithianon No Yes No No No No No No No Unclassified Unclassified Unclassified
161 Tembotrione No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
162 Isoproturon Yes Yes No Yes No No No No Yes Unclassified ED ED
163 Amisulbrom Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
| lil k
164 m?za I (aka Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
enilconazole)
165 Fluoxastrobin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
167 Mandipropamid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
168 Fuberidazole Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
Fosetyl - -
169 No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
[same as Fosetyl-Al]
170 Cyflumetofen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
Benthiavalicarb
[same as
171 benthiavalicarb- Not relevant Yes Not relevant Yes (?) Not relevant No Not relevant No Yes Unclassified* ED (?) ED (?)
isopropyl CAS No.
177406-68-7]
172 Metamitron No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
173 Bupirimate Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
174 Pyroxsulam No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
175 Bifenox Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
176 Oxyfluorfen Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
178 Fenpyrazamine No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
Cut off Cut off
179 Penflufen Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* cnteﬂa are C”te.”a are
applicable / | applicable /
Carc Cat 2 Carc Cat 2
180 Chlorantraniliprole Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
181 Dimethachlor No Yes No No No No No No No Unclassified Unclassified Unclassified
182 Ascorbic acid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
Glufosinate Cut off Cut off
lufosi o o
183 [same a.s glufosinate No Not relevant No Not relevant No Not relevant Yes Not relevant No cr|tgr|a are Not relevant cntgrla are
ammonium CAS No. applicable / applicable /
77182-82-2] Repr Cat 1A Repr Cat 1A
Diclofop
[same as diclofop- - - -
184 methyl CAS No.257- No No No No No No No No No Unclassified Unclassified Unclassified
141-8]
185 Carboxin Not relevant Yes Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
186 Prosulfocarb No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
187 Pyrimethanil No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
188 Triadimenol Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
Triclopyr
[a.second variant of Cut off Cut off
Triclopyr: 3,5,6- o o
trichloro-2- criteria are criteria are
189 . Not relevant No Not relevant No Not relevant No Not relevant Yes No Unclassified* | applicable / applicable /
pyridyloxy-2-
Repr Cat Repr Cat
butoxyethylester 1A/8 1A/8
CAS No: 064700-56-
7]
190 Pyridate No No No No No No No No No Unclassified Unclassified Unclassified
191 Tolclofos-methyl No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
192 Urea Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
193 1’.4_ Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
Dimethylnaphthalene
194 Acequinocyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
195 Cymoxanil No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
196 Bixafen Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
197 Terbuthylazine Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
198 Tr|methylam|ne Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
hydrochloride
199 Dimethoate No No No No No No No No Yes Unclassified Unclassified Unclassified
200 Meptyldinocap Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
[same as DE-126]
ED - Cut off ED - Cut off
criteria are criteria are
201 Flurochloridone Not relevant No Not relevant Yes Not relevant No Not relevant Yes Yes Unclassified* | applicable / applicable /
Repr Cat Repr Cat
1A/B 1A/B
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
ED - Cut off ED - Cut off
. criteria are criteria are
Amitrole . .
202 . . No No Yes No No No No Yes Yes ED applicable / applicable /
(aminotriazole)
Repr Cat Repr Cat
1A/B 1A/B
206 Chlorsulfuron No Yes No No No No No No Yes Unclassified Unclassified Unclassified
207 Fluopyram No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
208 Pencycuron No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
209 Cyromazine Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
210 Esfenvalerate No Yes No No No No No No Yes Unclassified Unclassified Unclassified
211 Penconazole No Not relevant Yes Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
212 Flutolanil Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
213 Metazachlor Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
214 Fenpropidin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
215 Prochloraz No Yes No Yes No No No No Yes Unclassified ED ED
ED - Cut off ED - Cut off
criteria are criteria are
216 Triflumizole No Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / | Notrelevant | applicable /
Repr Cat Repr Cat
1A/B 1A/B
217 Pyriofenone Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
218 Buprofezin Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified | Unclassified
219 Fluroxypyr No No No No No No No No No Unclassified | Unclassified | Unclassified
220 Chlormequat No No No No No No No No No Unclassified Unclassified Unclassified
221 Metalaxyl-M No No No No No No No No Yes Unclassified | Unclassified | Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on

chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Chemical Name calr(ccgtal.t' : car(cc;:_t' 2 Rep(:':;ft' 2 Rep(r(':;ft‘ 2 Car::,rc ::3 N car:::: ::3 N T\D:;rcf;. l?l?:;rcf;' Effii.ﬁ: OPTION1 | OPTION1 | OPTION1
TR Proposed) e ] Proposed) (C&I: (C&L (C&I: (C&L organs Harmonized Proposed Most recent
Harmonised) | Proposed) | Harmonised) | Proposed) (YES/NO)

