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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN AMIDOSULFURON

ANNEX 2.1: COMMENTS AND RESPONSE TO COMMENTS ON CLH: PROPOSAL AND JUSTIFICATION

[ECHA has compiled the comments recaved via internet that refer to several hazard classes and entered them under each of the réevant
categories’headings as comprehensive as possible. Please note that some of the comments might occur under several headings when splitting the given
information is not reasonable]

Substance name: Amidosulfuron
CAS number: 120923-37-7

EC number:

General comments

407-380-0

Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
31/08/2011 | Netherlands |/We agree with the proposed classification for aiguakicity. Noted. We kindly| Noted. ECHA's
RIVM  Bureau ask the NL accordance check
REACH /| A fair amount of information which is not necesstoyclassification and labeling of amidosulfurcastbeen colleagues for report indeed
National included in the dossier (e.g. information on aneltparameters and shelf life, information abdstribution in understanding encouraged the
Authority the environment on page 80, statements on padea®(igh early life stage toxicity test and fisteIcycle tests ' DS to focus more

are not necessary, etc). Although it is importarttave a good overview of the substance beingifiessome
of this information adds little to the overall pice and makes the dossier very lengthy. Carefetidel of non-
relevant information would be beneficial.

that in this stage
of process (after
accordance
check) no
substantial
deletions can be
made.

specifically on
classification
relevant issues,
however with
cautious wording.
If the future CLH
process foresees
no further revision
of the CLH report
after the public
consultation (as
proposed by
ECHA), it will
become even
more important
that ECHA (with
RAC rapporteurs)
and DS take full




Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
advantage of the
early accordance
check procedure
for making
dossiers as
purposeful as
possible.
05/09/2011 | Germany / The German CA supports the proposed classification. Noted Noted.
Matthias Plog /
MSCA DE proposes to include the IUPAC name “3-(4,6-dlmogypyrimidin-2-yl)-1-((N-methyl-N-methylsulfonyl-
amino)sulfonyl)urea” along with the ISO name “Amgddfuron” in the Annex VI entry.
07/09/2011 | Spain/ MSCA The Spanish CA supportdmotassify the substance amidosulfuron for heattcts under both DSD and CLP Noted Noted.
07/09/2011 United Kingdom In several sections there is unnecessary detailngétdifficult to identify the key effects relemafor We note that the | Noted.
/ MSCA classification. In addition, the extent of defaibvided for each study and hazard class is nuistent. For CLH report on
example, the information provided in the reprodugtoxicity sections is extensive, yet section ldbncludes | Amidosulfuron
that no treatment related effects on fertility evdlopment were observed. does not fulfil the
expectations of UK
Extensive information on the materials and metheds. where test animals have been supplied fradrttaair colleagues. We
weight range etc.) are not required for studieslooted according to OECD guidelines, please rertiuige kindly ask the UK
information from the CLH report (e.g. p37, respirgttract irritation section). colleagues to
address their
Overall, the inconsistencies in the level of dgtadvided in the report made it difficult and timensuming to concerns about the
review. accordance check
and the amount of
desired information
directly to
ECHA/RAC in
order to bring
forward the
discussion on the
amount of
information
“sufficient” for
C&L purposes.
12/09/2011 | Spain / ManuelWe are in agreement with the acute classificatisimiot with the chronic M factor of 10. This point should| This issue is

Carb6 Martinez
MSCA

be discussed by

ECHA experts

indeed analysed
and discussed in
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Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
the RAC opinion.
12/09/2011 France / MSCA| We agree with the classifbn proposal. Noted Noted.
12/09/2011 Portugal / MaripConsidering the present proposal, we agree toledtabharmonised classification & labelling for Will be amended in Noted.

do Carmo Palma Amidosulfuron.

/ MSCA

The proposed environmental classification fulfilie criteria established both in CLP Regulatiord(2TP) and

67/548/EEC Directive. Therefore, we support thisgaosal.

Nevertheless, the proposed labelling seems toibging some information, therefore we propose ¢tuote:
- In page 8, labelling: “Pictogram GHS09”

- In page 10, labelling: “Symbol N".”

Rev. 3 of the CLH
Report.

Carcinogenicity

Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
07/09/2011 | United Kingdom We agree that these data do not support classificédr carcinogenicity. However there is a loturinecessary Noted. Please see| Noted.

| MSCA

detail in this section which makes it difficult ftre reader. Please consider whether all of thanmdition in the
tables is necessary.

the first general
answer to the UK
comments

Mutagenicity

MSCA Response

RAC response to

Date Country/ Comment
Person/ to comment comment
Organisation/
MSCA
07/09/2011 United Kingdom We agree that these data do not support clasgificér mutagenicity. However there is a lot of enassary Noted. Please seeNoted.
/ MSCA detail in this section, given that all of the testye negative. the first genera

answer to the UK
comments

Toxicity to reproduction

/Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA




07/09/2011

United Kingdon
/ MSCA

nWe agree that these data do not support classiiicdor reproductive toxicity. However there is @t lof
unnecessary detail and data in this section makididficult for the reader to readily identify thelevant points
for classification.

Noted. Please se
the first general
answer to the UK
comments

eNoted.

Respiratory sensitisation

Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
Other hazards and endpoints
Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
31/08/2011 Netherlands /Any other hazard classes or endpoints Noted
RIVM  Bureau| Page 7, labeling according to CLP Noted Noted. Agree,
REACH /| In accordance with Annex Il to CLP: If the hazatdtement H410 is assigned, the statement H40Mmay hazard statement
National omitted. H410 covers H400
Authority P-statements need not be specified in a CLH report. Will be removed in

Page 9, labeling according to DSD
Consider using the combined R-phrase R50/53

Page 11, section 2.2

Please note that the criteria for ready biodegriditialm the DSD are not limited to only ready biegradability
screening tests. Other information can also be tsednclude that a chemical is ready biodegradaidker
DSD, see section 5.2.1.3 in Annex VI to the DSD.

Page 28, 3 Classification for physico-chemical prtips
Information on bioaccumulation potential is noesalnt for this section.

Page 87-96, Aquatic toxicity

We wonder about the necessity of including detaskedy summaries for all aquatic toxicity studidsew only
one or a few key studies are used for classificafldne detailed summaries for all non-key studiey bretter be
transferred to the IUCLID.

Rev. 3 of the CLH
Report.

Will be amended in
Rev. 3 of the CLH
Report.

Will be considered
in Rev. 3 of the
CLH Report.

Noted

Noted.

Noted.

Noted.

Agree.

Noted. For
processing in the
committee, RAC
prefers to have
sufficient (i.e.
robust study
summary level)
study descriptions
easily accessible,




Date

Country /
Person /
Organisation /
MSCA

Comment

MSCA Response
to comment

RAC response to
comment

Page 97-99, 5.5 Comparison with criteria

Environmental distribution: it is not necessaryrtdude information on the environmental distriloutisince
these are not relevant for the classification. Tmelusion makes the conclusions unnecessarilypticated.

Degradability: Consider adding the observation thfairmation on the properties of the metabolites o
amidosulfuron is lacking and therefore, amidosuwlfucan not be considered rapidly degradable ($€&eAnex

I, section 4.1.2.9.3). This is also applicabledot®n 5.6.

Noted

Amidosulfuron is
photolytically
stable and
hydrolytically
stable at
environmentally
relevant pH values
Amidosulfuron is
not readily
biodegradable
under test
conditions within
28 days.

DT50 whole
system in aerobic
water-sediment
systemis > 16 d
(geomean (S1 and
S2) =38.1 d)As
DT50 => 16 d,
occuring
metabolites in the
aerobic water-

better one study to
much than one
missing. IUCLID is
adequate for non-
key studies.
However, for the
duckweed key
studies, even the
descriptions
provided in the
CLH report did not
give sufficient, i.e.
all relevant detalils.

Agree to comment.

Noted, thank you
for clarification.
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Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
sediment system
are not relevant
for classification
and labelling and
will not be
considered.
Page 99, conclusion on environmental classificaf@oP) Noted The issue is
In principle we give preference to a NOEC valuesd®ined after 7 days exposure. The 7-day LOEC Vlalue | This point should thoroughly
Lemna of <0.0092 indicate the 7-days NOEC is lothan the 14-day NOEC value of 0.0087. Nevertheless, | be discussed byanalysed and
can agree with the use of 0.0087 mg/I for clasasiiom purposes. ECHA experts | discussed in the
RAC opinion.
07/09/2011 United Kingdom Table 9 Physico-chemical data Noted. Please seeNoted.
/ MSCA A considerable amount of physico-chemical data leeen provided in table 9, including spectral infation. the first genera
Such detail is not required in a classification &izklling report and it makes it difficult for tmeader to readily | answer to the UK
identify the appropriate information for classifiicen. comments

P38 Respiratory tract irritation

Considerable data have been provided on the suhichirdalation toxicity study in the section onp&atory
tract irritation. As no signs of irritation werbdserved, we would question whether such detadgsiired in this
section.

P39 Skin sensitisation

The way in which the data are presented makeffitult to readily identity the information requildo
determine the classification (i.e. the inductiod @hallenge concentrations, the number of contrdltast
animals responding at a given time point etc.)

P45 Repeat dose toxicity
A lot of text has been included to explain thatoxicologically significant effects were observddlases
relevant for classification. This makes it difficfor the reader to readily identify the appropeianformation.




Date Country / Comment MSCA Response | RAC response to
Person / to comment comment
Organisation /
MSCA
12/09/2011 | Belgium / Els ENVIRONMENT Noted
Boel / MSCA Based on the results of the aquatic toxicity testhe most sensitive species (Aquatic plant Lenibbay
7dErC50<9.2u9/l; 14dNOEC=8.74ug/1) the fact that shbstance is not rapidly biodegradable and tieat t
substance shows low potential to bioaccumulatg low<4), it is justified to classify, following &
classification criteria of the 2nd ATP, as Aquaiicute 1, H400 and Aquatic Chronic 1, H410. Agree.
In view of the proposed classification and the ¢dyiband for acute toxicity between 0.001mg/l &@1lmg/l, an| Noted Noted, see RAC
M-factor for acute toxicity of 100 could be assignand an M-factor for chronic toxicity of 10 (natpidly opinion for
degradable substance and toxicity band betweerd @l and 0.01mg/l). discussion on
chronic hazard

Based on the classification and labelling critémiaccordance with dir. 67/548/EEC, Amidosulfurdrosid be classification and
classified as N, R50/53. M-factor.
In conclusion : we agree with the proposed enviremtal classification by the Austrian MSCA. Agree.
Some editorial or/and minor comments: Will be considered Noted.
* P.7 Table 3 Proposed classification accordintip¢éoCLP regulation, 4.1 hazardous to the aquatic@mment. | in Rev. 3 of the
Please mention here the acute and chronic M-fattar.SCLs according to DSD should be mentionedainld 4 | CLH Report. Noted.
: environment
e p. 18 B.2.1.6 Volatility, Henry’s law constant Will be considered
calculation at pH9 at 20°C should be 6.76x10-7pamo81 instead of 6.76x10-6pa.m3.mol-1 in Rev. 3 of the

CLH Report. Noted.
* p.100 Conclusion of environmental classificattmtording to Regulation EC 1272/2008 Noted
Classification does not include the signal woreaBk remove the signal word in this section.

Noted.
12/09/2011 | Spain / ManuelWe think that if the acute classification is bage&owing (2002 ag) study with a Lemma LC50 (7dp4f092 Noted Noted, see RAC
Carb6 Martinez | mg/L with a NOEC well below of this value; althouttis has not been submitted, we consider thatribt This point should opinion for

MSCA

correct to use a NOEC of 14 d that it is the sanderoof magnitude of the LC50 mentioned, even béiegsame
specie, therefore our recommendation is to modiéychronic M factor from 10 to 100, based on 7d rem
LC50 and the non rapid degradation of the substance

be discussed b
ECHA experts

ydiscussion on
chronic hazard
classification and

M-factor.

ATTACHMENT Version 3 of the CLH report (04/10/2011), resubedtafter the Public Consultation




ANNEX 2.2: THE REPORT BELOW IS A REVISION OF THE OR IGINAL CLH REPORT
THAT WAS PERFORMED BY THE DOSSIER SUBMITTER AS PART OF THE
RESPONSE TO COMMENTS RECEIVED UNDER PUBLIC CONSULTA TION.

CLH report

Proposal for Harmonised Classification and
Labelling

Based on Regulation (EC) No 1272/2008 (CLP Regulai),
Annex VI, Part 2

Substance Name: Amidosulfuron

EC Number: 407-380-0
CAS Number:  120923-37-7

Index Number: -

Contact details for dossier submitter:

Austrian Agency for Health and Food Safety

Institute for Plant Protection Products Evaluatma Authorisation
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Austria

Version number: 3 Date: 04.10.2011
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Part A.

1 PROPOSAL FOR HARMONISED CLASSIFICATION AND LABELLIN G

1.1 Substance

Table 1: Substance identity

Substance name:

Amidosulfuron

EC number: 407-380-0

CAS number: 120923-37-7

Annex VI Index number: -

Degree of purity: > 970 g/kg

Impurities: No relevant impurities

Commission Directive

include Amidosulfuron
Council Directive 91/414/EEC

1.2 Harmonised classification and labelling proposal

Table 2:

Current entry in Annex VI, CLP
Regulation

Current proposal for consideration
by RAC

Resulting harmonised classification
(future entry in Annex VI, CLP

CLP Regulation

No current entry

Aquatic Acute 1, H400
M=100

Aquatic Chronic 1, H410
M=10

Aquatic Acute 1, H400
M=100

-5-

according to
2008/40/EC to
in Annex | of

The current Annex VI entry and the propogd harmonised classification

67/548/EEC
Substances

Directive
(Dangerous
Directive; DSD)

No current entry

N; R50/53
SCLs

Where Cn is the concentration of
amidosulfuron in the preparation.

Classifi- Concentration
cation
[Cnin %)]
N, R50/53 Cr» 0.25
N, R51/53 0.025Cn<0.25
R52/53 0.002% Cn <0.025
N; R50/53
SCLs



Regulation)

Where Cn is the concentration of
amidosulfuron in the preparation

Classifi- Concentration
Aquatic Chronic 1, H410 cation
[Cnin %)]
M=10
N, R50/53 Cr»0.25

N, R51/53 0.025xCn<0.25

R52/53 0.0025 Cn <0.025



1.3 Proposed harmonised classification and labelling Is#d on CLP Regulation
and/or DSD criteria
Table 3: Proposed classification according to thELP Regulation
CLP Hazard class Proposed Proposed SCLs and/or M- Current Reason for no
Annex | classification factors classificatio classification?
ref n?b
2.1. - - - Technical substance
does not present a
danger of explosion
Explosives under test condition
(shock test, thermal
sensitivity test, fiction
test)
2.2. Flammable gases - - - No gas
2.3. Flammable - - - No aerosol
aerosols
2.4, Oxidising gases - - - No gas
2.5. Gases under - - - No gas
pressure
2.6. Flammable liquids - - - No liquid
2.7. - - - Data conclusive, but
not sufficient for
classification (no
Flammable solids |nd|c_at|on if the
wetting zone is able 1
stop the flame);
burning time: 40 and
45 seconds
2.8. Self-reactive - - - Data lacking
substances and
mixtures
2.9. Pyrophoric liquids - - - No liquid
2.10. - - - No self ignition up to
Pyrophoric solids 402°C;
no adequate test
available
2.11. Self-heating - - - No Soelf ignition up to
402°C;
substances and
. no adequate test
mixtures ;
available
2.12. - - - Chemical structure
Substances and does not contain
mixtures which in metals or metalloids;
contact with water in addition, the
emit flammable technical substance
gases manufactured is
washed with water
2.13. Oxidising liquids - - - No liquid
2.14. - - - Test substance has 1
oxygen compound
Oxidising solids Wh.'c.h.m'ght have
oxidising effects on
combustible
compounds
2.15. Organic peroxides - - - Test substance has 1
oxygen compound




which might have
oxidising effects on

combustible
compounds
2.16. - - According to the
nature of the test
Substance and substance (contains
mixtures corrosive acidic or basic
to metals functional group)
no adequate test
available
3.1. Acute toxicity - - - LDso > 5000 mg/kg
oral bw
Acute toxicity - - - LDso > 5000 mg/kg
dermal bw
C - - LCs>1.8 mg/L
Acute toxicity (highest achievable
inhalation
dose)
3.2. Skin corrosion / - - Not irritating
irritation
3.3. Serious eye - - Not irritating
damage / eye
irritation
3.4. Respiratory - - Not irritating
sensitisation
3.4. Skin sensitisation - - Not sensitising
3.5. Germ cell - - Ne_gat_lve in a_bat;ery
mutagenicit of in vitro andin vivo
9 y genotoxicity studies
3.6. Carcinogenicity - - Not carcinogenic in r
and mouse
3.7. - - No impairment of
Reproductive fertility
toxicity No teratogenic
potential
3.8. Specific target - - No evidence from
organ toxicity — acute studies
single exposure
3.9. Specific target - - No evidence from
organ toxicity — repeated dose studie
repeated exposure
3.10. Aspirati - - no human evidence,
spiration hazard
hydrocarbon
4.1, Aquatic Acute 1, M =100
H400
Hazardous to the
aquatic Aquatic Chronicl,
environment H410 M =10
5.1. Hazardous to the | No Data availablg Data lacking

ozone layer

Dlncluding specific concentration limits (SCLs) andfattors
2 Data lacking, inconclusive, or conclusive but naffisient for classification



Labelling:  Signal word:- Warning

Pictogram: GHSO09
Hazard statements: H400

Very toxic to aquatic life,
H410 Very toxic to aquatic life with long
lasting effects

Proposed notes assigned to an entry:




Table 4:

Proposed classification according to DSD

Hazardous property

Proposed
classification

Proposed SCLs

Current
classification®

Reason for no
classification?

Explosiveness

Technical substancg
does not present a
danger of explosion
under test condition
(shock test, thermal
sensitivity test,
friction test)

17

Oxidising properties

The technical
substance has no
oxygen compound
which might have
oxidising effects on
combustible
compounds

Flammability

Technical substance
is not considered ag
“highly flammable”

under test condition

17

Other physico-chemica
properties

[Add rows when
relevant]

Thermal stability

Compound is not

considered as auto-
flammable under tes
condition

5t

Acute toxicity

Oral LDso > 5000
mg/kg bw

Dermal LDy, > 5000
mg/kg bw
Inhalation LGy > 1.8
mg/L (highest
achievable dose)

Acute toxicity —
irreversible damage aft
single exposure

No evidence from
acute studies

Repeated dose toxicity

No evidence from
repeated dose studi

Irritation / Corrosion

Not irritating

Sensitisation

Not sensitising

Carcinogenicity

Not carcinogenic in
rat and mouse

Mutagenicity — Genetic
toxicity

Negative in a batter
of in vitro andin vivo
genotoxicity studies

Toxicity to reproductior
— fertility

No impairment of
fertility

Toxicity to reproductior
— development

No teratogenic
potential

Toxicity to reproductior
— breastfed babies.
Effects on or via

lactation

No evidence from
multigeneration stud

y

-10 -



N; R50/53 M =100

Classifi- Concentration
Environment cation [Cnin %]
N, R50/53 Crr 0.25

N, R51/53 0.025Cn <0.25
R52/53 0.0025 Cn < 0.025

D Including SCLs
2 Data lacking, inconclusive, or conclusive but naffisient for classification

Labelling
Indication of danger:N Dangerous for the Environment
R-phrases: R50/53  Very toxic to aquatic organisms/ May &aus
long term effects in the environment
S-phrases: S60 This material and its container must be
disposed of as hazardous waste
S61 Avoid release to the environment. Refer to

special instructions/Safety Data Sheet

-11 -



2 BACKGROUND TO THE CLH PROPOSAL

2.1  History of the previous classification and labellimy

Amidosulfuron is a sulfonylurea herbicide. In 200&as approved for Annex | listing as a
third stage Part A Review compound under Counaié@ive 91/414/EEC, with Austria as
Rapporteur Member State. In accordance with Ar@@€2) of the CLP Regulation,
amidosulfuron should now be considered for harnezhidassification and labelling.
Therefore, this proposal considers all physical @memical properties, human health and
environmental endpoints. This Annex VI dossier prgs a classification and labelling
proposal based mainly on the information presemdlde assessment of amidosulfuron under
Directive 91/414/EEC. This assessment (DAR) wasdhas one full data package submitted
by one company. No other registration dossieraaadable for amidosulfuron at time of the
submission of the revised CLH report.