222 Triazoxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
224 Phosmet No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
225 Aclonifen Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
226 Clofentezine Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
227 Metsulfuron-methyl No No No No No No No No No Unclassified Unclassified Unclassified
230 Flutriafol Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
231 Gamma-cyhalothrin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
232 Paclobutrazol Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
237*** | Phosphane No No No No No No No No No Unclassified | Unclassified | Unclassified
238 Hexythiazox No No No No No No No No Yes Unclassified Unclassified Unclassified

239 ;h;:ir;lsulfuron- No No No Yes No No No No Yes Unclassified ED ED
240 Tefluthrin No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified

241 Fluazinam No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
243 Imazaquin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
244 Clomazone Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
245 Triasulfuron No No No No No No No No No Unclassified | Unclassified | Unclassified
246 Isoxaben No No No No No No No No No Unclassified | Unclassified | Unclassified
247 Bensulfuron methyl No No No No No No No No No Unclassified | Unclassified | Unclassified

248 Fluazifop-P No No Yes Yes No No No No Yes ED ED ED
249 Teflubenzuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
250 Diflufenican No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified

251 L Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED

Naphthylacetamide

228

The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)

(1-NAD)
252 l—NaphthyIacet|c Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED

acid (1-NAA)
253 :eptamaloxylogluca Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
254 Diethofencarb Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
255 Sedaxane Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
256 Tralkoxydim Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
257 Isopyrazam Not relevant Yes Not relevant Yes Not relevant No Not relevant No Yes Unclassified* ED ED
258 Myclobutanil No No Yes Yes No No No No Yes ED ED ED
259 Thymol No No No No No No No No No Unclassified | Unclassified | Unclassified
261 Quinmerac Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
262 Fluxapyroxad Not relevant Yes Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
263 Prosulfuron No No No No No No No No Yes Unclassified Unclassified Unclassified
264 2,4-D No No No No No No No No No Unclassified Unclassified Unclassified

Haloxyfop-P . . e
265 Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

(Haloxyfop-R)
266 Pyridaben No No No No No No No No Yes Unclassified Unclassified Unclassified
267 Eugenol Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
269 Benalaxyl-M Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
270 Sulcotrione No Not relevant Yes Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
271 Clethodim Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified

Repellents by smell
290 of animal or plant | Notrelevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

origin/ sheep fat
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
Repellents by smell
291 of animal or plant | Notrelevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
origin/ tall oil crude
Repellents by smell
292 of animal or plant | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
origin/ tall oil pitch
Sea-algae extract
293 g;rrr:;rly sea-alagsz Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
seaweeds)
294 Clothianidin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
295 Propiconazole No No No No No No No No No Unclassified Unclassified Unclassified
ED - Cut off ED - Cut off
criteria are criteria are
296 Thiacloprid Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes applicable / | Notrelevant | applicable /
Repr Cat Repr Cat
1A/B 1A/B
Pel i i
297 © argon.u: . acid No No No No No No No No No Unclassified Unclassified Unclassified
(Nonanoic acid)
Caprylic acid . . e
298 L Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
(Octanoic acid)
299 Lauric acid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
300 Thiamethoxam No No No No No No No No Yes Unclassified Unclassified Unclassified
301 Spinosad No No No No No No No No No Unclassified Unclassified Unclassified
302 Copper hydroxide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
303 Capric L acid Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
(Decanoic acid)
304 Cypermethrin No No No No No No No No Yes Unclassified | Unclassified | Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Chemical Name calr(ccgtal.t' : car(cc;:_t' 2 Rep(:':;ft' 2 Rep(r(':;ft‘ 2 Car::,rc ::3 N car:::: ::3 N T\D:;rcf;. l?l?:;rcf;' Effii.ﬁ: OPTION1 | OPTION1 | OPTION1
TR Proposed) e ] Proposed) (C&I: (C&L (C&I: (C&L organs Harmonized Proposed Most recent
Harmonised) | Proposed) | Harmonised) | Proposed) (YES/NO)