Amidosulfuron is not currently listed in Annex Vi Regulation EC 1272/2008 (CLP
Regulation). Following evaluation of the data thisposal seeks to propose classification for
the environment. No classification for physical ah@émical properties and human health is
proposed. No disagreement on classification anelllag proposal were given between
Austria as Rapporteur Member State and other Mei@tages during the peer review
procedure for Annex | inclusion.

2.2 Short summary of the scientific justification for the CLH proposal

For Amidosulfuron,_no classification and labellings been proposed regarding physical and
chemical properties and human hieaneither by Rapporteur Member State (Austriaj n
during the PRAPeR peer review.

Regarding environmentgnsidering pdATP criteria) following classification will be
proposed:

DSD: N, R50/53DSD)

CLP: Aquatic Acute 1, H400, M=100; Aquatic ChroicH410, M=10

Aquatic Acute classification is based on:
e E/C50 value folLemna gibbas <0.0092 mg/L (0.001 < L(E)C500,01),
resulting in _N, R5@DSD) and Aquatic Acute 1, H400, M =100 (CLP)
Lemna gibbas,Csy/E Cso (7 d) = 0.0092 mg/L, (Sowig 2002ag);

Aquatic chronic classification is based on:
*  Amidosulfuron is is not considered as ready bioddgble/rapid degradable.
Therefore R53 (DSDglassification is proposed.

* chronic aquatic toxicity studies
Based on the non rapid degradability (see abowpartheLemna gibba
NOEC(14d) = 0.00874 mg/L, (Morrow J. E., (1993ayjassification with
Aquatic Chronic 1, H410 M=1(0CLP) is proposed.

2.3 Current harmonised classification and labelling

Amidosulfuron has not been previously discussedgreed at TC C&L (Dir. 67/548/EEC);
no harmonised classification and labelling exists.

-12 -



2.3.1 Current classification and labelling in Annex VI, Table 3.1 in the CLP
Regulation

No entry in Annex VI, Table 3.1.

2.3.2 Current classification and labelling in Annex VI, Table 3.2 in the CLP
Regulation

No entry in Annex VI, Table 3.2.
2.4 Current self-classification and labelling

2.4.1 Current self-classification and labelling based othe CLP Regulation criteria

No current self-classification and labelling basedCLP Regulation criteria.

2.4.2 Current self-classification and labelling based o®SD criteria

The Notifier stated that “R52/53 Harmful to aquatieganisms, may cause long-term
effects in the aquatic environment” would be watedn

3 JUSTIFICATION THAT ACTION IS NEEDED AT COMMUNITY LE VEL

No need for justification (Amidosulfuron is a pestie).

-13-



Part B.

SCIENTIFIC EVALUATION OF THE DATA

1 IDENTITY OF THE SUBSTANCE

11

Name and other identifiers of the substance

Table 5: Substance identity

EC number:

407-380-0

EC name:

3-(4,6-dimethoxypyrimidin-2-yl)-1-((N-methyl-N-
methylsulfonyl-amino)sulfonyl)urea

CAS number (EC inventory):

CAS number: 120923-37-7

CAS name; 3,5-Dithia-2,4-diazahexanamide, N-(4,6-dimethoxy
pyrimidinyl)-4-methyl-, 3,3,5,5-tetraoxide

IUPAC name: 3-(4,6-dimethoxypyrimidin-2-yl)-1-((N-methyl-N-

methylsulfonyl-amino)sulfonyl)urea

CLP Annex VI Index number:

Molecular formula:

CoH1sNs075,

Molecular weight range:

369.41 g/mol

-14 -
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Structural formula:

OMe
- 0]
H,C—SQ, Q /N N
/N—SOZ—NH—C—NH—<
H,C N—
OMe
1.2 Composition of the substance
Table 6: Constituents (non-confidential informatian)
|Constituent | Typical |Concentration range | |Remarks |
concentration
|Amidosu|furon | |>97O o/kg (purity) | No  range, since | |
minimal purity stated

Current Annex VI entry: no entry

Table 7: Impurities (non-confidential information)

|Impurity | Typical |Concentration range | |Remarks |
concentration

No relevant impuritiels | | | | | |

(according t
Commission Directive
2008/40/EC for
Inclusion ol
Amidosulfuron in
Annex | of Counci
Directive 91/414/EC)

All impurities are presented in the confidentaltpdrthe DAR (Draft assessment report) and
not included in the CLH report, but the documeritagged in [UCLID as such.
Current Annex VI entry: -

Table 8: Additives (non-confidential information)
|Additive | |Function | Typical Concentration |Remarks |
concentration range
|No additives | |- | | | |- | | |

Current Annex VI entry: -

1.2.1 Composition of test material

Physico-chemical propertiesee table 9 (purity of tested technical materighie range from
90.0% to 99.7%)

-15 -



Human health hazard assessmentity of tested technical material in the rangenf 94.0%
t0 99.7%
Environmental hazard assessmenirity of tested technical material in the rangef 96.5%
t0 99.7%

1.3 Physico-chemical properties

-16 -



CLH Report For Amidosulfuron
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Table 9: Summary of physico - chemical properties

Property
(Annex
point as
reference to
the DAR)

Method

Results

Conclusion/Comment

Reference (Study)

B.2.1.1
Melting point,

OECD 102 (Differential
scanning calorimetric

Technical product (purity: 99.3% w/w)
Melting point: 179 °C

Method OECD 102 is equivalent
to EEC/AL

freezing point | method) TGAI is used instead of purified

or solidification | GLP material however, the purity is >

point 98 % w/w and can be accepted.

(NA2.1.1)

B.2.1.2 OECD 103 Technical product (purity: 99.3% w/w) Method OECD 103 is equivalent

Boiling point | GLP The substance has no boiling point at atmospheeisspre and | ©© EEC/A2

(1A 2.1.2) the test item starts to decompose at 185 °C TGAI is used instead of purified
material however, the purity is >
98 % w/w and can be accepted.

B.2.1.3 OECD 113 (Differential | Technical product (purity: 99.3% w/w) TGAI is used instead of purified

Temperature of| thermal analysis) The exothermic reaction (=decomposition) stareshatt 185 °C. material however the purity is >

decomposition ¢ with a heating rate of 10 99 % w/w and can be accepted.

sublimation °C/min in aluminium

(1A 2.1.3) crucibles with a hole

GLP

Smeykal H. (2004€)
(Document C045781)

-17 -
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
B.2.14 OECD 109 Technical product (purity: 99.0% w/w) Acceptable Franke J. (2001b)
Relative (Air comparison D?,=1.51 at ambient temperature R = 24.5 °C Remark: (Document C018324)
density pycnometer) Method OECD 109 is equivalent
(1A 2.2) GLP to EEC/A3; according directive

94/37/EC relative density should

be determined with the purified

active substance. In this case, it|is

not expected that an increased

purity will influence this result

significantly
B.2.1.5 EEC/A4 (Effusion Purified product (purity: 99.7% w/w) Acceptable Grewer (1987a)
Vapour method: Vapour pressurgq 3 10° pa at 20°C (Document A40555)
pressure balance) 22 x 10° Pa at 25°C
(1A 2.3.1) 2.2 x 10* Pa at 50°C
B.2.1.6 Calculation K = 5.22 x 10 Pam3mol™ at pH 4 at 20 °C Bogdoll B.
Volatility, K = 1.56 x 1¢f Pam3mol* atpH 7 at20°C Lemke G. (2005a)
Henry's law - . (Document C048205))
constant K = 6.76 x 10’ Pam3mol atpH 9 at 20 °C
(1A 2.3.2) Parameter used for calculation:

water solubility: 9.2 mg/L at pH 4 at 20 °C
3.07g/L at pH 7 at 20 °C
7.10 g/L at pH 9 at 20 °C
vapour pressure: 1.3 xi®a at 20 °C

B.2.1.7 Visual examination Purified product (purity: 99.204w) Kocur J., Rexer K.
Appearance: Fine powder, partially agglomerated to smooth lumps (1989e)
physical state (Document A41822)
(1A 2.4.1)

-18 -
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
Visual examination Technical product (purity: 93.0% w/w) Kocur J. (1989d)
Fine powder, partially agglomerated to smooth lumps (Document A40686)
B.2.1.8 Visual examination Purified product (purity: 99.2% w/w) Kocur J., Rexer K.
Appearance: White (1989c¢)
colour (Document A41818)
(A 2.4.1)
Visual examination Technical product (purity: 9%.0v/w) Kocur J. (1989a)
White (Document A40679)
B.2.1.9 Organoleptic Purified product (purity: 99.2% w/w) Kocur J., Rexer K.
Appearance: examination Slightly acidulous (1989d)
odour (Document A41819)
(A 2.4.2)
Organoleptic Technical product (purity: 93.0% w/w) Kocur J. (1989c)
examination Slightly acidulous (Document A41148)
B.2.1.10 UV/VIS - Spectroscopy | Technical product (purity: 99.3% w/w) ¢ =11.2 mg/L| Acceptable Muehlberger B., Eyrich
Spectra of the | GLP . U. (2004a)
active Solvent Amax [ Emax [L (Mol 6] (Document C045777)
substance MeOH 201 31649
(1A 25.1) 241 14938
291 10
MeOH/HCI 201 33226
[90/10 (0.1 M) 241 13978
oY 291 20
MeOH/NaOH 241 22442
[90/10 (0.1 M) 291 12
\AY
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Property
(Annex
point as
reference to
the DAR)

Method

Results

Conclusion/Comment

Reference (Study)

E at or above 290 nm ard 0

FTIR - Spectroscopy
KBr disk, measured
between

400 — 4000 crm

Purified product (purity: 9

9.7%

wave number [cif]

assignment

3400
3233
3000-2800
1711
1616
1573
1358
1242
1163

835

v (O-H)

v (N-H)

v (C-H)

v (C=0)

polysubstituted pyrimidine ring
polysubstituted pyrimidine ring
v (S=0)

v (C-0-C)

v (S-0)

polysubstituted pyrimidine ring

Acceptable

The IR spectrum of
amidosulfuron is in agreement
with the chemical structure

Sarafin R., Zeisberger H.
(1989a)
(Document A40147)

Fourier—Transform
'H - NMR-Spectroscopy

Purified product (purity: 9

8.3% wiw)

Multiplicity Chemical shift [ppm]
Singlet 3.26

Singlet 3.53

Singlet 3.94

Singlet 5.78

Singlet 7.32

Singlet 13.13

Acceptable

Schumann C. (1989a)
(Document A39960)
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
MS - Spectroscopy Purified product (purity: 98.3% w/w) Sarafin R.,
: : : Winterscheidt G.
m/z intensity | assignment (1989a)
approx. (Document A39855)
Direct insert probe at 62| 290 8 [M - CH3SO, * Although the molecular ion at
ev . 261 100 [M — CH,SONCH;] * m/z 369 [M] was not observed,
lonisation: electron the MS spectrum of
impact (EI) amidosulfuron is in agreement
with the chemical structure
HzC - 0
218 54 —=N 0 Acceptable
- NH - §
w/ 0
HzC - O
154 78 HyC - 0
— N>
- NH*
\ n/
HzC - 0
139 30
HzC - 0
N
)+
\ w
H;C - O

-21 -
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
B.2.1.11 Not required, as the active
Spectra of substance contains no impuritieg
impurities of toxicological, ecotoxicological
(1A 2.5.2) or environmental concern
B.2.1.12 EEC/A6 Technical product (purity: 99.3% w/w) Acceptable Muehlberger B., Lemke
Solubility in Flask method at 20 °C Deviations from method EEC/AG: G- (2004c)
water GLP 9.2 mg/L in buffered solution (at pH 4) stirring time was abridged to 8, | (Pocument C045907)
(1A 2.6) 3.07 g/L in buffered solution (at pH 7) 16 and 24 hours and temperature
7.10 g/L in buffered solution (at pH 9) was reduced to 20 °C
OECD 105 Purified product (purity: 99.7% w/w) This study is only cited for Goerlitz G., Eyrich U.
Flask method at 20 °C information since the solubility ir] (1987as)
analog GLP” 9 mg/L in bidistilled water (pH 5.8) _bi_distilled water is determined ag (Document A35801)
3.3 mg/L at pH 3 it is use_d in the study for the _
13500 mgl/L at pH 10 determination of surf_ace tension
But the study report is only a
conclusion and therefore the
notifier has updated the study for
solubility in water.
B.2.1.13 OECD 105 Purified product (purity: 99.7% w/w) Acceptable Goerlitz G., Eyrich U.
Solubility in Flask method (1987a))
organic GLP solvent solubility at 20 °C [g/L] (Document A35798)
solvents Bogdoll B. (2005d)
(1A 2.7) n-hexane 0.001 (Document C046705)
acetone 8.1
toluene 0.256
dichloromethane 6.9
methanol 0.865
isopropanol 0.099
ethyl acetate 3.0
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
B.2.1.14 EEC/A8 Purified product (purity: 99.4% w/w) Acceptable * ~ Muehlberger
Partition Flask method B., Wiche A. (2004a)
coefficient GLP pH 40 70 90 (Document C044973)
n-octanol/water (23 °C) (22 °C) (23 °C)
(1A 2.8)
Log Py 1.07 -1.56 -2.21
Pow 11.7 0.027 0.006
B.2.1.15 EPAN 161-1 Purified product (purity: 98.3% w/w) Acceptable Schollmeier M.; Eyrich
'(]'Iﬁjrzog’si')s rate | GLP First order kinetics at all pH values tested. For details see B 8.4 Fate and EJDcScl;Sr?Qu A48869)
e DT50 (25 oc) =33.9d at DH 5 behaviour in water
DT5(25°C)>365datpH 7 and 9 Schollmeier M. (1993a)
Two major degradation products: (Document A51873)
2-amino-4,6-dimethoxypyrimidine and
4,6-dimethoxypyrimidine-2-yl-carbamoylamidosulfuecid
EPAN 161-1 Purified product (purity: 98.3% w/w) Acceptable Schollmeier M.; Britten
GLP DTso (25 °C) = 1.34 d at pH 3 For details see B 8.4 Fate and | |- (1992a)
behaviour in water (Document A47707)

DTso (25 °C) = 3.87 d at pH 4
DTs0(25 °C) = 30.56 d at pH 5
DTso (25 °C) = 237.10d at pH 6

Amidosulfuron degrades rapidly under abiotic andiac
conditions and is stable in near neutral aqueowdiane
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
B.2.1.16 EPAN 161-2 “C pyrimidine-2 labeled amidosulfuron (radiochemigatity > | Acceptable Gildemeister H.,
Direct analog GLP" 98% wi/w) For details see B 8.4 Fate and | Rockmann S. (1989a)
phototrans- Test conditions: behaviour in water (Document A40662)
formation Sterilized aqueous buffer solutions (pH 7) usingaon arc
(1A 2.9.2) lamp which closely simulates sunlight at a tempeeabdf 25 + 1

°C. Application rate 62.Qg/mL

52° N under outdoor conditions.

Almost no photodegradation in aqueous solutionsiscc

DTs0> 365 d (2370 £ 1194 d)

(Mass balance > 90 %)

Identification of breakdown products was not pogsdue to its

very low amounts
B.2.1.17 -- Almost no photodegradation in aqueous solutionsutation of | Acceptable Gildemeister H.,
Quantum yield the quantum yield and the theoretical lifetimetia top layer of | =5, qetails see B 8.4 Fate and | Rockmann S. (1989a)
(1A 2.9.3) aqueous systems and the real lifetime of the astistance is | yanaviour in water (Document A40662)

not possible
B.2.1.18 Calculation from the ratg pK, = 3.58 Acceptable Goerlitz G. (19920)
Dissociation constants of the abiotic (Document A48868)
constant (pKa) | hydrolysis
(NA 2.9.4)
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
B.2.1.19 Atkinson calculation An estimation of the photochemical-oxidative degtazh of Acceptable Rose (1993b)
Stability in gir, amidosulfuron in thel atmosphere has been condacteading | £ details see B 8.4 Fate and | (Pocument C002027)
photochemical to the method of Atkinson. behaviour in water
oxidative
degradation Overall OH-radical reaction rate constant:
(1A 2.10) Kon = 63 x 10" cn® moleculé' s*

tl2 = 0.25 days

((OH) = 510° molecule/cm?)
B.2.1.20 92/69/EEC/A10 Technical product (purity: 99.6% w/w) Acceptable Hoffmann H. (1998m)
Flammability | GLP The result of the preliminary screening test wéteragnition of | Technical amidosulfuron is not | (Pocument C001016)
(1A 2.11) the test substance the flame propagated only foegfectively | considered as “highly flammablg”

45 seconds and extinguished before reaching theoémtd under test condition

According EEC/A10 no further testing was required.
B.2.1.21 92/69/EEC/A16 Technical product (purity: 99.6% w/w) Acceptable Hoffmann H. (1998n)
Auto- GLP No self ignition up to 402°C Compound is not considered as| (Pocument C001017)
flammability auto-flammable under test Franke J. (2005)
(1A 2.11.2) condition (Document C046700)
B.2.1.22 Not applicable as the melting
Flash point point is > 40°C
(A 2.12)
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Property Method Results Conclusion/Comment Reference (Study)
(Annex
point as
reference to
the DAR)
B.2.1.23 92/69/EEC/A14 Technical product (purity: 99.6% w/w) Acceptable Hoffmann H. (19980)
Explosive GLP Thermal sensitivity testo explosion after 5 minutes (nozzle | Technical amidosulfuron does npfPocument C001018)
E’I:szerlt'ge)s diameter: 2.0 mm) present a danger of explosion
' Shock testno explosion occurred within 6 tests using a nudiss| Under test condition
10 kg from a height of 0.4 m
Friction test:no explosion occurred within 6 tests using a 360|N
loading
B.2.1.24 OECD 115 Technical product (purity: 99.0% w/w) Acceptable Franke J. (2001a)
Surface tension| GLP o = 66.2 mN/m at 20°C Method OECD 115 is equivalent (Document C018325)
(1A 2.14) c=8.1mal 0 . to EEC/A5
= 8.1 mg/L ( 90% of the water solubility of 9 rhy/
The compound is not surface
active
B.2.1.25 84/449/EEC/AL17 Technical product (purity: 93.0% w/w) Acceptable Klais O., Rexer K.
Oxidising Statement The notifier stated that technical amidosulfuros ha oxygen | Amidosulfuron is not considered| (1994ac)
E)I:szerltg)s compound which might have oxidising effects on castible | as an oxidant and does not have (Pocument A52702)

compounds

oxidising properties according
test EEC/A17

Yanalog GLPmeans that in the laboratory conducting the st@&lyP was implemented prior to 1990, but no cedtficwas available to this date, because no

GLP — authority inspections were conducted befazentan Chemical Act of 1990 came into force.

According to Directive 91/414/EEC, granulometryng required for active substances. Thus, no stedgidering this end-point has been provided. In
addition, no study on stability in organic solveatsl the identity of relevant degradation prodbeige been provided for the evaluation of Annexclugion
(Directive 91/414/EC) of the active substance amudforon. Shelf live studies of the formulation t@ining amidosulfuron have been submitted showhag t
the contents of the active ingredient and the seiephysical chemical properties remained stalfer, storage for 2 years at ambient temperatueergtevant
study is described in the DAR, Volume 3, Annex Br¥sical chemical properties, B.2.2.KQcur et at, 1996b; Helgers, 2005 summary is given below:
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B.2.2.17
Shelf life
(1A 2.7.3)

No significant
reduction of active

substance and no maj(
Test initial after 2 years at room changes of the tested
temperature physical properties
after 2 years of storage
AL 33/88-0 content a.i. 77.4 % (wiw) 77.6 % (wiw) ceptable
Visual estimation appearance beige coloured, beige coloured, Acceptable
free flowing free flowing
granule granule
CIPAC MT 75 pH 4.5 (1%) 4.5 (1%) Acceptable
4.6 (10%) 4.8 (10%) Acceptable
CIPAC MT 31.2 acidity 0.9% 1.1% Acceptable
calculated as sulfuric acid
CIPAC MT 168 suspensibility 87 % 88 % Acceptable
2.5 g suspended in 250
ml water of 342 mg/kg
hardness
CIPAC MT 167 wet sieving <0.1 % residue <0.1 % residue Acceptable
onal25 onal25
micron sieve micron sieve
<0.1 % residue on a 75 <0.1 % residue on a 75 | Acceptable
micron sieve micron sieve
CIPAC MT 53.3.1 wettability at once at once Accdpe
CIPAC MT 174 dispersibility 96 % 93 % Acceptable
c=10g/L
CIPAC MT 47.2 persistent <60 mL <60 mL Acceptable
0.1% in water of 500 foam after one minute after one minute
mg/kg hardness
35mL 40 mL Acceptable

after 12 minute

after 12 minute
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CIPAC MT 171
electronic dust-measuring
apparatus

dustiness

0.4

optical dust factor
(nearly dust-free)

0.4
optical dust factor
(nearly dust-free)

-28-
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2 MANUFACTURE AND USES

2.1 Manufacture

Not relevant for Classification and Labelling.

2.2 Identified uses

Amidosulfuron is used as herbicide in agricultune grassland.
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3 CLASSIFICATION FOR PHYSICO-CHEMICAL PROPERTIES

Amidosulfuron pure and technical active substasaefine white powder partially agglomerated to
smooth lumps with slightly acidulous odour.

The melting point is 179 °C for the technical sabst (99.3 % w/w). Decomposition starts at 185
°C. The relative density determined at 24.5 °C.5d 1The vapour pressure of the active substance
is low (1.3 x 10-5 Pa at 20 °C). The Henry’s comisteas calculated to be 1.56 x 10-6 Pa-m3-mol-1
at pH 7 and 20°C. The IR-, MS- and NMR-spectraimm@greement with the chemical structure.
Solubility values in water are 9.2 mg/L at pH 40Bg/L at pH 7 and 7.10 g/L at pH 9, all
measured at 20 °C. The test substance is modemtedadily soluble in acetone, dichloromethane
and ethyl acetate and slight solubility was obsgiiven-hexane, toluene and isopropanol. The log
Pow of 1.07 (at pH 4 and 23 °C), -1.56 (at pH 7 2BdC) and -2.21 determined at pH 9 and 23 °C
indicates that amidosulfuron has no potential foabcumulation. The pKa value is 3.58.

The active substance is not highly flammable, dlaimimable or explosive and has no oxidising
properties.

Based on the information/studies provided, no diaasion for physico-chemical properties is
required.

4 HUMAN HEALTH HAZARD ASSESSMENT
4.1  Toxicokinetics (absorption, metabolism, distribution and elimination)

4.1.1 Non-human information

Adsorption, distribution, metabolism, excretion

Absorption Based on the results of single oral administretito rats at dose levels of 10, 100 and
500 mg/kg bw/day, radiolabelled amidosulfuron is@bed to a great extent. The urinary excretion
(including cage wash) after 168 hours of adminigtrawas 82.4 — 91.4 % of administered dose
after gavage application; after oral administrattd®00 mg/kg bw/d to male rats via diet, the
amount of radioactivity found in urine was 79.6 A6.faecal excretion occurred at a measurable
rate for at least 168 hours after dosing (all statlies provided), a biliary excretion of the
compound can be suggested. As a result of an ADiMdy safter intravenous administration, faecal
excretion was shown to be in the range of faecaletton after oral administration indicating a
biliary excretion of the compound as well. Tdrgeral resorption after oral administration can
therefore be assumed to be greater than the aremardted via urine and 180 % of the
administered dose.

Pharmacokinetic parametdhe maximum whole blood level after oral admiragtn of the test
substance via gavage was reached after 0.3 — U8 [ify4y); this value was slightly different after
application of the test substance via diet (4.5 he initial rapid elimination phase observed i
blood (when most of the radioactivity was excretgw)wed half lives of 1.0 — 1.89 hours. The
longer terminal phaseyff 15.3 — 95.8 hours) accounted only for a smaltiporof the applied dose
to be eliminated. After application of the teststaince via diet, longer half lives of 3.16 and 230.
hours were derived, showing influence of the défgrdosing regimes (gavage; via diet). No sex
dependency could be observed with the excepti@mefterminal half live, that was rather short
(15.3 hours) and could be explained by radioagti@vels in blood to be < LOD after 168 hours.
Plasma results were very similar to the resultsiokt for the whole blood.
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Distributiort Following oral administration of the radiolabelleest substance, radioactivity found

in selected tissues and organs was rather lowr laftedose administration (10 mg/kg bw), mean
radioactivity residues ranged between <0.001 pgdy0a004 ng/g (tissues with detectable residues
were lung, heart, retroperitoneal fat, skeletal cfeyslood, ovary) and after high dose application
(500 mg/kg bw) between <0.01 pg/g and 0.59 pgfug(lheart, retroperitoneal fat, skeletal muscle,
blood, plasma, subcutaneous fat, spleen, livethavenous administration resulted in very low
tissue residues: radioactivity above the limit efettion was found in lung, blood and spleen only.
After 14 administrations of the test substancey#agoactivity found in tissues was higher onlain
low extent compared to one oral application. 8 d&ftex 14 daily oral administrations (depletion
phase), no radioactivity could be detected in @sues investigated except with low residues found
in subcutaneous fat (males and females: 0.00467Q@/g), blood (males and females: 0.043
Hg/g), plasma (0.007 pg/g; females only) and kidn@y013 pg/g; females only). The plateau level
(highest radioactive residues) in subcutaneouwdatreached after 4 oral administrations. Based on
the results of the repeated dose study and considine rate and extension of excretion and the
rather short half live for elimination of the testbstanceno potential of bioaccumulationcan be
assumed.

Excretion:After oral application of radioactive labelled almsulfuron (all dose levels tested), the
major route of excretion was via urine (80 — 90 Raaministered radioactivity); faeces contained 5
— 10 %. >84 % of the applied radioactivity was exed within 24 hours, showing a rapid
elimination via urine and faeces. As faecal exoreticcurred at a measurable rate for at least 168
hours after dosing and radioactivity was foundaedes after intravenous application of the test
substance as well, a biliary excretion of the conmgbcan be assumed. Repeated dosing did not
show any impact on the rate and extent of excretion

Metabolism: Metabolic investigation shows that unchanged gavess the main component in
excreta samples (61.9 — 87.1 % of administeredbaativity). As main metabolit O-desmethyl
amidosulfuron could be detected ranging from 8294 % of applied radioactivity. Hydroxylation
of the parent compound was identified to be a mpathway of metabolism: the corresponding
metabolite (ring hydroxylated amidosulfuron) waard in excreta (urine only) to be less than 1 %
of administered radioactivity. Furthermore, in ometabolism study the sulphate conjugate of
hydroxylated amidosulfuron has been detected.

Proposed metabolic pathway of amidosulfuron in mamsm

31



CLH Report For Amidosulfuron

o OCH;
J\ N
CH;SO,—N-SO,-NH NH—</ A
ICH3 N-=
amidosulfuron OCH;
hydroxylatio O-demethylation
0 OCHs o OH
L A SN
CHssoz—ll\l-Soz-NH NH{/ OH CH3SO,—N-SO,-NH NH—</ A
CHs N= ry N=
OCHs OCH,
AE F101630
sulfation
o OCHs
J\ N
CH;SO,—N-SO,-NH NH—</ A OSOH
ICH3 N-=
OCH;

Dermal absorptionNo study has been provided from the notifier widspect to the dermal
absorption rate. According to “Guidance Documenbenmal Absorption, Sanco/222/2000 rev. 6”,
the dermal absorption rate can be derived basgehgsical and chemical properties (log\lPas
well as MG) in the absence of studies performeth@épenetration rate. The relevant physical and
chemical properties of amidosulfuron are presehtdadw:

Table 10: Physico - chemical endpoints relevant fatermal absorption

Physical/chemical Value Conclusion with respect to dermal
endpoint absorption
Partition coefficient log Pow = 1.07 at pH 4/23 °C Log Pow between -1 and 4/
n-octanol/water log Pow =-1.56 at pH 7/22 °C <1
Molecular mass 369.41 MG < 500

Based on these physical/chemical properties of asnifLiron, a dermal absorption of 100 % would
be applicable; however the results of the ADME ®Esighrovided show an enteral absorption rate of
80 % and can be used for refinement of the dertvsdrption rate. It can assumed, that the dermal
absorption will not exceed the enteral absorptigesed on these assumptions, a dermal absorption
rate of 80 % (default value) would be appropriate.
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4.1.2 Human information

No data available.

4.1.3 Summary and discussion on toxicokinetics

Absorption, distribution, excretion and metabolism(toxicokinetics)

Rate and extent of oral absorption

Rapid and dlecmspleteenteral absorption: >90%
(based on urinary and assumed biliary excretiohiwit
24 hours)

Distribution

Widely distributed; low radioactivity residues
Mainly in lung, heart, fat, skeletal muscle, blopthsma,
spleen, liver

Potential for accumulation

No potential for acclation

Rate and extent of excretion

Rajicd mainly via urine (79.6 — 91.4 %)

Metabolism in animals

Poorly metabolised (> 60 % excreted as parent)
Major metabolic pathway: O-demethylation of
amidosulfuron; minor pathway: hydroxylation of patre
and sulphate conjugation

After oral administration, the maximum blood corttation was reached 0.3-1.0 h after gavage and
4.5h after dietary administration. There is no pt& for bioaccumulation. The excretion occurred
mainly via urine (80-90% within 24h), but also véeces (5-10% within 24h) with biliary excretion
shown after intravenous administration. The entesdrption was therefore assumed to be greater

than the amount excreted via urine (>90%).

The metabolism was not extensive; the unchangeshpamas the main component in excreta
samples (up to 87%). The major metabolic pathway @alesmethylation and minor pathways
were hydroxylation and sulphate conjugation.

It can assumed, that the dermal absorption willexaeed the enteral absorption. Based on these
assumptions, a dermal absorption rate of 80 % (itefalue) would be appropriate.

33



CLH Report For Amidosulfuron

4.2  Acute toxicity

Table 11: Summary table of relevant acute toxicitystudies

|Method | |Resu|ts | |Remarks | |Reference |
Acute oral toxicity (according |<§/$ LDso> 5000 mg/kg bV\I Wistar rat, Diehl & Leist,
to US EPA Pesticide ) 1987(a)
Assessment Guidelings, Purity 97.7%

Subdivision F, § 81-1 and |in
compliance with GLP)

Acute oral toxicity (OECD |<§/$ LDsp> 5000 mg/kg bV\I NMRI mouse Diehl & Leist,
401) 1989a)

Purity 97.1%
Acute dermal toxicit |3/§2 LDso> 5000 mg/kg bV\I Wistar rat Diehl & Leist,
(according to US EPA _ 1987b)
Pesticide Assessmgnt Purity 97.7%

Guidelines, Subdivision F, |§
81-2 and in compliance with

GLP)
Acute inhalative  toxicit 812 LCsp > 1.8 mg/l ai SPF Wistar rat, 4 Hofmann &
(OECD 403) (technically highegt hours nose only ||Jung, 1988
administrable dose) dust inhalation

Purity 97.1%
Acute intraperitoneal toxicify ||3/Q 1000 <LQy < 2000 Wistar rat Diehl & Leist,
(according to US EPA [|mg/kg bw ) 1987(e)
Pesticide Assessmént Purity 95.7%

Guidelines, Subdivision F, |§
81-1 and in compliance with
GLP)

4.2.1 Non-human information

4.2.1.1Acute toxicity: oral
Rat:

No mortality occurred after administration of 500@/kg bw. Squatting position, high-legged gait,
contracted flanks, reduced spontaneous activitlgepaction and irregular breathing were observed
in males and females. These signs persisted e t#tday after treatment in males and up to the
8" day after treatment in females. There was compégtevery in all rats by day 9. No treatment
related effects on body weight gain were obserMatroscopic examination showed kidneys with
dark patches in one animal (male). All other angwedre free of macroscopically visible changes.

The LDsq is higher than 5000 mg/kg bw male and female rats.

Mouse:
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One male animal (out of five) each died after adstiation of 4000 mg/kg bw and 5000 mg/kg bw,
resp. Three female animals out of five were fouedddafter gavage of 5000 mg/kg bw (one female
died on the 8 day after treatment, possibly as a result of anti@ic or infectious swelling of the

right front limp). Squatting position, high-legggdit, contracted flanks, reduced spontaneous
activity, uncoordinated gait, ataxic gait, jerkyathing, increased respiratory rate, irregular
breathing, abnormal respiratory sounds, blood etusiye margins, narrowed palpebral fissures,
lacrimation, trembling and poor general conditioerevobserved in males and females. These signs
persisted up to thé"&ay after treatment. No treatment related effentbody weight gain were
observed. Macroscopic examination of all animadsitkilled during or at the end of the study
showed no visible changes.

The LDsq is higher than 5000 mg/kg bw in male rats. Fordks, the LIy could be calculated to
be in the range of 5000 mg/kg btkie death of one female (highest dose group)nwasonsidered
to be treatment related and therefore not takenaahsideration for the estimation of thedgD
value.

4.2.1.2Acute toxicity: inhalation

No mortality occurred under the condition of thedst. Irregular breathing, high-legged and
uncoordinated gait, piloerection, narrowed palpklsaures and nasal discharge were observed for
males and females. These signs persisted up t'tti@y after treatment. No treatment related
effects on body weight gain were observed in bloghmales and the females. Macroscopic
examination showed no macroscopically visible cleang

The acute inhalative L{gis higher than 1.8 mg/l ain male and female rats (4 hours exposure to
dust via nose-only inhalation). At 1.8 mg/l airmortality occurred. 1.8 mg/l air was reported to be
the technically highest administrable dose.

4.2.1.3Acute toxicity: dermal

No mortality occurred after administration of 500Q/kg bw to 5 rats/sex. Squatting position,
contracted flanks, reduced spontaneous activityimedular breathing were observed in males and
females. These signs persisted up to thd#y after treatment. No treatment related effentbody
weight gain were observed in the males. The bodghweains of the females were impaired
during the first week of the study. Macroscopicrakation showed kidneys with dark patches in
three animals of each sex. All other animals wege 6f macroscopically visible changes.

The LDy is higher than 5000 mg/kg bw male and female rats.

4.2.1.4Acute toxicity: intraperitoneal

No mortality occurred after administration of 100Q/kg bw in 5 rats/sex. After application of

2000 mg/kg bw, all animals tested died on the dagdministration. Reduced spontaneous activity,
contracted flancs, uncoordinated gait, squattirgjtjpm, high legged gait, ataxic gait, prone or
lateral position, tonoclonic spasms, drowsinessraagétive. placing reflex were observed. From
the first day after treatment onwards, these dirstgns were reversible in the survivors. No
treatment related effects on body weight gain velaserved. Macroscopic examination of all
animals found dead showed liver and kidneys lighgdlour as well as abdominal cavity filled with
test substance and solvent. Some of the animédsl kit termination (2/5 of the 1000 mg/kg bw
group and 4/5 of the 2000 mg/kg bw group) exhibadtdesions of liver lobes, and white deposit on
liver and spleen.

35



CLH Report For Amidosulfuron

The LDy after interperitoneal administratiovas shown to be between 1000 and 2000 mg/kg bw
for males and femals.

4.2.2 Human information

No information available from case reports, epid#agical studies, medical surveillance, reporting
schemes and national poisons centres.

4.2.3 Summary and discussion of acute toxicity

Amidosulfuron has low oral acute toxicity in ratsdamouse, and low dermal and inhalative toxicity
in rats (oral LR, > 5000 mg/kg bw, dermal Ld9 > 5000 mg/kg bw, L& > 1.8 mg/L air
(technically highest administrable dose)).Afterraperitoneal administration in rats gPwas
between 1000 and 2000 mg/kg bw/d.

4.2.4 Comparison with criteria
All estimated LBy and LGy values are above the criteria for triggering dfasgion and labelling
(both DSD and CLP).

4.2.5 Conclusions on classification and labelling

No classification and labelling is proposed for dasiulfuron regarding acute toxicity.

4.3  Specific target organ toxicity — single exposure (80T SE)

No specific non lethal,_target organ toxicipfter single exposure was observed in acute tyxici
studies. The observed effects in acute toxicitylissi covered mostly clinical signs like squatting
position, high-legged gait, contracted flanks, @l spontaneous activity, piloerection and
irregular breathing. In addition, no human data arailable that would support classification for
this endpoint. No classification as STOT-SE untler@LP Regulation is proposed.

4.3.1 Summary and discussion of Specific target organ tacity — single exposure

No specific target organ toxicity after single egpee was observed in acute toxicity studies. No
acute neurotoxicity studies are provided.

4.3.2 Comparison with criteria

No effects observed in acute toxicity studies wawigger criteria for classification and labelling
STOT SE.

4.3.3 Conclusions on classification and labelling

No classification and labelling is proposed for dosulfuron regarding specific target organ
toxicity after single exposure.
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4.4 [rritation

4.4.1 Skin irritation

Table 12: Summary table of relevant skin irritation studies

|Method | |Results | |Remarks | |Reference |
Skin irritation (according to US |Not irritating | Rabbit, Diehl & Leist,
EPA Pesticide Assessm¢nt Purity: 97.1% 1987(b)

Guidelines, Subdivision F, [§
81-5 and in compliance with
GLP)

4.4.1.1Non-human information

No sign of irritation (oedema, erythema) could beed at any time of examination; no signs of
systemic toxicity were observed. Amidosulfuron skdva primary irritation score of 0.00 after
application to intact rabbit skin.

According to the results of the study, amidosulfui®not irritantto the intact shaved rabbit skin.

4.4.1.2Human information

No information available from case reports, epidgagical studies, medical surveillance, reporting
schemes and national poisons centres.

4.4.1.3Summary and discussion of skin irritation

According to the results of the rabbit skin irridgt study, amidosulfuron is not irritatd the intact
shaved rabbit skin.

4.4.1.4Comparison with criteria

Estimated skin irritation scores (0.00) are beldwe triteria for triggering classification and
labelling (according to both DSD and CLP).

4.4.1.5Conclusions on classification and labelling

No classification and labelling is proposed for dosulfuron regarding skin irritation.