305 Deltamethrin No No No No No No No No Yes Unclassified | Unclassified | Unclassified
306 Benzoic acid No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
307 (A;Ilfgz]gﬁzzzﬁt:;;n No No No No No No No No No Unclassified | Unclassified | Unclassified
308 Chlorpropham Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
309 Flazasulfuron No No No No No No No No No Unclassified | Unclassified | Unclassified
310 Mesotrione No No No No No No No No No Unclassified | Unclassified | Unclassified
311 Pethoxamid No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
312 Mepanipyrim Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
313 Methyl decanoate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
314 Methyl octanoate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
319 Beflubutamid No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
320 Imazamox No No No No No No No No No Unclassified | Unclassified | Unclassified
321 Picoxystrobin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
322 Cyazofamid No No No No No No No No No Unclassified | Unclassified | Unclassified
323 Propineb No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
324 Imazosulfuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
325 Maleic hydrazide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
326 Maneb No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
327 Quinoxyfen No No No No No No No No No Unclassified Unclassified Unclassified
328 Carfentrazone-ethyl No No No No No No No No No Unclassified | Unclassified | Unclassified
331 Tribasic copper | Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Chemical Name calr(ccgtal.t' : car(cc;:_t' 2 Rep(:':;ft' 2 Rep(r(':;ft‘ 2 Car::,rc ::3 N car:::: ::3 N T\D:;rcf;. l?l?:;rcf;' Effii.ﬁ: OPTION1 | OPTION1 | OPTION1
TR Proposed) e ] Proposed) (C&I: (C&L (C&I: (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
sulfate

332 Acetamiprid No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
334 Desmedipham No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
335 Phenmedipham No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
336 Thiram No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
337 Ziram No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
338 Profoxydim Yes Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
339 Isoxaflutole No No Yes Yes (?) No No No No Yes ED ED (?) ED(?)
340 Trifloxystrobin No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
341 ;IL:th:ir;i:iedte()formerly No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
342 Tritosulfuron No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
343 Indoxacarb No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
344 Oxasulfuron No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
345 Propoxycarbazone No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
346 Bifenazate Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
347 Tepraloxydim Yes Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
348 Etoxazole No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
349 Chlorotoluron Yes Not relevant Yes Not relevant No Not relevant No Not relevant No ED Not relevant ED
350 Zoxamide No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
351 Daminozide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
352 Methoxyfenozide Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
353 Fenamidone No No No No No No No No Yes Unclassified | Unclassified | Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
P P Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
354 Dimethenamid-P Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
355 Mecoprop-P No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
357 Bromoxynil No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
359 Foramsulfuron Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
360 Pyraclostrobin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
361 Silthiofam Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
362 S-Metolachlor No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
363 Pyridalyl Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
364 lodosulfuron No No No No No No No No No Unclassified Unclassified Unclassified
B li f |
365 niocscft?ifI:n) (formerly Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
366 Chlorothalonil Yes No No No No No No No Yes Unclassified Unclassified Unclassified
368 Thiophanate-methyl No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
369 Propyzamide No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
370 Ethofumesate No No No No No No No No Yes Unclassified Unclassified Unclassified
371 Flubendiamide Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
372 Diquat (dibromide) Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
374 Chlorpyrifos No No No No No No No No Yes Unclassified | Unclassified | Unclassified
ED - Cut off ED - Cut off
375 Linuron Yes Not relevant No Not relevant No Not relevant Yes Not relevant Yes cr|te.r|a are Not relevant crlte?rla are
applicable / applicable /
Repr Cat Repr Cat
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on

chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Carc Cat. 1A | Carc Cat. 1A Repr. Cat. Repr. Cat. Effects on
. CarcCat.2 | CarcCat.2 | Repr.Cat.2 | Repr.Cat.2 or 1B or 1B 1Aor 1B 1Aor1B | Endocrine | OPTION1 | OPTION1 | OPTION1
Chemical Name (C&L (C&L (C&L (C&L .
TR Proposed) e ] Proposed) (C&L (C&L (C&L (C&L organs Harmonized Proposed Most recent
Harmonised) Proposed) | Harmonised) Proposed) (YES/NO)
1A/B 1A/B