37



CLH Report For Amidosulfuron

4.4.2 Eye irritation

Table 13: Summary table of relevant eye irritationstudies

|Method | |Results | |Remarks | |Reference |
Eye irritation (according to US |Not irritating | Rabbit Diehl & Leist,
EPA Pesticide Assessmént Purity: 97.7% 1987(c)

Guidelines, Subdivision F, |§
81-4 and in compliance with
GLP)

4.4.2.1Non-human information

In theeyes washed out after 1 minateexposure, only one animal out of three showadkedly
injected conjunctival blood vessels (one hour ajgplication only).

In theeyes washed after 24 howsinstillation, the following lesions could be sdyved: During

the first 72 hours observation period, animals sfwalight chemosis; redness of conjunctivae has
been observed during 48 hours (marked injectich®fessels to diffuse crimson colouring,
whereby individual vessels were not easy to digcdime iris of one animal showed 24 hours after
treatment redness, but reaction to light wasstiisible. The signs of irritation were accompanied
by slight discharge with moistening of the lids dairs adjected to the lids. No effects on cornea
could be observed.

7 days after application of the test substancesigiis of irritation did recede.

Mean scores (24 — 72 hours) in the 6 animals wgr¢ddnjunctival chemosis), 0.5 (conjunctival
redness), 0.06 (inflammation of iris) and 0.0 (@andegree of opacity). With respect to EEC
classification criteria outlined in Directive 93/EEC, the individual findings are summarised in
the following table (eyes washed 24 hours aftetiliagon):

Table 14: Summary of eye irritation scores

Time after application
24 hours 48 hours 72 hours
Animal No. 123456 1234 56 123456 Meanscore*

Conjunctivae

chemosis 010111 000111 000111 0.6

redness 010211 010111 000O0O0O 0.5
Inflammation of iris 000100 0000 0000O0O 0.06
Cornea

degree of opacity 000000 000000 000000 0.0

* Mean score of all animals and all observationetin24, 48 and 72 hours)

According to the results of the study, amidosulfui® slight irritantto the rabbit eye; according to
classification criteria, classification and labagjiis not warranted.

4.4.2.2Human information

No information available from case reports, epid#agical studies, medical surveillance, reporting
schemes and national poisons centres.
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4.4.2.3Summary and discussion of eye irritation

According to the results of the eye irritation studmidosulfuron is slight irritarto the rabbit eye;
according to classification criteria, classificatiand labelling is not warranted.

4.4.2.4Comparison with criteria

Estimated eye irritation scores (24 — 72 hours; @@njunctival chemosis), 0.5 (conjunctival
redness), 0.06 (inflammation of iris) and 0.0 (@andegree of opacity)) are below the criteria for
triggering classification and labelling (accordilmgooth DSD and CLP).

4.4.2.5Conclusions on classification and labelling

No classification and labelling is proposed for dosulfuron regarding eye irritation.

4.4.3 Respiratory tract irritation

Table 15: Summary table of relevant respiratory tact irritation studies

|Method | |Results | |Remarks | |Reference

Acute inhalation toxicity study [[No irritation of respiratory SPF Wistar rat, 4 ||Hofmann &
(OECD 403) tract hours nose only |[Jung, 1988
dust inhalation

Purity 97.1%

Subchronic inhalation toxicify ||NO irritation of respiratory |[SPF Wistar rat Hofmann &
(OECD 412) tract . Bube, 1992
Purity
95.5%

4.4.3.1Non-human information
Acute inhalation toxicity study (rat)

No mortality occurred under the condition of theitacinhalation toxicity study up to 1.8 mg/l air
(technically highest administrable dose). Only ickh signs like irregular breathing, high-legged
and uncoordinated gait, piloerection, narrowed @adal fissures and nasal discharge were observed
for males and females. No treatment related effectsody weight gain were observed in both the
males and the females. Macroscopic examination sdiave macroscopically visible changes. No
signs of irritation on respiratory tract were olveet.

Subchronic inhalation toxicity study (rat) (Hofmann & Bube, 1992)

Material and Methods:

Groups of 15 male and 15 female rats were exposeel only to a dust aerosol of amidosulfuron
(95.5% purity) at concentrations of 0, 0.04, 0.2 @ng/L air for 6 hours/day on 5 days/week for a
total of 21 exposures within 29 days. Ten malesfantiles were killed at the end of the final
exposure and necropsied whilst the remaining asinvate killed and necropsied after a 29-day
treatment free recovery period. The 0.04 mg/L dpsep consisted of 10 animals only and
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recovery was not investigated in this dose grougha start of the preliminary study phase rats
were approximately 5 to 6 weeks old and weighedtd3I68 g (males) and 162 to 174 g (females).
Animals were acclimatised for ca. 5 days underdestlitions.

All animals were observed at least daily for gehkealth and clinical symptoms. Food
consumption and body weights were recorded twiceklyeand water consumption once per week.
Ophthalmoscopic examinations were conducted poitiné start of and towards the end of
treatment. Blood samples were collected at theoétige treatment and recovery periods for
clinical chemistry and haematology. Urinalysis waaducted towards the end of treatment. All
animals were killed and necropsied, major organeweighed and all macroscopic and
microscopic abnormalities recorded.

Test substance formulations were chemically andljsehomogeneity and accuracy of the
preparation.

Findings:

The actual analytical concentrations of the forriafes were 0.041, 0.18 and 0.96 mg/L air for the
0.04, 0.2 and 1 mg/l air groups, respectively.iBlartistribution analysis showed the mean
percentage of particles of <uBn was 56.7 - 67.9%, indicating a moderately higipirable

fraction.

There was no mortality and no treatment relateshgbs in animal behaviour or general condition.
Irregular respiration and blood coloured encrusteses were observed in all dose groups and
control animals, without any dose response. Aniragfsosed to amidosulfuron showed narrowed
palpebral fissures but this was considered to menaspecific reaction, since this symptom was
observed in control animals as well. Body weighhgad food and water consumption remained
unaffected by treatment.

No dose-dependant effects in haematology, clirabamistry, urine analysis and ophthalmoscopic
examination and organ weight analysis were obseri/ed histopathological examination revealed
accumulations of macrophages in the lungs of sammaas in all dose groups, without any dose-
response (please see table below). No signs ttiom on respiratory tract were observed.

Table 16: Incidences of thenacrophages in the lungs
Incidences of foci of macrophages

D Animals sacrificed after final Animals sacrificed after recovery
ose groups .
exposure period of 29 days

males females males females
Control 0(10) 0(10) 0(5) 0(5)
0.04 mg/l 0(10) 1(10) Not investigated Not inveatey
0.2 mgl/l 2(10) 0(10) 1(5) 0(5)
1 mg/l 1(10) 3(10) 0(5) 1(5)

Conclusion:
The NOAEC for systemic effects was 1.0 mg/L airnugglent to a NOAEL of 270 mg/kg bw/day
calculated from an estimated expiry volume of 4&gLidw/h for 6 hour exposure).
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4.4.3.2Human information
No information available from case reports, epidgagical studies, medical surveillance, reporting
schemes and national poisons centres.

4.4.3.3Summary and discussion of respiratory tract irritation
No respiratory tract irritation was observed, neitin acute inhalation toxicity study in rats nor i
subchronic inhalation toxicity study with 21 applions within 29 days.

4.4.3.4Comparison with criteria
No irritating effects on respiratory tract were eb&d neither in acute nor in subchronic inhalation
studies with amidosulfuron (according to both DSid £LP).

4.4.3.5Conclusions on classification and labelling

No classification and labelling is proposed for dosulfuron regarding respiratory tract irritation.

4.5  Corrosivity

Amidosulfuron did not show any corrosive properiiesabbit skin and eye irritation studies (see
4.4.1 and 4.4.2).

4.6 Sensitisation

4.6.1 Skin sensitisation

Table 17: Summary table of relevant skin sensitigeon studies

|Method | |Resu|ts | |Remarks | |Reference |
Skin_ o sensitizatiqr,

Assessment Guidelings, |N0t a skin sensitiser | Purity: 95.7% 1987(d)
Subdivision F, § 81-6, OECD

guideline 406)

Skin sensitizatiop

Maximisation test (according

to US EPA OPPTS 870.26p0 - — Guinea pig
Guideline, OECD guidelirle Not a skin sensitiser Purity: 99.0% Pelcot 2003
406 (1992) and in compliange

with GLP)

4.6.1.1Non-human information

1. study (Diehl & Leist, 1987(d))

In the preliminary tesino signs of irritation were observed after apgilmn of the test
concentrations (50, 10 and 2 %). As treatment efthimals with Freund’s Adjuvant can lower the
threshold for irritation, 5 additional animals whibad been treated with Freund’s Adjuvant were

41



CLH Report For Amidosulfuron

treated with a 50 % solution of amidosulfuron. 48 &2 hours after application, one animal
showed slight erythema. For this reason, the 10fld@sulfuron solution was selected for the
challenge treatment.

For the tolerance of intradermic administratiopedations with 5, 1 and 0.2 % amidosulfuron
caused slight redness and swelling; a 1 % preparatas therefore selected for the intradermic
induction in the main test.

In the_main testo clinical signs of intoxication could be obssay The intradermic injections with
Freund's Adjuvant caused moderately severe to s@rgthema, very slight to slight oedema and
formation of necrosis.

24 and 48 hours after removal of the occlusive bgadchallenge phase), none of the animals
showed any signs of irritation on the treated skems.

Table 18: Summary of results of sensitisation stuyd

Control and escort Treated
Time after intradermal induction (hour) 24 | 48 | 72 | 96 | 120 | 24 | 48 | 72 | 96 | 120
o Erythema 3 3 2 2 2 3 3 2 2 2
Site 1 50% FA Oedema 1 |2 [ 2 [ 2 2 1| 1] 2| 2| 2
Site 2 Paraffin or 1% Erythema 1 1 1 1 1 2 1 1 1 1
amidosulfuron in paraffin | Oedema 1 1 1 1 1 1 1 1 1 1
Site 3 50% FA or 1% Erythema 2 2 2 2 2 2 3 2 2 2
amidosulfuron in 50% FA | Oedema 1 2 2 2 2 1 2 2 2 2
Presence of necrosis (P) - - - - - - - - R H

According to the results of the study, amidosulfuie non-sensitizingo guinea pig skin after
dermal application.

2. study (Pelcot 2003)

In the preliminary testrritation was observed after injection of alhcentrations tested (0.01,

0.05, 0.1, 0.5 and 1 % amidosulfuron in corn ofl)ahd 48 hours after application. It was stated in
the report, that 1 % was the maximum concentrahahcould pass through a needle and into the
dermis. Topical administration of amidosulfuron sled discrete erythema at a concentration of 50
% and no visible changes at a concentration of 2B&ed on the results of the preliminary study,
1 % was chosen for intradermic administration, 5#&he dermal induction phase and 25 % for
the challenge phase.

In the_main testa discrete erythema (grade 1) was observed hhcditrol animalsafter 24 hours
that persisted in 1/10 animals up to 48 hours dsasalryness of the skin noted in 3/10 animals at
the 48 hours reading (2/10 on the left flank reicg\the vehicle only and 1/10 on the treated flank)
For thetreated animalsdiscrete erythema (grade 1) was noted in 3/2@alsiat the 24 hours
reading, that persisted in 1/20 animals up to 48$after challenge. In 8/20 animals (3/20 on the
left flank receiving vehicle only and 6/20 on theated flank) dryness of skin was observed.

As 3/20 animals (15 %ghowed skin reactions (discrete erythema, gradmd)the incidence and
severity of these reactions compared to contrainats as well as to the left flank of the treated
animals receiving vehicle only (with respect tordrgs of skin) are similar, the skin reactions were
attributed to the irritant properties of the tesim (vehicle: acetone). Therefore, according to the
results of the study, amidosulfuron_ is non-sensiiso guinea pig skin.
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4.6.1.2Human information

No information available from case reports, epidgagical studies, medical surveillance, reporting
schemes and national poisons centres.

4.6.1.3Summary and discussion of skin sensitisation

According to the results of two skin sensitisatsbndies in guinea pig (Maximisation tests),
amidosulfuron is not sensitisirnig guinea pig skin; according to classificatioitesta, classification
and labelling is not warranted.

4.6.1.4Comparison with criteria

Effects observed in two skin sensitisation studieguinea pig are below the criteria for triggering
classification and labelling (according to both D&l CLP).

4.6.1.5Conclusions on classification and labelling

No classification and labelling is proposed for dosiulfuron regarding skin sensitisation.

4.6.2 Respiratory sensitisation

No data on respiratory sensitisation available.
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4.7 Repeated dose toxicity

Table 19: Summary table of relevant repeated dodexicity studies
|Method | |NOAEL | |Remarks |Reference |
Subchronic oral toxicity — doge [[2000 ppm (215 mg/kg bwfd ||Wistar rat Diehl & Leist,
range finding 28-day feedinpg for males and 199 mg/kg Purity: 97.1% 1988(c)
study bw/d in females)
(OECD 407)
Subchronic oral toxicity 13 > 10000 ppm (> 792 mg/kg ||Wistar rat Schollmeier &
week-feeding study bw/d in males and 870 mg/kg |(purity: 98.2% Leist, 1989(a)
(OECD 408) bw/d in females); no effeqts

observed
Subchronic oral toxicity — doge ||> 8000 ppm (>1772 mg/kg ||NMRI mouse Diehl & Leist,
range finding —%8-day feeding ||bw/d); no effects observed Purity: 97.1% 1988(d)
study
(OECD 407)
Subchronic oral toxicity 13- > 8000 ppm (>1297.3 mg/kg ||NMRI mouse Schollmeier &
week feeding studly bw/d in males and 1384.8 |(pyrity: 98.2% Leist, 1989(b)
(OECD 408) mg/kg bw/d in females); rno

effects observed.
Testing for toxicity by repeatdzd 400 ppm (25.6 mg/kg bw for ||Beagle dog |Brunk, 1988 |
oral administration to Beagdle ||males and 23.7 mg/kg bw for |(pyrity: 97.1%
dogs for 1 month (Range females)
finding-Test)
(US-EPA Guidelines
Subdivision F, § 82-1 and [in
compliance with GLP)
Testing for toxicity by repeatdzd 2000 ppm (175.4 mg/kg bw |[Beagle dog |Brunk, 1989 |
oral administration to Beagle ||for males and 144.1 mg/kg ||purity: 94%
dogs B@-monthfeeding study) bw for males)
(OECD 409)
52-weekoral toxicity (feedingb 2000 ppm (72.3 mg/kg bw fpr ||Beagle dog Allen et al.
study in the dog males and 66.4 mg/kg bw for |(pyrity: 98.7% 1993
(OECD 452) females)
Subchronic inhalation toxicify |[|[NOAEC >1 mg/l (>270 Wistar rat Hofmann &
(21 applications within 29  Img/kg bw for both males and |(pyrity: 95.5% Bube, 1992
days),nose only females
(OECD 412)
Cumulative dermal toxicity >1000 mg/kg bw/d for both ||Wistar rat Schollmeier §
treatments in 8 days males and males Purity: 98.2% Leist.,1989(c)
(OECD 410)
Subchronic dermal toxicity2(l >1000 mg/kg bw/d for both ||Wistar rat Schollmeier &
treatments in 30 days males and males Purity: 98.2% Leist, 1990
(OECD 410)
4.7.1 Non-human information
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4.7.1.1Repeated dose toxicity: oral

Rat:
28 days feeding study

In the 28 day dietary study in the rite NOAEL is proposed to be set at 2000 ppm ilesnand
females (215 mg/kg bw in males and 199 mg/kg bw/igmales) based on the statistically
significantly increased relative liver weight amgrieased ALT in males at 10000 ppm (1068 mg/kg
bw/d) and statistically significant decrease imrbbin and increase in uric acid in females at TD00
ppm (1028 mg/kg bw/d).

13 week feeding study

Based on the results of the study provided, notanbse related effect could be observed at any
dose level; therefore, the NOAEL was set at >1000® (equivalent to 792 mg/kg bw for males
and 870 mg/kg bw for females).

Mouse:
28 days feeding study

Based on the results of the 28 days dietary studyne, no treatment related effects could be
detected in any dose groups tested; the NOAELgkdrithan the highest dose administered (8000
ppm equivalent to 1772 mg/kg bw for males and 1882g bw for females).

13 week feeding study

Based on the results of the 90 days dietary stadyice, no adverse treatment related effects could
be detected in any dose groups tested; the NOAHIligiser than the highest dose administered
(8000 ppm equivalent to 1297.3 mg/kg bw/d for maled 1384.8 mg/kg bw/d for females).

Dog:
1 month feeding study

Based on the treatment related findings with reisgec macroscopic (spleen: white pulp;

discolouration of kidneys) and histological exantimas (follicular hyperplasia of thyroid and

spleen) in animals of the mid dose group teste®@@28pm), the NOAEL can be set at 400 ppm
(equivalent to 25.6 mg/kg bw/d for males and 23g/km bw/d for females).

3 months feeding study

Based on the results of the study provided, ndrreat related effects could be detected in any
dose groups tested; the NOAEL is higher than tgadst dose administered (2000 ppm equivalent
to 175.4 mg/kg bw for males and 144.1 mg/kg bwnates).

1 year feeding study
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Based on the treatment related findings with resfmeclinical parameter and urinalysis in animals
of the highest dose group tested (8000 ppm), th&BIOcan be set at 2000 ppm (equivalent to
72.3 mg/kg bw for males and 66.4 mg/kg bw for fezagal

4.7.1.2Repeated dose toxicity: inhalation

Rat:
Subchronic inhalation toxicity (21 applications kit 29 days)

The actual analytical concentrations were 0.0418 @nd 0.96 mg/L air for the 0.04, 0.2 and 1 mg/I
air groups, respectively. Particle distribution lgaes showed the mean percentage of particles of <
3 um was 56.7 - 67.9%, indicating a moderately higipir@able fraction.

There was no mortality and no treatment relateshgbg in animal behaviour or general condition.
Irregular respiration and blood coloured encrusteses were observed in all dose groups and
control animals, without any dose response. Aniragfgosed to amidosulfuron showed narrowed
palpebral fissures but this was considered to menaspecific reaction, since this symptom was
observed in control animals as well. Body weightgad food and water consumption remained
unaffected by treatment. No dose-dependant effied¢taematology, clinical chemistry, urine
analysis and ophthalmoscopic examination and ongaght analysis were observed. The
histopathological examination revealed accumulatiminmmacrophages in the lungs of some animals
in all dose groups, without any dose-response ¢plsae 4.4.3.1). No signs of irritation on
respiratory tract were observed.

The NOAEC for systemic effects was 1.0 mg/L airnugglent to a NOAEL of 270 mg/kg bw/day
calculated from an estimated expiry volume of 4&gLidw/h for 6 hour exposure). 1.0 mg/l is above
the cut-off value for subchronic inhalative toxycdf 0.75 mg/l according to DSD and 0.6 mg/I
according to CLP.

4.7.1.3Repeated dose toxicity: dermal
Rat:

Cumulative dermal toxicityq treatments in 8 days

Based on the results of the study provided, ndrtreat related effects could be detected in the dose
group tested; the statistically significant inceeadf absolute liver weight (females) could be
regarded as adaptive effect and therefore not esrsel The NOAEL is higher than the highest
dose administered (1000 mg/kg bw for both malesmalgs).

Subchronic dermal toxicity2(L treatments in 30 days

Based on the results of the study provided, ndrtreat related effects could be detected in the dose
groups tested; the statistically significant changesome parameter of clinical chemistry cannot
regarded as substance related or are adaptivasefidee NOAEL is higher than the highest dose
administered (1000 mg/kg bw for both males and s)ale

4.7.1.4Repeated dose toxicity: other routes

No data.
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4.7.1.5Human information

No information available from case reports, epidgagical studies, medical surveillance, reporting
schemes and national poisons centres.