379 Iprodione Yes Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
382 Mesosulfuron Not relevant No Not relevant No Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
383 Pendimethalin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
384" Denathonium i i i i i i i i i i i i

benzoate
385 Milbemectin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
390 Chlorpyrifos-methyl No No No No No No No No Yes Unclassified Unclassified Unclassified
394 Sucrose Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
395 Metalaxyl No No No No No No No No Yes Unclassified Unclassified Unclassified
398 S9d|um . > Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

nitroguaiacolate
400 Forchlorfenuron Yes Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
401 Beta-Cyfluthrin No Not relevant No Not relevant No Not relevant No Not relevant Yes Unclassified | Notrelevant | Unclassified
402 Benalaxyl No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
403 Mancozeb No Not relevant Yes Not relevant No Not relevant No Not relevant Yes ED Not relevant ED
404 S9d|um o Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified

nitrophenolate

Sodium p- . . .
405 . Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified Unclassified Unclassified

nitrophenolate
407 Ametoctradin Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
408 Metiram Not relevant No Not relevant Yes Not relevant No Not relevant No Yes Unclassified* | Unclassified Unclassified
409 Laminarin Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact

Assessment
Chemical Name calr(ccgtal.t' : car(cc;:_t' 2 Rep(:':;ft' 2 Rep(r(':;ft‘ 2 Car::,rc ::3 N car:::: ::3 N T\D:;rcf;. l?l?:;rcf;' Effii.ﬁ: OPTION1 | OPTION1 | OPTION1
TR Proposed) e ] Proposed) (C&I: (C&L (C&I: (C&L organs Harmonized Proposed Most recent
Harmonised) | Proposed) | Harmonised) | Proposed) (YES/NO)

411 Mecoprop No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
413 MCPA No Not relevant No Not relevant No Not relevant No Not relevant Yes? Unclassified | Notrelevant | Unclassified
414 MCPB No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
415 2,4-DB No No No No No No No No Yes Unclassified Unclassified Unclassified
416 Flurtamone No Not relevant No Not relevant No Not relevant No Not relevant No Unclassified | Notrelevant | Unclassified
417 Fosthiazate No Not relevant No Not relevant No Not relevant No Not relevant yes Unclassified | Notrelevant | Unclassified
418 Carvone No No No No No No No No No Unclassified | Unclassified | Unclassified
426 Bordeaux mixture Not relevant No Not relevant No Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified
428 n-Tetradecylacetate | Not relevant No Not relevant Yes Not relevant No Not relevant No No Unclassified* | Unclassified | Unclassified

Unclassified*: No harmonized classification available

**This substance was incorrectly marked also as a BP in the published list of substances to be screened.

*** This substance had been already screened when “list of substances to be screened” was published.

****This substance covers also the substance Quizalofop-P.

" This substance was initially included in the list of substances to be screened, but following the rational it was decided that the substance was not to be screened.

the meaning of the EU legislation.
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these
pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Revised potential categorization results for 348 PPPs under “"Option 2, 3 & 4" for human health & vertebrate wildlife and
combined potential categorization under all Options

. ... . ... - Combined Potential Categorization
Potential Categorization Human Health Potential Categorization Wildlife (HH & Wildlife Vertebrates)
Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Most recent OPTION 2 OPTION 3 OPTION 4
tree tree
1 Carbon dioxide Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
2 Tebuconazole ED Cat | 2a/2b Unclassified ED Cat | 2a/2b ED ED ED Cat | ED
3 Methyl nonyl ketone Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
4 Fipronil Unclassified Catll 5 Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
5 gﬂhi)gsr:)ehsi:em Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
6 Imidacloprid Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
7 Thiabendazole Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
8 ':LUOTJ;I;QZ Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
9 Sulfuryl fluoride Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Cut off
criteria are
10 Bromadiolone Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified applicable / Unclassified Unclassified Unclassified
Repr Cat
1A/B
11 Diflubenzuron Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
12 Dazomet Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree
ED/ Cut off
criteria are
13 Difenacoum Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified applicable / Unclassified Catll Unclassified
Repr Cat
1A/B
14 Fenpropimorph Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
15 Abamectlp (aka Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
avermectin)
16 Fenoxycarb Unclassified Catlll 7 Unclassified Unclassified Cat lll 7 Unclassified | Unclassified Unclassified Catlll Unclassified
17 Etofenprox Unclassified Cat lll 7 Unclassified Unclassified Catlll 7 Unclassified Unclassified Unclassified Cat Il Unclassified
18 Bifenthrin Unclassified Unclassified 11 Unclassified Unclassified Catll 9 Unclassified Unclassified Unclassified Catll Unclassified
19 lambda-Cyhalothrin Unclassified Catll 5&6 Unclassified Unclassified Catll 5&6 Unclassified | Unclassified Unclassified Catll Unclassified
ED - Cut off
criteria are
20 Cyproconazole Unclassified Cat Il 3b Unclassified ED Cat | 2a/2b ED applicable / ED Cat | ED
Repr Cat
1A/B
21 Pyriproxyfen Unclassified Unclassified 11 Unclassified ED Catl 2a ED Unclassified ED Catl ED
22 Folpet Unclassified Unclassified 8 Unclassified Unclassified Catll 5 Unclassified | Unclassified Unclassified Catll Unclassified
23** Triflumuron Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
2-Phenylphenol (incl.
24%* sodium salt | Unclassified Unclassified 11 Unclassified ED Catl 4 ED Unclassified ED Cat | ED
orthophenyl phenol)
25 Hymexazol Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree
27 Aluminium sulphate Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
28 Ferric phosphate Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
29**** | Quizalofop-P-ethyl Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
30 Halosulfuron methyl Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
31 Acrinathrin Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
32 Cycloxydim Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
34 tau-Fluvalinate Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
35 Lufenuron Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Cut off
criteria are
36 Flumioxazin Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified applicable / Unclassified Catlll Unclassified
Repr Cat
1A/B

37 Tribenuron (aka Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified Unclassified Unclassified Catlll Unclassified

metometuron)
38 Geraniol Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

Glyphosate (incl
39 trimesium aka | Unclassified Cat Il 3a Unclassified Unclassified Catll 3a/3b Unclassified Unclassified Unclassified Catll Unclassified

sulfosate)
40 Metaldehyde Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
41 Dimethomorph Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified

42*** | Pytrescine (1,4- | Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential Categorization Human Health Potential Categorization Wildlife Con;ll-)'i:l\e&d\:I?:;;Sa\ll:;i;grz:i:sa)tion
Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree
Diaminobutane))
43 Azadirachtin Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
44 Propaquizafop Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
45 Nicosulfuron Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
46 Tetraconazole Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified | Unclassified Unclassified Catll Unclassified
47 1-Decanol Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
48 Tebufenozide Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
49 Dodine Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
50 Fenoxaprop-P Unclassified Catlll 7 Unclassified Unclassified Cat lll 7 Unclassified | Unclassified Unclassified Catlll Unclassified
51 Fenbuconazole Unclassified Catll 5&6 Unclassified Unclassified Catll 5&6 Unclassified ED Unclassified Catll Unclassified
52 Clodinafop Unclassified Cat Il 3a/3b Unclassified Unclassified Catll 3a/3b Unclassified Unclassified Unclassified Catll Unclassified
53 Bromuconazole Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
54 Spiroxamine Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
55 Tebufenpyrad Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
56 Difenoconazole Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified | Unclassified Unclassified Cat lll Unclassified
57**** | Quizalofop-P-tefuryl Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
59 Azimsulfuron Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
60 Amidosulfuron Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
61 Fenazaquin Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
62 Pyrethrins Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified | Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
on cosmetic products and the Water Framework Directive (EC) No 2000/60] and in no way prejudge future decisions on active substances to be taken pursuant to these

pieces of the EU legislation.