4.7.1.60ther relevant information

No other information available.

4.7.1.7Summary and discussion of repeated dose toxicity

Oral studies

In 3 out of 4 oral repeated dose toxicity studresoidents (rat, mouse) conducted for 28 and 90
days, no treatment related effects were obsentad NOAEL of the 90 days study in rat, 28 days
study in mouse and 90 days study in mouse werg®@®e the highest dose tested (90 days rat: (>
792 mg/kg bw/d in males and 870 mg/kg bw/d in feseal8 days mouse: > 1772 mg/kg bw/d; 90
days mouse: >1297.3 mg/kg bw/d in males and 1384/8g bw/d in females).

In the fourth study (28 days rat study), the NOAE&s set at 2000 ppm (215 mg/kg bw/d in males
and 199 mg/kg bw/d in females) based on the statilt significantly increased relative liver
weight and increased ALT in males at 10000 ppm 8106§/kg bw/d) and statistically significant
decrease in bilirubin and increase in uric acittmales at 10000 ppm (1028 mg/kg bw/d).
Although the NOAEL of this study is below the STE&E cut-off level for 28 days study of 300
mg/kg bw/d according to CLP (but not below the afitvalue of 150 mg/kg bw/d according to
DSD), it should be considered that a) the LOAERbsve 1000 mg/kg bw/d and the huge dose
spacing masks the real effect dose, b) no effeets wbserved in 90 days studies in rat and mouse
far above the cut-off value of 100 mg/kg bw/d (adoag to CLP) for 90 days studies. Additionally,
no adverse effects which nature could be relevantl&ssification and labelling of amidosulfuron
with STOT RE (according to CLP and DSD) were obsdmn any study conducted with this active
substance.

From the 3 repeated dose toxicity studies with d@égronths study, 3 months study and 1 year
study), only in the 28 days study some effects (osuopic (spleen: white pulp; discolouration of
kidneys) and histological (follicular hyperplasigtyroid and spleen)) were observed at dose level
of 2000 ppm, which corresponds to 129 mg/kg bw/dhales and 121.2 mg/kg bw/d in females.
The NOAEL was set at 400 ppm (equivalent to 25.8kmgw/d for males and 23.7 mg/kg bw/d for
females). In longer lasting studies (3 months agddr study) no such effects were observed at
comparable dose. For 3 months study the NOAEL wts 475.4 mg/kg bw for males and >144.1
mg/kg bw for males (no effects observed). For ozar wtudy, the NOAEL was set at 72.3 mg/kg
bw/d in males and 66.4 mg/kg bw/d in females, basedhanges in potassium and magnesium
level and urine gravity at 8000 ppm (261.4 mg/kddim males and 271.9 mg/kg bw/d in
females).Therefore, the two studies of longer domadre considered more reliable than the
conducted 28 days study, where the observed efi@gtst not be treatment related. Since no cut-
off value is set for STOT RE (according to CLP)dxasn dog studies, these observations can be
taken only as supporting information. The resulthe dog studies (no adverse effects which
nature could be relevant for classification ancklig of amidosulfuron were observed) support
the non-classification proposal for repeated dozeity for amidosulfuron.

In the subchronimhalation toxicity study (21 applications within 29 daysgtNOAEC for
systemic effects was >1.0 mg/L air (equivalent d@AEL of 270 mg/kg bw/day calculated from
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an estimated expiry volume of 45 L/kg bw/h for Gihexposure) based on absence of any
treatment related effects and was above the cutaddies of 0.75 mg/l (DSD) and 0.6 mg/l (CLP).

In bothdermal studies (cumulative dermal toxicity with 5 treatrteeim 8 days and in the
subchronic dermal toxicity study with 21 treatmen29 days) the NOAELs were > 1000 mg/kg
bw/d, based on absence of effects and were abewutkoff values of 300 mg/kg bw/d (DSD) and
600 mg/kg bw/d (CLP).

According to the results of the subchronic (onalhalative and dermal) studies in rat, mouse and
dog, no classification and labelling for repeatededtoxicity is warranted for amidosulfuron.

4.7.1.8Summary and discussion of repeated dose toxicityriings relevant for classification
according to DSD

Effects observed in the oral subchronic studiesain mouse and dog were all above the cut-off
values for classification and labelling for repebtidse toxicity (28 days rodent studies: 150 mg/kg
bw/d; 90 days rodent studies: 50 mg/kg bw/d; necfivalues for dog studies). Additionally, the
nature of observed effects (liver weight and slighanges in some clinico chemical parameters)
would not trigger classification and labelling fepeated dose toxicity.

The results of the subchronic inhalation study simoweffects at 1.0 mg/L air, which is above the
cut-off value of 0.75 mg/I.

The results of one subchronic dermal study showeffects at 1000 mg/kg bw/d, which is above
the cut-off value of 300 mg/kg bw/d.

4.7.1.9Comparison with criteria of repeated dose toxicityfindings relevant for classification
according to DSD

Please see 4.7.1.8

4.7.1.10 Conclusions on classification and labelling of re@#ed dose toxicity findings
relevant for classification according to DSD

Effects observed in the subchronic (oral, inhaaand dermal) studies in rat, mouse and dog do not
trigger the criteria for classification and labetjifor repeated dose toxicity since they are alative
cut-off values for oral, dermal and inhalative rafeel dose toxicity according to DSD.

4.8 Specific target organ toxicity (CLP Regulation) — epeated exposure (STOT RE)

4.8.1 Summary and discussion of repeated dose toxicitynilings relevant for classification
as STOT RE according to CLP Regulation

Effects observed in the oral subchronic studiesain mouse and dog were all above the cut-off
values for classification and labelling for repebtise toxicity (28 days rodent studies: 300 mg/kg
bw/d; 90 days rodent studies: 100 mg/kg bw/d; neofuvalues for dog studies). Additionally, the
nature of observed effects (liver weight and slightnges in some clinico chemical parameters)
would not trigger classification and labelling fepeated dose toxicity.
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The results of the subchronic inhalation study simoweffects at 1.0 mg/L air, which is above the
cut-off value of 0.6 mg/l.

The results of the subchronic dermal studies showffects at 1000 mg/kg bw/d, which is above
the cut-off value of 600 mg/kg bw/d.

4.8.2 Comparison with criteria of repeated dose toxicityfindings relevant for classification
as STOT RE

Please see 4.8.1

4.8.3 Conclusions on classification and labelling of repded dose toxicity findings relevant

for classification as STOT RE

Effects observed in the subchronic (oral, inhataawnd dermal) studies in rat, mouse and dog do not
trigger the criteria for classification and labetjifor repeated dose toxicity since they are alative
cut-off values for oral, dermal and inhalative rajeel dose toxicity according to CLP.
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4.9  Germ cell mutagenicity (Mutagenicity)

Table 20: Summary table of relevantin vitroand /n vivo mutagenicity studies
|Method | |Results | |Dose range | |Reference |
[In vitro studies |
Reverse mutation assayS.| Negative (+/- S-9 0, 4, 20, 100, 500, [[miller, W.;
typhi-muriumTA 98, TA 100 mix) 2500 and 5000 1988a
TA 1535, TA 1537 and T pa/plate
1538;E. coliWP2uvrA) (dissolved in DMSO
(OECD Guidelines 471 and Batch purity: 97.7%

472)

Chinese hamster VT9 ||Negative 500, 1000, 1500 amd |[Miiller, W.;
cel/lHGPRT locus gerle |[(+/- S-9 mix) 2000 pag/m 1988b
mutation assay (dissolved in DMSO
(OECD Guideline 476) Batch purity: 97.1%

Chromosomal aberration assgay ||Negative 0, 0.1, 0.6 and 1{1 [|Heidemann,
in cultured human lymphocytgs | [(+/- S-9 mix) mg/ml A.; 1989
(OECD Guideline 473) (dissolved in DMSO

Batch purity: 94%

Unscheduled DNA synthegis |[Negative o, 1, 3, 10, 30, 10p, |(|Mdller, W,
assay in mammalian cejls ||(+/- S-9 mix) 300, 1000 pg/ml 1988c
(permanent human cell line|A (dissolved in DMSO
549) Batch purity: 97.1%

(OECD Guideline 482)
|In vivo studies
Micronucleus test in NMRI Negative | 0, 1250, 2500, 5040 |[Mdller, W.;
mice mg/kg bw/d 1987
(OECD Guideline 474) (suspended in stargh

mucilage)
Batch purity: 95.7%

4.9.1 Non-human information

4.9.1.1In vitro data
Point mutation assay with bacteria

Amidosulfuron did not show an increase of the numdferevertant colonies with any of the test
strains tested at concentrations up to the levatytdtocxicity (2500 pg/plate) with or without
metabolic activation. An increasing number of réaet colonies could be observed using the
positive controls (known mutagene agents). Theltesfl the mutagenicity testing are summarised
in the following table:
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Table 21: Summarised results of mutagenicity tesig of amidosulfuron
Mean revertant colonies (three replicates per aunaton)
Concentration 14 100 TA 1535 TA 1537 TA 1538 TA 98 WP2uvrA
[ng/plate]
D ) D 42 D 42 D 42 D 42 D 42

0 (solvent 168 182 18 12 8 10 14 23 23 30 62 66
control)
4 194 172 18 8 8 8 12 24 22 27 59 65
20 182 169 22 10 7 8 15 22 19 28 67 69
100 168 158 16 9 10 11 11 23 23 29 63 68
500 177 172 11 9 8 9 11 20 19 26 60 60
2500 17 18 0 0 1 1 1 2 3 3 49 59
(cytotoxicity)
5000 1 0 0 0 0 0 0 0 0 0 44 43
(precipitation)
Positive control
Sodium-azide 601 - 442 - - - - - - - - -
9-aminoacridine - - - - 153 - - - - - - -
2-nitrofluorene - - - - - - 440 - 297 - - -
MNNG - - - - - - - - - - 323 -
2- - 590 - 69 - 59 - 268 - 383 - 329
aminoanthracene
Benzol[a]pyrene - 583 - 23 - 107 - 133 - 549 - 85

1) without metabolic activation
2)  with metabolic activation

The results of this study indicate that under #@s¢ tonditions used amidosulfuron is not mutagenic
in Salmonella typhimuriurandEscherichia coli

Gene mutation assay with mammalian cell

No relevant enhancement of the mutant coloniesuwiant frequency over the range of the negative
control was found at any of the concentrationsetééivith or without metabolic activation). The
sensitivity of the test system was demonstratedriyanced mutation frequency in the cell cultures
treated with positive control substances. The tesflthe mutagenicity assay are summarised in
the table below:
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Table 22:

amidosulfuron

Mean number of mutant colonies (five sutultures per concentrate) and
mutation frequency (mutant colonies per 18cells) in CH V79 cells treated with

Treatment Without metabolic activation With metabolic actinat
tug/mi Number of mutan Mutation Number of mutan Mutation
colonies frequency colonies frequency
First experiment
Negative control 12.4 56.5 22.2 105.2
Solvent control 12.6 68.2 14 51.8
Positive control 92.8 379.2 - -
(EMS)
Positive control - - 97.2 397.0
(DMBA)
500 24.2 85.7 25.4 81.2
1000 17.4 68.9 11.8 43.4
1500 19.8 90.0 16.2 87.1
2000 14.4 53.3 10.2 52.9
Second experiment
Negative control 8.2 43.2 10.0 69.6
Solvent control 8.6 54.4 12.6 57.8
Positive control 127.4 974.1 - -
(EMS)
Positive control - - 106.0 663.4
(DMBA)
500 14.0 84.1 18.2 85.0
1000 19.6 78.7 14.2 84.2
1500 13.8 73.6 12.4 63.2
2000 24.2 94.8 13.2 45.0

The results of this study indicate that under #@s¢ tonditions used amidosulfuron is not mutagenic
in the gene mutation assay in Chinese Hamster ¥li9. c

Chromosomal mutation assay with mammalian cell

No relevant increase in the structural chromosaabalration rate could be found when compared
with the range of aberrations in the correspondaiogtrols (excluding and including gaps) at any
dose level and time interval investigated (with amthout metabolic activation). The aberration
rates (exclusive gaps) of the cells after treatmetit amidosulfuron (0.5 — 2 %) were in the range
of the control values (0 — 2 %).The positive colstrehowed distinct increases of structural

chromosome aberrations. The results of the mutaijgaissay is summarised in table below:
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Table 23: Mean % cells (duplicate cultures per cotentrate; 100 metaphases per culture)
with chromosomal aberrations in cultured lymphocytes treated with amidosulfuron

Treatment Mean % cells with aberratiols
[mg/mi] Without metabolic activation With metabolic actiiat
incl. gaps excl. gaps incl. gaps ‘ excl. gaps
24 hours
Negative control 4 2 3
Solvent control 0.5 0.5 0
Positive control 9.5 7 - -
(EMS)
Positive control - - 11 7
(CPA)
0.1 2.5 1.5
0.6 2.5 1
1.1 0.5 4 1.5
48 hours
Solvent control 1.5 1 2.5 1.5
1.1 6.5 2 2.5 1.5
1) 100 metaphases per culture

The results of this study indicate that under #s¢ tonditions used amidosulfuron does not induce
structural chromosome aberratiandhuman lymphocyteis vitro.

DNA effect assay with mammalian cell

No relevant reproducible increase in the rate atcheduled DNA synthesis was observed at any
concentration of the test substance. A statisyicaginificant induction of unscheduled DNA

synthesis was observed with the positive contrbétgances. The results of the UDS assay is
summarised in table below:

Table 24: Mean radioactivity values (6 replicateper concentrate) in human cells
(permanent human cell line A 549) treated with ayaidfuron

Treatment Radioactivity
[ng/ml] [dpm/pg DNA]
1% experiment ¥ experiment
Without With metabolic | Without metaboliq With metabolic
metabolic activation activation activation
activation
Solvent control 1687 1097 899 590
Negative control 1687 1696 905 -
Positive control 1429 2848 877 1648
(BP)
Positive control 26763 - 1466% -
(NQO)
1 975 975 741 576
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Treatment Radioactivity
[ng/mi] [dpm/pig DNA]
1% experiment ¥ experiment
Without With metabolic | Without metabolid With metabolic
metabolic activation activation activation
activation
3 901 901 670 489
10 853 853 681 530
30 850 850 699 545
100 676 676 621 501
300 804 804 660 438
1000 571 571 485 435

1) statistically significant (level of significance:0.0001; student’s t-test)
2) statistically significant (level of significance=0.00014; student’s t-test)

The results of this study indicate that under the test conditions used amidosulfuron is not mutagenic in the
UDS assay in human cells in vitro.

4.9.1.2In vivo data
Micronucleus test in male and female NMRI mice afteoral administration

The incidence of micronucleated polychromatic exytiites was within the range of the negative
control groups (no statistically significant incseshas been observed). The number of
normochromatic erythrocytes with micronuclei ashaslthe ratio of polychromatic to
normochromatic erythrocytes did not differ sigraintly from the values of the corresponding
control animals. The positive control (cyclophospid) induced a statistically significant increase
of the number of polychromatic erythrocytes wittcronuclei.

The results are summarised in the following table:

Table 25: Incidence of micronucleated erythrocyte§1000 polychromatic cells were

counted for each animal) and the ration of polychreatic to normochromatic erythrocytes
(group mean values)

Sampling | Treatment Ratio pce/ncB Mutagenic index Mutagenic index
time [mg/kg bw/d] (polychromaticy (normochromatic)
male female Male female male femal
24 hours 0 (control) 1.12 1.01 1.0 1.0 1.0 1.0
1250 1.16 1.05 0.6 0.2 1.4 1.0
2500 1.21 0.97 0.5 0.2 0.6 1.0
5000 0.93 1.02 0.6 0.4 0.4 4.0
Positive 0.84 1.05 139 11.% 2.0 12.9
control
48 hours 0 (control) 1.13 1.03 1.0 1.0 1.0 1.0
1250 1.15 0.97 0.8 0.8 1.0 0.6
2500 0.99 0.96 0.8 0.7 2.0 0.6
5000 0.76 1.04 0.6 1.2 0.0 0.4
72 hours 0 (control) 0.87 0.95 1.0 1.0 1.0 1.0
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Sampling | Treatment Ratio pce/ncB Mutagenic index Mutagenic index
time [mg/kg bw/d] (polychromaticy (normochromatic)
male female Male female male femal
1250 1.09 0.98 0.6 0.3 0.4 0.2
2500 1.09 1.26 1.0 1.2 0.4 0.4
5000 1.25 1.22 1.2 0.8 0.4 0.6

1) pce: polychromatic erythrocytes; nce: normochroenatythrocytes
2) mutagenic index: erythrocytes with micronucleiliie lose group / erythrocytes with micronuclei ia ¢ontrol

group
3) statistically significant (level of significancge = 0.05; test according to Wilcoxon)

The results of this study indicate that under #s¢ tonditions used amidosulfuron does not induce
chromosomal damage leading to micronucleus formaiopolychromatic erythrocytes of mice
treated up to 5000 mg/kg bw/d.

4.9.2 Human information

No information available from case reports, epid#agical studies, medical surveillance, reporting
schemes and national poisons centres.

4.9.3 Other relevant information

No other relevant information available.

4.9.4 Summary and discussion of mutagenicity

Amidosulfuron was tested in a sufficient rangeno¥itro andin vivo mutagenicity assays
measuring different mutagenic endpoints like gemation in bacterial and mammalian cells,
chromosomal mutation and unscheduled DNA synthesidgro as well as am vivo micronucleus
test in mice.

The results of all these studies mentioned show tiwa mutagenic potential attributed to
amidosulfuron under the test conditions used cattebbeed.
4.9.5 Comparison with criteria

No genotoxic effects were observed in studies \aithidosulfuron, neither im vivo nor in vitro
studies (according to both DSD and CLP).

4.9.6 Conclusions on classification and labelling

There is no evidence of genotoxic potential of amsidfuron, therefore, no classification is
proposed.
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4.10 Carcinogenicity

Table 26: Summary table of relevant carcinogenicit studies

|Method | |NOAEL/Effects | |Dose levels | |Reference
Chronic toxicity/oncogenicity 97.8 mg/kg bw/d (maleg) ||l0, 400, 2004q, Dotti et
study in  Wistar rat$; 10000, 20000 ||al.;1992a
oral via diet up to 111 weekg 614.2 mg/kg bw/d (females ppm
(OECD Guideline 453) .
. . equivalent to
Main effects: 0, 195, 97.4
Males 495.4, 10441
- retarded body weight gdin ||mg/kg bw/d
- decreased MCHEC  [(males) and
0, 23.6, 118.7,
Females 614.2,  1300.p
- reduced water consumptipn ||mg/kg bw/d
- increased MC (females)
- decreased glucope
- increased calcium .
- increased album|n ||Batch  purity
- decreased A2 globulin 96.2%
no oncogenic potential
Oncogenicity study in NMRI  [[961 mg/kg bw/d (females) 0, 400, 3500, |[[Tennekes ¢t
mice; 1260.2 mg/kg bw/d (males)| |[7000 ppm al.; 1992

oral via diet up to 78/91 weeks )
equivalent to

(OECD Guideline 451) Main effects: 0, 54, 474.6, 961
No adverse effects up to the [|mg/kg bw/d
highest dose level tested |[(males) ang

0, 72.8, 671.1,
no oncogenic potential 1260.2  mg/kg

bw/d (females)

Batch purity
96.2%

4.10.1 Non-human information

4.10.1.1 Carcinogenicity: oral

Rat

In a 2 year combined chronic toxicity/carcinogetyigtudy in rats, reduced body weight gain
together with changes in haematological parameters shown to be signs of toxicity in males of
the two highest dose levels (i.e. 10000 and 20@00 im the diet). For females, reduced water
consumption together with changes in parametenefrfatology and clinical chemistry in the
highest dose level tested were considered reldoasetting the NOAEL. The only microscopic
finding considered to be treatment related was renallpapihjury found in 9 out of 50 animals of
the highest dose group (males only). There wasidication of treatment related carcinogenicity
The number and types of neoplasms noted in raaff dbse groups were considered to be similar in
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both treated and control animals. The NOAEL foresatan be set at 2000 ppm equivalent to 97.8
mg/kg bw and for females at 10000 ppm equivaledtBing/kg bw.