It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree
63 6-Benzyladenine Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
64 Cyprodinil Unclassified Cat lll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Cat Il Unclassified
65 Malathion Unclassified Catll 5 Unclassified Unclassified Catll 5 Unclassified Unclassified Unclassified Catll Unclassified
66 Cyhalofop-butyl Unclassified Cat lll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Cat Il Unclassified
67 rR;r:::Erc:s; (aka Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
68 Pymetrozine Unclassified Cat ll 3a/3b Unclassified Unclassified Catll 3a/3b Unclassified ED Unclassified Catll Unclassified
69 Metconazole Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
70 Ipconazole Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
71 Bispyribac Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
72 Fenhexamid Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
73 Prohexadione Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
74 Pyraflufen-ethyl Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified | Unclassified Unclassified Catll Unclassified
75 ili:ttc;iz:) (aka Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
76 Calcium phosphide Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
77 Fludioxonil Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Cat lll Unclassified
78 Zinc phosphide Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
79 zeta-Cypermethrin Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
80 Limestone Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
81 Famoxadone Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Catlll Unclassified
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Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential Categorization Human Health

Potential Categorization Wildlife

Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree
82 Azoxystrobin Unclassified Cat lll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Cat Il Unclassified
83 Ethoprophos Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
84 Triticonazole Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
85 Captan Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified ED (?) Unclassified Unclassified Unclassified
86 Indolylbutyric acid Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
ED - Cut off
criteria are
87 Epoxiconazole ED Cat | 2a/2b ED ED Cat | 1/2a/2b ED applicable / ED Cat | ED
Repr Cat
1A/B
88 Fenpyroximate Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
90 Aubenzohlar-.S-methyI Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
(benzothiadiazole)
91 Triflusulfuron ED Cat | 4 Unclassified ED Cat | 4 Unclassified Unclassified ED Cat | Unclassified
92 Fluquinconazole Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified | Unclassified Unclassified Unclassified Unclassified
93 E::sdplﬁ?nate Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
94 Picolinafen Unclassified Catll 3a Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Catll Unclassified
95 Metosulam Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Potassium
phosphonates - - - . - - - - - -
9E*** . Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
(formerly potassium
phosphite)
97 Metaflumizone Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
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It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

Potential Categorization Human Health
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Combined Potential Categorization
(HH & Wildlife Vertebrates)

Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree
98 Iprovalicarb Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
99 Sulfosulfuron Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
100 T.rmexapac (aka Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
cimetacarb ethyl)
101 Kresoxim-methyl Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
102 Chromafenozide Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
Metam (incl. -
103 potassium and - | Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
sodium)
104 Flupyrsulfuron- Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
methyl (DPX KE 459)
105 Florasulam Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
106 | SHydroxyquinoline -\ (iied | Unclassified 8 Unclassified | Unclassified | Unclassified 8 Unclassified | Unclassified | Unclassified | Unclassified | Unclassified
incl. oxyquinoleine
107 Spirodiclofen ED Catl 2a Unclassified ED Catl 2a Unclassified | Unclassified ED Catl Unclassified
108 Dimoxystrobin Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
109 Aminopyralid Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
110 Dichlorprop-P Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
111 Napropamide Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
112 Mepiquat Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
113 Emamectin Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
115 Flonicamid (IKI-220) Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
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Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree
116 Dodemorph Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
117 Carbetamide Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
118 Ethephon Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
119 Methomyl Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
120 g::g;f:ez;)n (aka Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
121 Clopyralid Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
123 Prothioconazole Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
124 Cyflufenamid Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
125 Penthiopyrad Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
126 Benfluralin Unclassified Catll 3b Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Catll Unclassified
127 Spinetoram Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified | Unclassified Unclassified Unclassified Unclassified
128 Proquinazid Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
129 Oryzalin Unclassified Catll 3a Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
130 Dicamba Unclassified Unclassified 11 Unclassified Unclassified Catll 3a/3b Unclassified Unclassified Unclassified Catll Unclassified
131 Picloram Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
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the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
Assessment

. ... . ... e Combined Potential Categorization
Potential Categorization Human Health Potential Categorization Wildlife (HH & Wildlife Vertebrates)
Path of Path of OPTION 1
Chemical Name OPTION 2 OPTION 3 decision OPTION 4 OPTION 2 OPTION 3 decision OPTION 4 Y — OPTION 2 OPTION 3 OPTION 4
tree tree

132 Oxadiazon Unclassified Cat lll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Catlll Unclassified
134 Spirotetramat Unclassified Catll 3a Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Catll Unclassified
135 Metribuzin Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
137 Lenacil ED Cat | 2a Unclassified Unclassified Unclassified 8 Unclassified Unclassified ED Cat | Unclassified
138 Fluometuron Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
139 Penoxsulam Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
140 Metrafenone Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
141 Eir;?’nr::i};zi)s) (aka Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
142 Formetanate Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
143 Tri-allate Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
144 Pirimicarb Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
145 Oxamyl Unclassified Catlll 10 Unclassified Unclassified Cat Il 10 Unclassified | Unclassified Unclassified Cat Il Unclassified
146 Fluopicolide Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
147 Propamocarb Unclassified Cat lll 7 Unclassified Unclassified Cat lll 7 Unclassified | Unclassified Unclassified Catlll Unclassified
148 Bentazone Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
149 Etridiazole Unclassified Catll 3b Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified
150 Quinoclamine Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified ED Unclassified Unclassified Unclassified
151 Valifenalate . Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified Unclassified Unclassified Catll Unclassified

(formerly Valiphenal)
152 Spiromesifen Unclassified Catll 5 Unclassified Unclassified Unclassified 8 Unclassified | Unclassified Unclassified Catll Unclassified
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The results of the screening do not constitute evaluations of individual substances to be carried out under the respective chemical legislations [[in particular, Regulation
(EC) No 1107/2009 on plant protection products, Regulation (EU) No 528/2012 on biocidal products, Regulation (EC) No 1907/2006 REACH, Regulation (EC) No 1223/2009
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It would thus be erroneous to consider that the substances listed in the results of this study (SANTE/2015/E3/SI12.706218) are considered as endocrine disruptors within
the meaning of the EU legislation.




Screening of available evidence on chemical substances for the identification of endocrine disruptors according to different options in the context of an Impact
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tree tree

2,5-Dichlorobenzoic . . . . . . . . . .
153 . Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified

acid methylester
154 Pirimiphos-methyl Unclassified Cat lll 10 Unclassified Unclassified Catlll 10 Unclassified Unclassified Unclassified Cat Il Unclassified
156 Metobromuron Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
157 :;llc\:/lls::zlg;ene Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
158 Thiencarbazone Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
159 Diuron Unclassified Cat lll 7 Unclassified Unclassified Catll 3b Unclassified Unclassified Unclassified Catll Unclassified
160 Dithianon Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
161 Tembotrione Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED Unclassified Catll Unclassified
162 Isoproturon Unclassified Catll 3b Unclassified Unclassified Catll 3b Unclassified ED Unclassified Catll Unclassified
163 Amisulbrom Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified Unclassified Unclassified Unclassified Unclassified
164 | mazali (aka | classified Cat il 7 Unclassified | Unclassified Cat Ill 7 Unclassified | Unclassified | Unclassified Cat il Unclassified

enilconazole)
165 Fluoxastrobin Unclassified Cat lll 10 Unclassified Unclassified Cat lll 10 Unclassified Unclassified Unclassified Catlll Unclassified
167 Mandipropamid Unclassified Unclassified 11 Unclassified Unclassified Unclassified 11 Unclassified | Unclassified Unclassified Unclassified Unclassified
168 Fuberidazole Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
169 Fosetyl Unclassified Unclassified 11 Unclassified | Unclassified | Unclassified 11 Unclassified | Unclassified | Unclassified | Unclassified | Unclassified

[same as Fosetyl-Al]
170 Cyflumetofen Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified | Unclassified Unclassified Catll Unclassified
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tree tree

Benthiavalicarb

[same as
171 benthiavalicarb- Unclassified Catll 3a Unclassified Unclassified Catll 3a Unclassified ED (?) Unclassified Catll Unclassified

isopropyl CAS No.

177406-68-7]
172 Metamitron Unclassified Unclassified 8 Unclassified Unclassified Unclassified 8 Unclassified Unclassified Unclassified Unclassified Unclassified
173 Bupirimate Unclassified Catlll 10 Unclassified Unclassified Cat lll 10 Unclassified | Unclassified Unclassif