Table 27: Histopathology — non-neoplastic and nedgestic findings in rats

Males Females
Diet concentration (ppm) 0 | 400 | 2000] 1000020000/ O | 400 | 2000| 10000 20000
Histopathology — Non-neoplastic lesions
Kidneys
Papillary injury (week 104) - - - - 3/20 - - - - 20
Papillary injury (week 110) - - - - 9/50 - - - - -

Histopathology — Neoplastic lesions
Animals with neoplasm (%) 86.0 90.0 76,0 82.0 84.02.0 96.0 98.0 90.0 95.4
Animals with more thanone| 45 5 | 400| 420 320 340 480 5400 580 480 510
primary neoplasm (%)
Animals with metastases (%) 0. 2.0 2.0 4/0 2.0 0.04.0 6.0 8.0 0.0
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Table 28: Histopathology — benign neoplastic findigs in rats at the study termination

Males Females

Diet concentration (ppm) 0 | 400 | 2000] 1000020000/ O | 400 | 2000| 10000 20000

Benign neoplasms

Brain
- granular cell tumor 1(50) | 2(50) | 3(50) | 2(50) | 3(50) | 3(50) | 2(50) | 2(50) | 1(50) | 3(49)

Lungs
- Bronch.alv.adenoma - 2(50) | 1(50) - - - 1(50) - - 1(48)

Tongue
- granular cell tumor 0(50) | 1(50) | 1(50) - - 1(50) - - - -

Liver
- hepatocellular adenoma 3(50) - - - - - - 1(49) | 1(50) | 3(47)

Pancreas
- Islet-cell adenoma 6(50) | 4(49) | 4(49) - 4(50) - 2(49) - 1(48) | 1(47)
- Acinar-cell adenoma 2(50) - 1(49) - - - - -

Kidneys
- cortical adenoma 1(50) - 1(50 - - - - 1(49) - -
- lipoma 1(50) - - - - - - -

Testes
- Leydig cell tumor 3(50) | 1(50) | 1(50) | 2(50) | 2(50)
Prostate
- Adenoma - 1(50) - - -

Ovaries
-Theca-gran.C.tumor - 3(50) | 2(49) - -

Uterus
- Endometrial polyp 5(49) | 9(50) | 9(49) | 6(48) | 4(47)
- Adenoma - 1(50) | 1(49) - 1(47)
- Fibroma - - 1(49) | 1(48) -

Pituitary gland
- adenoma 21(49)| 23(50)| 21(49)| 24(50)| 25(50)| 37(50)| 32(50)| 37(50)| 32(50)| 40(49)

Mammary gland area
- Fibroadenoma - - - - - 19(50)| 17(50)| 11(49)| 10(49)| 9(48)

Thyroid gland
- C-cell adenoma 3(49) | 7(50) | 1(49) | 8(50) | 6(50) | 8(50) | 4(50) | 14(49)| 6(48) | 6(48)
- Follicular adenoma 2(49) - 3(49) | 1(50) | 4(50) | 2(50) - 1(49) | 1(48) | 2(48)

Adrenal gl. /medulla
- medullary tumor - 1(49) | 1(49) | 1(50) - 1(50) | 1(50) - - 1(47)
- cortical adenoma - - - - - 1(50) - - -

Mesent. Lymph node
- hemangioma 7(49) | 3(49) | 6(48) | 6(48) | 9(50) | 2(49) | 1(49) | 3(49) | 4(47) | 2(47)
- fibroma - - - - - 1(49) - - -

Skin
- Fibroma 2(48) | 3(49) | 2(49) | 1(49) - 1(50) | 2(50) -
- Lipoma 1(48) | 4(49) - - - -

- Granular cell tumor - 1(49) - - -
- Squamous cell papilloma | 1(48) - - 1(49) - - 1(50) - -
- Keratoacantheoma 2(48) | 2(49) | 4(49) | 3(49) | 3(50) - -

- Sebaceous adenoma - 2(49) | 1(49) | 1(49) -

- Hemangioma - - - 1(49) - - - - - -
- Trichoepithelioma - - - 1(49) - - - - - -

Bone (other)
- osteoma - - - - - - - - - 1(1)

Sternum
- osteoma - - - - - 1(50) - - - -
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Table 29:

Histopathology — malign neoplastic findigs in rats at the study termination

Diet concentration (ppm)

Males

Females

0

| 400 | 2000| 10000 20000

0

| 400 | 2000| 10000 20000

Malign neoplasms

Brain

- Meningeal sarcoma
- Schwannoma

- Oligodendroglioma
- Astrocytoma

- Glioma

1(50)

1(50)
1(50)

1(-50)

1(;19)

Heart
- Hemangiosarcoma
- Sarcoma

Stomach
- Fibrosarcoma
- Sarcoma

Liver
- hepatocellular carcinoma

1(50)

Pancreas
- Islet-cell carcinoma

1(50)

1(49)

Kidneys

- cortical carcinoma

- liposarcoma

- mesenchymal tumour

1(50)
1(50)

Ovaries
- Cystadenocarcinoma
- Adenocarcinoma

Uterus

- cystic sarcoma

- adenocarcinoma
- stromal sarcoma

1(50)
2(50)

Prostate
- Adenocarcinoma
- Carcinosarcoma

1(49)

Mammary gland area
- Adenocarcinoma

Thyroid gland
- C-cell carcinoma
- Follicular carcinoma

1(50)
1(50)

Adrenal gl. /medulla
- medullary tumor
- ganglioneuroma

1(50)

Hemolymphoret.system
- Malignant lymphoma
- Hystiocytic sarcoma

1(50)

Spleen
- Sarcoma
- Hemangiosarcoma

1(50)

Thymus
- adenocarcinoma
- thymoma

Skin

- Squamous C. carcinoma
- Solid carcinoma

- Sarcoma

- Basal cell carcinoma

- Fibrosarcoma

- Schwannoma

- Cystic sarcoma

1(;19)
1(49)

1(;19)
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Mouse

As result of the mouse carcinogenicity study, eatment related effect up to the highest dose level
tested (i.e. 7000 ppm in the diet) could be obgkrsatistically significant changes in parameters
of haematology and clinical chemistry were not cd&ed to be treatment related since no dose
relationship could be observed. The decrease ditieweight (males; mid dose group) was not
dose related; the increase of the liver weight @ies; highest dose group) were considered to be
not adverse, as neither changes in clinical cheymstr histopathological changes could be
observed. Amidosulfuron did not reveal any oncog@uoitential up to and including the highest
dose level testedhe microscopic findings included non-neoplashanges affecting mainly the
parenchymateous organs and were not different legttveated and not treated animals. The
number and types of neoplasms noted in mice afadé groups were considered to be similar in
both treated and control animals. The NOAEL casdieat 7000 ppm (i.e. 961 mg/kg bw/d for
males; 1260.2 mg/kg bw for females).

Table 30: Histopathology — non-neoplastic and nedgestic findings in mice

Males Females
Diet concentration (ppm) 0 | 400 | 3500] 7000 0 | 400| 3500 7000
Histopathology — Non-neoplastic lesions
No treatment-related findings
Histopathology — Neoplastic lesions

Animals with neoplasm (%) 78.0 62.0 70.( 78.0 900 82.0 90.0 86.0
Number of primary neoplasm 73 49 54 64| 76 61 7P "
Animals with more thanone| 45 5 | 500 | 280| 400| 400| 320 380 420
primary neoplasm (%)

Animals with metastases (%4) 6.0 2.0 0. 2.0 2.0 20 2.0 2.0
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Table 31: Histopathology — benign neoplastic fingdigs in mice at the study termination

Males Females
Diet concentration (ppm) 0 | 400] 3500 7000 0| 400 35007000
Benign neoplasms

Stomach
- Adenomatous polyp - - - - - 1(48) - 2(50)
- Squamous papilloma - 1(49) - - - - - 1(50)
Liver
- hepatocellular adenoma 6(50) | 2(50) | 3(50) | 4(49) - - 1(50) | 1(50)
Pancreas
- Islet-cell adenoma 1(49) - - - 1(48) - - -
Kidneys
- tubular adenoma - - - - - - 1(50) -
- hemangioma 1(50) - - - - - -

Testes
- Leydig cell tumor 3(50) - 1(50) | 3(50)
Epididymides
- Granular cell tumor - 1(50) | 1(50) -
Seminal vesicles
- Granular cell tumor - 1(50) | 1(50) -
Ovaries
- Granulosa C. tumor 3(50) | 1(49) | 3(50) | 4(50)
- Luteoma 3(50) | 2(49) | 3(50) | 2(50)
- Sertoli cell tumor 2(50) | 1(49) | 1(50) | 1(50)
Uterus
- Leiomyoma 1(50) - - -
- Hemangioma 1(50) - - -
- Granular cell tumor 2(50) - 1(50) | 1(49)
Pituitary gland
- Adenoma 1(49) | 1(49) - 2(49) | 4(49) | 1(50) | 6(50) | 8(50)
Thyroid gland
- Follicular adenoma 3(50) - - - - - - -
Parathyroid glands
- Adenoma - 1(45) | 1(44) - - 1(45) | 2(44) | 2(45)
Adrenal cortex
- Adenoma - - 1(50) - - - - -
Adrenal medulla
- benign medullar tumor 1(48) - - 1(50) - 1(50) - 1(50)
Mesent. Lymph node
- Hemangioma 2(50) - - - - 1(50) - -
Harderian glands
- Adenoma 8(50) | 4(50) | 1(50) | 1(50) | 3(50) | 4(50) | 1(50) | 2(50)
Skin
- Lipoma - 1(50) - - - - - -
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Table 32: Histopathology — benign neoplastic fingdigs in mice at the study termination

Males Females
Diet concentration (ppm) 0 | 400] 3500 7000 0| 400 35007000
Malign neoplasms

Lungs
- Bronchio/alveo tumor 20(50)| 11(50)| 17(49)| 21(50)| 6(49) | 7(50) | 7(50) | 7(50)
Stomach
- Ossifying sarcoma - - - - 1(48) - - -
Liver
- Hepatocellular carcinoma | 5(50) | 5(50) | 2(50) | 5(49) - - - -
- Hepatoblastoma - - 1(50) -

- Bile duct carcinoma - - -
- Hemangiosarcoma - 1(50) - 1(49) - -
Kidneys
- tubular carcinoma 1(50) - - - - - - -
Urinary bladder
- Leiomyosarcoma 1(50) - - - - - - -
Prostate
- Adenocarcinoma 1(50) - - -
Ovaries

- Granulosa C. tumor 1(50) - 2(50)
- Cystadenocarcinoma - -
Uterus

- Leiomyosarcoma 1(50)
- Hemangiosarcoma -
Adrenal cortex
- Carcinoma - - - 1(50) - - - -
Adrenal medulla
- Malig. Medull. tumor - - 1(50) | 1(50) - - 1(50) -
Hemolymphoret. System
- Malignant lymphoma 13(50)| 11(50)| 19(50)| 17(50)| 37(50) | 31(50)| 35(50)| 32(50)
- Histiocytic sarcoma 2(50) | 2(50) | 1(50) | 2(50) - - 1(50) -

- Myeloid leukemia 1(50) | 1(50) | 1(50) | 2(50) - - 1(50) -
Harderian glands
- Adenocarcinoma 1(50) | 3(50) | 2(50) | 2(50) | 3(50) | 3(50) - 3(50)
Mammary gland area
- Adenocarcinoma - - - - 3(50) - 3(50) | 3(48)
Skin
- Squamous carcinoma - 1(50) - - - -
- Malignant schwannoma - - - - - 1(50) - -
- Sarcoma, NOS - - - - - - - 1(50)
Bone (sternum)
- Osteosarcoma - - - - - 1(50) - -
Optic nerves
- malignant schwannoma - - 1(39) - - - - -

4.10.1.2 Carcinogenicity: inhalation

No data available.

4.10.1.3 Carcinogenicity: dermal

No data available.
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4.10.2 Human information

No information available from case reports, epidgagical studies, medical surveillance, reporting
schemes and national poisons centres.

4.10.3 Other relevant information

No other relevant information available.

4.10.4 Summary and discussion of carcinogenicity

Based on the results of both studies submitted émadl mice), amidosulfuron can be regarded to
have no carcinogenic potential.

4.10.5 Comparison with criteria

No treatment related carcinogenic effects were meskein studies conducted with amidosulfuron,
neither in rat nor in mouse carcinogenicity studasording to both DSD and CLP).

4.10.6 Conclusions on classification and labelling

There is no evidence of carcinogenic potential midasulfuron, therefore, no classification is
proposed.

4.11 Toxicity for reproduction
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Table 33: Summary table of relevant reproductive dxicity studies

|Method | |NOAEL | |Remarks | |Reference
Two generation study in rats Reproduction: 570 mg/kg ||Wistar rat Dottie et al.
(OECD 416) bw/d Purity: 95.5% 1992b

Parental: 22.5 mg/kg bw/d
Offspring: 22.5 mg/kg bw/d

Testing for embriotoxicity if Maternal: > 1000 mg/kg ||Wistar rat |Baeder, 1988§1
the Wistar rat after orpl |[bw/d Purity: 97.1%

administration (Limit test) Developmental: > 10d0

(OECD 414) mg/kg bw/d

Testing for embriotoxicity anld [|Maternal: > 1000 mg/Kg [|Wistar rat |Baeder, 1990|
effects on post-natpl ||bw/d Purity: 94.1%

development in Wistar rgts ||pevelopmental: > 1040

after oral administration (Limit || mg/kg bw/d
test)

(OECD 414)
Testing for embriotoxicity if Maternal: > 1000 mg/kg [[Himalayan rabbit |Baeder, 19884)
the Himalayan rabbit after ofal |[bw/d Purity: 98.1%
administration (Limit test) Developmental: > 1040
mg/kg bw/d

4.11.1 Effects on fertility

4.11.1.1 Non-human information

Two generation study in rats

Groups of 25 rats/sex and dose group (strain: Wik$feN rat; source: Biological Research
Laboratories, Switzerland) of tl@ generatiorreceived amidosulfuron (batch no. 3/89; purity:
95.5 %) via diet at dose levels of 0, 400, 2000 Hp@DO ppm during a 70-day prepairing period
and also during the pairing, gestation and laaggteriods. The animals were paired one male/one
female for a period of 8 days. On day 4 post partime litters obtained were randomly adjusted to
8 pups each; the remaining pups were reared uaihing (day 21 post partum). 25 male and 25
female pups of thE; generationwere randomly selected to produce the next generéday 21

post partum). Following selection of the pups, excess pups as well ggaRimals were sacrificed
and examined macroscopically. The selectedrfimals were reared on their respective diets€sam
concentrations as the parents) for 126 days pripairing and during the pairing, gestation and
lactating period. Pairing was done again on théshzne male : one female. The litters obtained
were randomly adjusted to 8 pups each (day 4 @ostip). The, offspringwas reared until
weaning. At day 21 post partum, ajl fups and Fanimals were sacrificed and examined
macroscopically.

The amidosulfuron levels on an mg/kg bw/day bassscampiled in the following table:
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Table 34: Group mean intakes of amidosulfuron (mdpfk/day) at different
segments of the study

Fo-generation Fgeneration
400 2000 10000 400 2000 10000

Dose level [ppm

Group mean intakes [mg/kg bw/day]

Males pre-pairing 32.0 160.8 777.5 29.3 1468 734.9
post-pairing 23.2 117.1 568.0 22.5 113.2 570/0

Females pre-pairing 35.7 181.7 882.9 33.1 1680 .68328
gestation 29.9 153.6 750.9 29.7 153.4 732|3
lactation 65.0 329.5 1641.9 57.6 294.0 1512.7

The observations during the study included mostétihecked at least twice daily) and signs and
symptomgagain at least twice daily). The body weigitsre recorded at weekly intervals together
with food consumptionThe reproductive parametdilsee mating data (daily vaginal smears),
duration of gestation, pregnancy rate, litter size, birth, still birth, gross anomalies, sex caéind
individual weights of pups on days 0 or 1, 4, 7abdl 21 of lactation were investigated. The dams
and the pups were observed daily for suryiahavioural abnormalities nesting and nursing. At
necropsy, all Fand k adult animals, the excess afpups after standasrdisation of litter sizes as
well as i pups not selected for pairing and alldeps were investigated for macroscopic
anomaliesFrom all i and i animals selected for pairing and from one malefanthle pup of

each kr and R litter samples of selected organs and tissues takes: gross lesions, ovaries,
pituitary gland, prostate, seminal vesicles, testiéls epididymides, uterus and cervix as well as
vagina._Histopathologkias been performed from all high dose and cofrahd F animals

selected for pairing, from all animals killed intesmis and from one male and female pup of each
F, litter (high dose and control). Organs with macogsc abnormalities were examined
histologically as well as the reproductive orgahalbinfertile males and females of all groups (F
and k). Organ weightsvere recorded from allgand k parent animals and from one male and
female pup of each;and F, litter (brain, kidneys, liver, ovaries, prostateminal vesicles, testes
and uterus).

No spontaneous or test compound related derghs observed among &d F animals of any

dose group. One male (10000 ppm) and one femaB®(@Pm) of i generation were killed in
extremis (due to skin lesions with bacterial inf@eimale] and a mass on the left side on the thora
[female]), but this finding was not considered &tteatment related. No clinical sigwgh respect

to treatment with the test substance have beemadzben any group of any generation. With
respect to food consumption of thedhf /_parentsno treatment related changes have been
observed in fFmales for F; males, statistically significant changes were date days 43 — 50 of

the prepairing period only (10000 ppm). Femalesfood consumption offFfemales of the highest
dose group during prepairing period (days 1-8, 252®-36 and 43-50) and the gestation period
(days 0 and 7) was statistically significant redljdbe food consumption of, females showed
statistically significant differences during 8 week the pre-pairing period and between days 0 — 7
and 14 — 21 of the gestation period (10000 ppn2080 ppm, food consumption was decreased
showing statistically significance for the prepagriperiod between days 15 and 22 only.

Body weight:Body weights of the jJand  male as well asgfemale parents were not affected by
treatment with the test article. For fémales of the highest dose group, body weight was
statistically reduced at observation periods ofptteepairing (except day 1), gestation period and
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lactation period; the females of the 2000 ppm dpsep showed statistically significant decreased
body weights during the prepairing period (days-IZ29® and 106 — 113), gestation and lactation
period as well (all the findings showed clear dieationships). The relevant findings with respect
do body weight of the;Hemales are presented in the following table:

Table 35: Group mean body weights [g] efféfmales at different segments of the
study (pre-pairing period, gestatipariod; lactation period)

Time of Dose Group levels [ppm]

investigation 0 400 2000 10000

[days]

Mean body weights [g]

Pre-pairing period

1 101 100 95 95
8 130 129 124 1%
15 151 147 142 1407
22 168 164 158 157
29 183 180 173 172
36 194 192 184 181
43 202 201 192 189
50 210 208 200 197
57 217 214 207 204
64 221 218 211 208
71 226 223 215 214
78 229 226 218 216
85 232 229 221 220
92 235 232 224 221
99 236 234 224 233
106 241 237 227 226"
113 243 240 229 229
120 244 240 231 239
126 246 242 233 23»
Gestation period

0 247 242 229 228)
7 268 260 2438 246"
14 292 284 270 269
21 347 342 34 328
Lactation period

1 263 258 244 239
4 274 271 25% 256"
7 280 278 263 261"
14 289 287 279 272
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Time of Dose Group levels [ppm]
Investigation 0 400 2000 10000
[days]
Mean body weights [g]
21 289 285 272 273
1) statistically significant (level of significance: p < 0.05; Dunnet test on pooled variance)
2) statistically significant (level of significance: p < 0.01; Dunnet test on pooled variance)

With respect to reproduction daththeF, generationthe mean precoital time, percentage of
animals mating, fertility index, conception ratestation index, mean number of implantation sites
per dam and post natal losses as well as breeatisgd and number of dead and living pups showed
no statistically significant differences to the carrent control. For the animals of the lowest dose
group tested (400 ppm), a statistically significaucrease of post-implantation losses have been
observed. This finding was not regarded to bermeat related, since the values were within the
range of deviations common for this rat strain,\thkies noted from the control were very low and
no dose relationship could be observed. FoFthgeneration parentighe mean precoital time,
percentage of animals mating, fertility index, ceptton rate, gestation index, mean number of
implantation sites per dam, post-implantation lespest natal losses as well as breeding losses and
number of dead and living pups showed no statistisagnificant differences to the concurrent
control.

Table 36: Reproduction parameter in FO and F1 geioer
Group (ppm) Fo 1

0 400 2000 10000 0 400 2000 10000
Number of females paired 25 25 25 25 25 25 24 25
Number of females mated 25 25 25 25 25 25 24 25
Number of females pregnant 25 24 24 24 19 23 22 22
Fertility index (%) 100 96 96 96 76 92 91.7 88
Number of females bearing 25 24 24 24 19 23 22 22
Gestation index (%) 100 100 100 100 94.7 95.7 100 00 1
Number of females rearing 25 24 24 24 18 22 22 22
the pups
Mean precoital time 2.3 2.4 2.7 2.7 3.0 2.9 3.6 2.6
Mean duration of gestation 21.5 21.5 21.3 215 21.9 21.7 21.8 21.6
(days)
Number of implantations per 12.1 12.5 12.5 12.3 11.3 12.1 11.0 12.5
dam (mean)
Post implantation loss
- % of implantations 7.6 8.7 8.7 6.1 14.3 17.6 13.3 11.3
- Litters affected 9 18## 14 9 12 17 13 16
Dead pups at first litter check 0.0 0.5 0.2 0.1 0.5 0.1 0.3 0.0

(mean)
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Living pups at first litter 11.2 10.9 11.2 115 9.2 9.9 9.2 111
check (mean)

Postnatal loss days 0-4 pp

- % of living pups 1.1 1.9 0.7 0.0 4.8 3.7 0.5 1.2
- Litters affected 3 3 2 0 5 4 1 3
Living pups day 4 pp (mean) 7.8 7.7 7.9 7.9 7.1 75 7.3 7.9

Postnatal loss days 5-21 pp
- % of living pups atday 4 pp 1.0 1.6 2.1 0.0 0.0 0.6 0.0 1.2
- Litters affected 2 2 4 0 0 1 0 2

Living pups day 21 pp
(mean)
7.7 7.6 7.8 7.9 7.1 7.5 7.3 7.8

## : Fisher’'s exact test significant at 1% level

Litter data:External examination of pups of the generationdid not show any treatment related
abnormal findings; there were no evidence of aectff the test substance on the sex ratios. The
body weights of Fwere statistically significant reduced at the leigihdose level tested for females
(including pooled males and females) at day 21.orie relevant findings with respect to body
weight were summarised in table below.

For the pups of thE; generation no treatment related abnormal findings were notexhy group

at external examination. Sex ratios were not adiétty application of the test substance. Body
weights of male and female pups (10000 ppm) weteaed with statistical significance on day O
until day 4 post partum. The body weights epkps were compiled in the following table.

Table 37: Group mean body weights [g] efdhd F2 pups at different days post
partum
Dose levels Mean body weights of pups per group and sex
[ppm] [a]
Odays p.p| ldaysp.p. 4daysplp. 7daysp.p. agdd 21 days p.p.
P-p.
F F F1 F F1 F F Bl R R F1 F
0
m 5.7 62 | 6.1 | 6.3 | 88 | 96 | 142 | 149 | 28.9|28.8| 46.6 | 46.3
f 5.6 57 | 58 | 6.0 | 86 | 95 | 13.8| 145 28.2|28.4| 454 | 449
m + f 5.7 6.0 | 59 | 6.2 | 87 | 95 | 140| 14.7| 28.5| 28.6| 459 | 45.7
400
m 64| 59| 60| 63| 89| 95 | 141 | 14.7| 28.6| 28.3| 45.6 | 45.8
f 60 | 56 | 57| 60 | 86 | 9.0 | 13.7| 14.1| 28.3| 27.7| 449 | 443
m + f 6.2 57 | 59 | 6.1 | 88 | 9.2 | 139| 143 | 28.6|27.9| 454 | 45.0
2000
m 5.8 59 | 59 | 64 | 86 | 9.7 | 13.7| 14.6 | 28.3| 27.7| 44.8 | 44.7
f 54 | 55| 56 | 60| 82| 9.2 | 134 | 141 | 27.8|27.0| 43.9 | 43.0
m + f 55 57 | 57 | 6.2 | 84 | 94 | 13.5| 143 | 28.0| 27.1| 443 | 43.6
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Dose levels Mean body weights of pups per group and sex
[Ppm]

Odays p.p| ldaysp.p. 4daysplp. 7daysp.p. agdd 21 days p.p.
p-p.

FR |l BRI BIHRKR|RBIHK[RKBR|RK[R F F
10000
m 54 | 56Y| 59 | 59 | 87 | 86" | 13.8| 14.0|27.8|27.2| 44.1 | 435
f 52 | 55| 57 | 56" | 84 |84 | 135 13.6|27.5|26.6| 42.9" | 42.1
m +f 53 |55"| 58 |57)| 85 |85Y | 13.7| 13.8| 27.6| 26.9| 43.5” | 42.8
m males
f females
m +f pooled males and females
1) statistically significant (Dunnett test on pooled variance; p: 0.05)

Organ weightsStatistically significant changes in the orgasfiis weight have been observed for
Fo parentsof the highest dose group (males: absolute tegtasht). For i parents of the 10000
ppm dose group (males: prostate and seminal vesielmales: liver) and of the 2000 ppm dose
group (females: liver), the corresponding organgives were statistically significant increased.
Changes in organ weights of kidneys of thdédmales showing statistic significance were not
regarded as relevant since no dose relationshipdes observed. The relevant findings with
respect to organ weight changes are compiled lesdielow:

Table 38: Reproductive study in rats: relevant orggaight [g] changes (group mean
values) for [ parents
Dose Group levels [ppm]
Organ Males
0 400 2000 10000

abg ref? Abs' ref? abg ref? abg ref?
Testes 3.56 0.83 3.80 089| 3.70 0.87 3.89 0.88
Prostate 1.24 0.29 1.15 0.27 1.17 0.27 1.26 0.29
1) absolute organ weight [g]
2) relative organ weight — organ body weight ratios [%]
3) statistically significant (level of significance: p < 0.05; Dunnet test on pooled variance)
4) statistically significant (level of significance: p < 0.01; Dunnet test on pooled variance)
Table 39: Reproductive study in rats: relevant orggaight [g] changes (group mean

values) for I parents

Dose Group levels [ppm]

Organ Males Females
0 400 2000 | 10000 0 400 2000 10000

Prostate

abd) 0.83 0.90 0.89 | 099 - - - -
5 0.19 0.20 0.20 0.23 - - - -
rel’)

Seminal

vesicles

abd 1.37 1.57 1.42 | 1.65 . - - ;
5 0.31 0.35 0.32 0.3¢" - - - -
rel’)

Liver

14.0 15.1 14.4 14.2 111 12.1 12.1 12.0
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Dose Group levels [ppm]
Organ Males Females
0 400 2000 10000 0 400 200( 10000

abd 3.16 3.33 3.24 3.26 4.13 4.52 4766 4.66°
re?
Kidneys
abd 2.30 2.45 2.33 2.38 1.78 1.90 1.85 1.81

2 0.53 0.54 0.52 0.54 066 | 070 | 077 0.70
re
1) absolute organ weight [g]
2) relative organ weight — organ body weight ratio$ [%
3) statistically significant (level of significance:0.05; Dunnet test on pooled variance)
4) statistically significant (level of significance:0.01; Dunnet test on pooled variance)

The following statistically significant differencé®m control values were noted for organ weights
of F; pups seminal vesicles (males of the two higher doseigs) as well as brain and kidneys
(females of the highest dose group). Fop&ps, changes with statistic significance weresphexd

in organ weights of brain (males: 2000 and 1000@ dpse group).

The relevant findings with respect to organ weigtangesre compiled in tables below:

Table 40: reproductive study in rats: relevant organ weigfpichanges (group mean
values) for Ir pups

Dose Group levels [ppm]

Organ Males Females

0 400 2000 10000 0 400 200( 10000
Seminal
vesicles
abd 0.024 | 0.020 | 0.018 | 0.01¢ - - - -
o 0.052 | 0.044 | 0.047 | 0.043 - - - -
Brain
abd 1.46 1.46 1.43 1.43 1.41 1.40 1.40 1.44
ref) 3.18 3.23 3.29 3.31 3.19 3.22 3.29 3.44)
Kidney
abd 0.49 0.49 0.47 0.47 0.49 0.49 0.48 0.48
ref) 1.07 1.08 1.07 1.08 1.10 1.13 1.13 1.15

1) absolute organ weight [g]

2) relative organ weight — organ body weight ratio [%

3) statistically significant (level of significance:0.05; Dunnet test on pooled variance)
4) statistically significant (level of significance < 0.01; Dunnet test on pooled variance)

Table 41: reproductive study in rats: relevant organ weigfittchanges (group mean
values) for  pups

Dose Group levels [ppm]
Organ Males
0 400 2000 10000

abd rel? abd rel? abd rel? abd rel?
brain 1.49 3.30 1.45 3.25 134 | 3.33 1.42 3.36
1) absolute organ weight [g]
2) relative organ weight — organ body weight ratio$ [%
3) statistically significant (level of significance:90.05; Dunnet test on pooled variance)
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4) statistically significant (level of significance:0.01; Dunnet test on pooled variance)

At necropsy, no treatment related abnormal macms@nd microscopic findingsere noted in
any parents of thegland k generation and in any pups of theaRd F generation as well.

Based on the results of the two generation studwts) none of the fertility parameters was
affectedby the administration of the test substance. Attt highest dose groups, reduced body
weight for i females have been observed showing a clear disg®nship. Reduced body weight
with statistical significance for;land F, pups were evident in the highest dose level dbigan
weight changes were noted in parents and pupsed@iO ppm and the 10000 ppm dose level.
Based on the results of the study, the NOAEL fdhlmarental and developmental effects is set at
400 ppm equivalent to 22.5 mg/kg bw/day (males) 2@ mg/kg bw/day (females)

4.11.1.2 Human information

No information available from case reports, epid#agical studies, medical surveillance, reporting
schemes and national poisons centres.

4.11.2 Developmental toxicity

4.11.2.1 Non-human information

Developmental toxicity of amidosulfuron has beestad in rats and rabbits; furthermore, one post-
natal developmental study in rats has been providegiccordance with OECD Guideline
414/1981, the studies submitted were performeahathigh dose level only (1000 mg/kg bw/day);
since this dose level does not show any evideneenbfio toxicity or teratogenicity and the test
substance is of low toxicity, studies at other desels (as normally required) are not considered
necessary.

Rat:
Testing for embriotoxicity in the Wistar rat afteral administration (Limit testBaeder 1988a

Before the start of the study, amidosulfuron haehb@dministered in an onange finding study
(reported in summary form only) to groups of 2 ayravid Wistar rats at dose levels of 1000 and
2000 mg/kg bw/day. Treatment took place once dedm days 7 — 16 after mating. On day 21 of
gravidity, the animals were sacrificed and delideog caesarean section.

For themain studygroups of 20 — 21 female pregnant Wistar ratdi(rgaatio: one male to one
female; the presence of implantation sites in teeus was taken as confirmation of pregnancy
status) received amidosulfuron (batch No. H 224ityi07.1 %; test substance was mixed in starch
mucilage at a concentration of 200 g/l) from dap 716 of pregnancy. The dose levels were 0
(vehicle control) and 1000 mg/kg bw/day. The tedtssance was mixed freshly every day; the
stability and homogenicity of the mixtures were iguieed for 24 hours.

General behaviour and general health condition wbserved daily; food consumption and body
weight gain were determined once weekly and agagnday after final application.

21 days after mating, the animals were sacrificetidelivered by caesarean section: live and dead
foetuses, resorption sites, the placentae andoitp@ia lutea were counted and macroscopically
examined. The diameters of the resorption siteslamglacental weights were determined as well.
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The organs of the dams were examined macroscopibalrt, liver, kidneys and spleen were
weighed.

The number and distribution of live and dead foesuss well as the external anomalies, body
weight and sex were examined. About half of theuses from each litter were processed for the
examination of skeletal abnormalities and the rel®irwere subjected to investigation of anomalies
of the organs.

Range finding study:

At the dose level of 1000 mg/kg bw, a live foeti®me dam and a retarded foetus of the other were
red and oedematous; no effects have been obsew#tefdams and the other foetuses. The dams
treated with 2000 mg/kg bw exhibited piloerecti@gimning with application 6 onwards; the
foetuses were normally developed. Since no effeete seen at 2000 mg/kg bw, the red and
oedematous foetuses were regarded as spontanenuegeoces. Based on these results, the limit
test using one dose level only (1000 mg/kg bw) dexsded.

Main study — maternal effects:

No deaths or any disturbances with respect to behaand general health conditiohave been
observed; only one dam of the dose group exhilasitepecia on the abdomen from day 16 of
gravidity and on both forelimbs from day 17 of gohty onwards as one dam of the control group
on the throat from day 9 of gravidity onwards slhioted in the study report, that local hairness is
known to be a spontaneous effect occurring in alsimithis strain; since alopecia was observed in
control animals as well, this effect was not atitéa to treatment with amidosulfuron.

The food consumptionf the dams treated remained within the rangéetbntrol animals.

Body weight gairwas not affected by treatment of the test substanc

The number of corpora lutea, implantation sites laradfoetuses of the dams of the treated group
were comparable with those of the control grouge &titopsy of the damevealed slight to severe
dilatation of the renal pelvis (3 dams from thealgsoup) and moderate dilatation of the right renal
pelvis and slight dilatation of the right ureterddm from the dose group); two dams of the control
group showed moderate dilatation of the right rexed¥is. It is noted in the study report, that
dilatation of pelvis renalis is known to be a spo@ous effect occurring in animals of this strain;
since dilatation was observed in control animale/el, this effect was not attributed to treatment
with amidosulfuron. No other macroscopically visilthanges have been observed. The organ
weights were shown to be comparable with thos@é@tontrol animals.

Main study — litter data/fetal parameters:

The number of implantations and live foetuses dtagethe distribution of male and female
foetuses, the extent of pre- and postimplantatiseds, the mean foetal and placental weights of the
live foetuses (including macroscopical abnormitéthe placenta) gave no indication of a
treatment relationship.

External anomaliesould not be observed in any of the foetuses.

Organ cross section examinatiofithe foetuses showed a haematoma in the acgdsberof the
liver of one foetus of the dose group; a numbdpefuses of both the dose and the control group
exhibited unilateral or bilateral renal pelvic @éission. A bilateral pelvic and uratral distensicasw
observed in one foetus of the dose group. Furthexnm@ematoma in the tail was found in one
foetus of the dose as well as of the control grdinese findings are classified as variations/minor
anomalies, since these deviations from normal dgveént is considered not to have any
detrimental effect on fetal survival, developmentfumction; renal distension and caudal
haematomas occurred in control foetuses as welbtalstical difference from control has been
observed (Exact Fisher Test; simultaneous compavisth control in a contingency table; p: 0.05).
The relevant findings are summarised in table below
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Table 42: Developmental effects in rats: relevant findingghwespect to visceral
abnormalities (foetuses with variations/minor anbesa % of foetuses
examined)

Variations/anomalies Dose group level [mg/kg bw]
Control group 1000
[no. of foetuses examined: 125][no. of foetuses examined: 12]]

Haematoma in left accessory lobe of 0 [0 %] 1[0.8 %]

the liver

Distension of renal pelvis on one or 4 [3.2 %] 5[4.1 %]

both sides

Distension of renal pelvis and ureter jon 0 [0 %] 1[0.8 %]

both sides

Examination of the foetuses for skeletal abnorneglghowed an increase compared to the
concurrent control with respect to anomalies (wawethickened rips; sternebrae fragmented,
dysplastic or longitudinally displaced; scapulatb@stad on both sides) and variations (short rib
on the ¥ cervical vertebra on left or both sides; thoraedebra with a short 14ib on left or both
sides) but showing no statistically significanceeTonly effect observed remained statistically
significant was slight or missing ossification afeoor more sternebrae (retardation); however, this
finding was within the range of comparable histakicontrol data. The relevant findings are
summarised in table below.

Table 43: Developmental effects in rats: relevant findingthwespect to skeletal abnormalities
(number of foetuses with anomalies/variations fogtaons; % of foetuses

examined)
Variations/anomalies Dose group level [mg/kg bw] Historical control dalta
retardations Control group 1000 17471 foetuses included
[no. of foetuses examined: [no. of foetuses examined (147 studies)
132] 134]
Waved or thickened rips 3 [3.2 %] 4 [3 %] No HCD
Sternebrae fragmented, 43 %] 7 [5.2 %] No HCD
dysplastic or
longitudinally displaced
Scapula bent costad on 0 [0 %] 1[0.8 %] No HCD
both sides
Short rib on the ¥ 1[0.8 %] 1[0.8 %] No HCD
cervical vertebra on left qr
both sides
14" thoracic vertebra with 2 [1.5 %] 6 [4.5 %] No HCD
a short 14 rib on left or
both sides
Slight or missing 45 [34.1 %] 59 [44 %) 6288 [5.9 — 61.5 %)]
ossification of one or
more sternebrae

1) Statistically significant (Exact Fisher Test; simultaneous comparison with control in a contingency table; p: 0.05) but within the
range of historical control

Based on the results of the limit test providedtreatment related effects could be observed for
dams. The abnormalities with respect to findingsradrgan cross section examination were not
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statistically significant and regarded to have etrithental effect on fetal survival, development or
function. The increase in skeletal abnormalities(aalies, variations, retardations) was not
statistically significant from the concurrent caitand/or within the range of historical control.
There was no teratogenic effect observed at the ldegl tested. The maternal as well as the fetal
NOAEL can be established at > 1000 mg/kg bw/day

Testing for embriotoxicity and effects on post-hatkevelopment in Wistar rats after oral
administration (Limit test)Baeder 1990

Groups of 20 — 22 female pregnant Wistar ratsi(stk&istar rat WISKf(SPF71); source:
HOECHST breeding colony; mating ratio: one malenie female; the presence of implantation
sites in the uterus was taken as confirmation efpancy status) received amidosulfuron (batch
No. 1/87 + 1/88; purity: 94.1 %; test substance miased in starch mucilage at a concentration of
200 g/l) from day 7 to 16 of pregnancy. The doselewere 0 (vehicle control) and 1000 mg/kg
bw/day. The test substance was mixed freshly edayythe stability and homogenicity of the
mixtures were guaranteed for 24 hours.

General behaviour and general health condition wbserved daily; food consumption and body
weight gain were determined once weekly and agaenday after final application (body weight
gain was recorded after delivery as well).

All of the females were to deliver normally andrrédeeir offspring for 21 days: live and dead
offsprings, times of birth, body weights, sex ang axternal anomalies of the offsprings were
recorded. During the 21 day lactation period, tiadnity and general behaviour of the offsprings
were noted; the body weight were determined ord#yeof delivery, on days 4 and 7 after birth and
once weekly thereafter. For the examinations ofpia} development, the times of pinna
separation, coat growth start, incisor eruption @yelid opening were recorded. The dams and
offsprings were killed between days 21 and 23 afédivery. The organs of all animals were
examined macroscopically; heart, liver, kidneys spl@en were weighed. Kidneys were cross-
sectioned and the implantation sites were coumtélea isolated uterus. Skeletal anomalies of the
pups were not investigated.

No deaths or any disturbances with respect to behaand general health conditiohave been
observed for the dams; three dams of the dose @owell as 2 dams of the control group
exhibited alopecia on the abdomen, neck, flanksmrs. One dam from each group was associated
with scab formation. It is noted in the study reéptirat local hairness and scab formation is known
to be a spontaneous effect occurring in animatkisfstrain; since alopecia and scab formation
were observed in control animals as well, thesecesfwere not attributed to treatment with
amidosulfuron.

The food consumptioof the dams treated remained within the rangéetbntrol animals.

Body weight gairof the dams treated was somewhat lower than thiotbee control animals; since
the body weight of the treated animals were lowantthose of the control animals at the start of
the study, it can be concluded that treatment dicaffect the body weight (gain).

With exception of one dam of the treated group @e&d pup only; the disturbance of gravidity
was stated to be a spontaneous occurrence bed#erssize of the other dams treated were within
the range of previous control values and no ina@@dstillbirths was found), all dams delivered
live pups. The duration of gravidity, the numbermaplantation and the ratio of male and female
pups were not affected by treatment of the testtamice.

Autopsy of the damshowed unilateral or bilateral dilatation of tle@al pelvis (2 dams from the
dose group and 4 control animals). It is notedchendtudy report, that dilatation of pelvis rendis
known to be a spontaneous effect occurring in alsimithis strain; since dilatation was observed
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in control animals as well, this effect was notiltited to treatment with amidosulfuron. No other
macroscopically visible changes have been obseiezlorgan weights were shown to be
comparable with those of the control animals.

The pups delivereth the substance group were normally developediaed body weights after
birth were comparable with these of the controugrdNo external anomalies were observed.
Examination during the lactating perisdowed normal general behaviour and health camddf

the pups. Death of 13 pups of one litter 2 — 3 ddiex birth (reduced body temperature and
insufficient suckling have been noticed) was coasad to be a random finding as disturbances of
lactating could not be observed in any of the olitiers in this study and in the two-generation
reproduction study in the rat up to 10000 ppm. Bbay weight gains of the pups throughout the
lactation period corresponded to those of the cbpuips. The viabilityof the pups of the treated
group was lower than the control group, but ndigteally significant and within the range of
historical control data. The physical developmainhe pups was regarded to be normal.

The macroscopic examination the organs of the phpsred slight to marked pelvic distension in
one or both kidneys of 7 pups from the substancamand 14 pups of the control group; as this
effect was seen in the control group as well, Hmstance relationship can be assumed. The organ
weights were within the range of the control group.

Based on the results of the limit test provided tmeatment related effects could be observed for
dams and for pups. The sporadic effects observiegpgea of the dams, dilatation of the renal
pelvis of the dams, death of 13 pups of one lier 3 days after birth) were regarded as
spontaneous incidents and not caused by the treatie skeletal anomalies were investigated. As
a result of this study provided, maternal as weltlee fetal NOAELcan be established at > 1000

ma/kg bw/day

Rabbit:

Testing for embriotoxicity in the Himalayan rabhifter oral administration (Limit testBaeder
1988b

Before the start of the study, amidosulfuron haehbedministered in an orange finding study
(reported in summary form only) to groups of 2 galadimalayan rabbits at dose levels of 1000 and
2000 mg/kg bw/day. Treatment took place once dedy days 6 — 18 after mating. The animals
were sacrified and delivered by caesarean section.

For themain studygroups of 15 female pregnant rabbits (matingratne male to one female; the
presence of implantation sites in the uterus wkestas confirmation of pregnancy status) received
amidosulfuron (batch No. H 224; purity: 97.1 % t®sbstance was mixed in starch mucilage at a
concentration of 200 g/l) from day 6 to 18 of pragay. The dose levels were 0 (vehicle control)
and 1000 mg/kg bw/day. The test substance was niii@elly every day; the stability and
homogenicity of the mixtures were guaranteed foh@drs.

General behaviour and general health condition wbserved daily; food consumption and body
weight gain were determined once weekly duringfiisé three weeks, before the first treatment, on
the day after the final treatment and again on2fagf gravidity.

29 days after mating, the animals were sacrifietldalivered by caesarean section: live and dead
foetuses, resorption sites, the placentae andoitp®ia lutea were counted and macroscopically
examined. The diameters of the resorption siteslamglacental weights were determined as well.
The organs of the dams were examined macroscopibalrt, liver, kidneys and spleen were
weighed.
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The number and distribution of live and dead foesuss well as the external anomalies, body
weight and sex were examined. All of the foetusesevprocessed for the examination of skeletal
abnormalities and for investigation of anomalieshaf organs.

Range finding study:

At the dose level of 1000 mg/kg bw one of the damd at 2000 mg/kg bw both dams presented
one and two dead conceptuses in addition to noyrdalleloped live foetuses. The second dam of
1000 mg/kg bw group had two live and two dead feesuas well as two conceptuses under
resorption. Based on these results, the limitusstg one dose level only (1000 mg/kg bw) was
decided.

Main study — maternal effects:

No deaths or any disturbances with respect to behaand general health conditiohave been
observed; only low amounts of faeces were excigyeshe dam in the dose group and by one
control animal.

The food consumptioof the dams treated remained within the rangé@tbntrol animals.

Body weight gairwas not affected by treatment of the test substanc

The number of corpora lutea, implantation sites laradfoetuses of the dams of the treated group
were comparable with those of the control groupge @htopsy of the dammsvealed no changes in
the internal organs; the organ weights were shadetcomparable with those of the control
animals.

Main study — litter data/fetal parameters:

The number of implantations and live foetuses dtagethe distribution of male and female
foetuses, the mean foetal and placental weightiseolive foetuses (including macroscopical
abnormities of the placenta) gave no indicatioa teatment relationship. The survival rate of the
foetuses in the dose group showed no difference fhat of the control foetuses. One dam of the
dose group presented nine resorptions and anetbaesorptions; as one dam of the control group
showed four resorptions, the number of resorptinrise dose group was shown to be higher, but
within the range of previous control values (asorégd in the study report).

External anomaliesould not be observed in any of the foetuses.

Organ cross section examinatiofithe foetuses showed no statistically signifidanrease of
abnormities (blood in abdomal cavity) when compadcethe concurrent control group; no other
abnormities with respect to anomalies of the irorgans have been observed.

Examination of the foetuses for skeletal abnorneslghowed an increase compared to the
concurrent control with respect to anomalies (cliagkarietal bone on right side, dysplastic or
fused sternebrae), variations (short rib on tAedtvical vertebra on one or both sides) and
retardations (missing ossifiacation of tH&sernebra) but showing no statistically significanThe
only effect observed remaining statistically sigrafit was a short and/or normally lond™Iré on
one or both sides (variation); however, it thiglfing is within the limits of the spontaneous rate -
historical control data with respect to retardafidre relevant findings are summarised in table
below.
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Table 44: Teratogenicity in rabbits: relevant fimgl with respect to skeletal
abnormalities (number of foetuses with anomalesations/retardations;
% of foetuses examined)

Variations/anomalies/ Dose group level [mg/kg bw] Historical contro
retardations data

Control group 1000 7642 foetuses
[no. of foetuses [no. of foetuses included (120
examined: 79] examined: 73] studies)

Crack in parietal bone on right side 0 [0 %] 1 [%} -

Dysplastic or fused sternebrae 5 [6.3 %] 1[1.4 %] -

Short rib on the 7 cervical vertebra on 3 [3.8 %] 6 [8.2 %] -

one or both sides

Short and/or normally long 3ib on 0 [0 %] 5[6.8 %} 161 [0 — 11.6 %)]

one or both sides

Missing ossification of the"5sternebra 27 [34.2 %] 31 [42.5 %] -

1) Statistically significant (Exact Fisher Test; p: 0.05) but within the limits of spontaneous rate

Based on the results of the limit test providedtreatment related effects could be observed for
dams. The increase in skeletal abnormalities (ahesyaariations, retardations) was not
statistically significant from the concurrent caitand/or within the range of historical control.
There was no teratogenic effect observed at the ldegl tested. The maternal as well as the fetal
NOAEL can be established at > 1000 mg/kg bw/day

4.11.2.2 Human information

No information available from case reports, epidgagical studies, medical surveillance, reporting
schemes and national poisons centres.

4.11.3 Other relevant information

No other information available.

4.11.4 Summary and discussion of reproductive toxicity

Amidosulfuron was tested in one 2-generation repectdn study in rats, two developmental

studies in rats and one developmental study initald¥o effects on fertility were observed in the
multigeneration study with rats. The lower body gieiof foetuses after birth was observed only in
highest dose group in presence of maternal toxaty was not consistent between generations (F1
and F2) and between measuring time points (day4, 4, 14 and 21). No treatment related effects
on development were observed below the maternaitpxneither in the multigeneration study in
rat nor in the developmental studies in rats abdita (up to 1000 mg/kg bw/d). No malformations
were observed in foetuses of treated groups.

4.11.5 Comparison with criteria

No treatment related effects on fertility or deyateent were observed in studies conducted with
amidosulfuron, neither in rat multigeneration studgr in rat and rabbit developmental studies
which would trigger the classification for reprotiue toxicity (according to both DSD and CLP).
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4.11.6 Conclusions on classification and labelling

There is no evidence of effects on reproduction degtelopment caused by amidosulfuron,
therefore, no classification is proposed.

4.12 Other effects

4.12.1 Non-human information

4.12.1.1 Neurotoxicity

Amidosulfuron is not a substance with structurest tre similar or related to those capable of
inducing neurotoxicity. In all studies provided, idosulfuron exhibited no signs of neurotoxicity
such as CNS symptoms, behaviour abnormalitiessbofathological changes with respect to brain,
spinal cord or peripheral nerves. Therefore, stidie neurotoxicity after single or repeated oral
exposure are not considered necessary.

4.12.1.2 Immunotoxicity
According to the available acute, subchronic ancmie studies, there was no indication of an
immunotoxic potential.

4.12.1.3 Specific investigations: other studies

No other data available.

4.12.1.4 Human information

No information available from case reports, epid#agical studies, medical surveillance, reporting
schemes and national poisons centres.
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5 ENVIRONMENTAL HAZARD ASSESSMENT

5.1 Degradation

Table 45: Summary of relevant information on degraation
(Annex |Method | |Results | |Remarks |Reference
point  as
reference
to the
DAR)
B.8.4.1.1 DTs, Schollmeier
M., Britten I.
Hydrolysi : pH3=134d (1992)
s rate Hydrolysis pH 4 =3.87d
Guideline: Ng _ Document Noy
2.9.1) pH6=237.1d
B.8.4.1.1 pH5=33.9d Schollmgier
H 7 365 d M., Eyrich U.
. -
Hydrolysi Hydrolysis p (1992)
S rate o pH9=>365d
Guideline: Nd Document Nof
(HA A48869
2.9.1)
B.8.4.1.2 DTso Gildemeister
Direct L atitude 52°N H. (1989)
phototran atitude ' _
s Photolysis 2370 + 1194 d, Document No|:
formation ' A40662
Guideline: Nd photolytically stable
(A
2.9.2)
B.8.4.2 Not ready biodegradable | | Noack M.

: . Wolf u.,
Biologic Biological Noack U
al degradation (1991c¢)
degrada
ion OEg:IlD 30l Document Nd.
A peeine = A54662
7.2.1.3.2
)

: Knoch E
?'8'4.2. WarerSedim \IgV:ter%S d (S1),10d (Ss2 | (2000)
Water/S ent Study > ( ) (52 Document No}
ediment SETAC Whole system: C009793 i
Study guideline DTso: 91 d (S1), 16 d (S2)
(A Il
7.2.1.3.2
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D |

5.1.1 Stability

Hydrolysis

ReferenceSchollmeier M., Britten I. (1992a): Determinatiohabiotic hydrolysis as a function of
pH. (Hoe 075032 00 ZB98 0001). Document No: A47707

Material and method#imidosulfuron (batch H 225/1+2, purity 98.5 %) vegsplied to sodium
citrate monohydrate buffer solutions of pH 3, 46519.9 mg amidosulfuron were dissolved in 25
mL acetonitrile. Two mL of this solution were pifet into a 1000 mL volumetric flask and filled
to the mark with the respective buffer solutiorufesg in a concentration of 1.592 mg/L.. The test
solutions were incubated in the dark at 25 °C upQtaays. PH values and microbial activity was
controlled at each sampling time on days 0O, 1, 2, 3, 11, 14, 18, 21, 25, 28, 30. Samples were
analysed by HPLC. The accuracy and precision oattaysis method was examined with a
dilution series with the ai of 3.11 mg ai/L to 060thg ai/L (4 replicates at each concentration and
pH). Mean recovery rates of the test substance indghe range of 98.3 to 100.32 % for the high
concentrations series and 87.5 to 100 % of noncimiatentration for the lowest concentration
series.

Findings:The pH values remained sufficiently constant dyithre entire testing period (pH 3, 2.96
+0.017; pH 4, 3.97 £ 0.022; pH 5, 4.99 £ 0.012;§H.02 + 0.018). Several test samples were
contaminated by bacteria/fungi. The values derivech contaminated samples were not included
in the calculation of D3, values. The calculation of BJvalues was based on first order kinetics.
Half lives were calculated by linear regressionlysia (In G=In G, — k*t) to be 1.34, 3.87, 30.56
and 237.1 days at pH 3, 4, 5 and 6, respectivélg.cbrresponding correlation coefficient§ (r
were 0.9995, 0.9998, 0.9986 and 0.8316. One metales identified as Hoe 092944. The
structure of the second metabolite was not detegthin this study but an attempt to identify this
metabolite was made in the study of SchollmeeierByrich U., (1992) (see below). The
metabolite Hoe 092944 reached a maximum concemtratithe end of the study of 21.7 % ai
equivalents at pH 3 and 20.3 % ai equivalents & g pH 5 and 6 the metabolite Hoe 092944
was found in proportions of less than 10 % ai eagjeints.

Conclusion:Amidosulfuron is hydrolytically rapidly degradetilaw pH values but is stable at an
environmentally relevant pH value. BylpH 4 = 3.87 d, DJp at pH 6 = 237.1 d.

ReferenceSchollmeier M., Eyrich U. (1992): Hoe 075032 Dataration of abiotic hydrolysis as a
function of pH (Hoe 075032 00 ZB98 0001). Docunidat A48869

Material and methodd he hydrolytic degradation of amidosulfuron (cddlee 075032 00 ZB98
0001, purity 98.5 %) was tested at pH 5, 7 andiicGcid, potassium dihydrogenphosphate and
potassium chloride were used for preparation obtlféer solutions. 47.59 mg amidosulfuron were
dissolved in 100 mL acetonitrile. An aliquot of dl. was pipetted to a 1000 mL volumetric flask
and filled to the mark with the respective buffelusions, resulting in a concentration of 4.759 mg
ai/L. The test samples were incubated in the dag6a 1 °C for 30 days. The pH values and the
microbial activity were controlled at an intervdl&days and 10 days, respectively. Two samples
were taken for analysis on days 0, 5, 9, 13, 16223027 and 30. Samples were analysed by HPLC.

Findings:The pH values remained constant during the eekperimental period (pH 5: 5.1 +
0.021, pH 7: 7.03 £ 0.015, pH 9: 9.05 * 0.03. Huglcterial counts were found at pH 9.
Nevertheless, no significant degradation was oleseat pH 9. Therefore it was assumed that the
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bacterial activity did not have any influence oa ttegradation kinetics. The accuracy and precision
of the analytical method was investigated in thelgiof Schollmeier M., Britten I. (1989). The
calculation of D values was based on first order kinetics accortbripe formula: In & In Gy —

k*t. The DT50 values were 33.9, > 365 and > 365sdatypH 5, 7 and 9. The correlation coefficient
() was high at pH 5 t= 0.9967) but low at pH 7 and & & 0.5545 and 0.5842). Two degradation
products were observed. One was identified as B@84. The second metabolite (which was also
observed in the hydrolysis study of Schollmeier Btiften 1. 1992) was assumed to be 4, 6-
dimethoxypyrimidin but the final identity proof fad. Hoe 092944 and the second metabolite
reached maximum values of 21.4 % and 22.7 % awvatgnts at the end of the study at pH 5. The
proportion of Hoe 092944 remained well below 10 Raiequivalents at pH 7 and pH 9. The
second metabolite was not detected at pH 7 and 9.

Conclusion:The DTsp of amidosulfuron was 33.9 d under acidic condgigoH 5, 25 °C).
Amidosulfuron is stable at neutral and alkalineeamus conditions (pH 7 and 9, 25 °C).

Photolysis:

ReferenceGildemeister H. (1989): Hoe 07503% Photodegradation in water. Document No:
A40662

Material and methods

Radiolabelled amidosulfuron (batch 17040 I, purit98 %) was dissolved in acetonitrile and a
sterile 0.01 molar phosphate buffer solution (pHo7a concentration of 62y ai/L. Duplicates

have been continuously irradiated with an xenoramnp for 240 hours, corresponding to 122 - 123
days of sunlight at 52 °N. Wavelengths below 290werne cut off by filters. The incubation
temperature was maintained at 25 + 1 °C. Samples taken from the test solutions and the dark
control after 0, 6, 24, 48, 72, 96 and 240 houdsamalysed by HPLC.

Findings:

Recoveries were in the range of 97.6 — 102.6 %ophied radioactivity. The photodegradation of
amidosulfuron was slow. Hoe 075032 absorbs UV hgithh a wavelength of 200 — 270 nm. The
absorption spectrum did practically not overlapwiite emission spectrum of the xenon arc lamp.
Two degradation products M1 and M2 were detectetlakd M2 reached a maximum of 7 % and
2.8 %, respectively. M2 was also present in th& dantrol. The DT values were calculated
assuming first order kinetics (In C = In €Ek*t, DT5o = In 2 / k). The average BJvalue under
outdoor conditions (52 °N) was calculated to be@®872.194 days.

Conclusion Amidosulfuron is photolytically stable, RJ(52 °N) = 2370 £ 1194 days
5.1.2 Biodegradation

5.1.2.1Biodegradation estimation

As measured data are available estimation is t®iapt for this dossier.

5.1.2.2Screening tests

Readily biodegradability
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ReferenceNoack M., Wolf U., Noack U. (1991c): Biological giadability of Hoe 075032 in a
modified Sturm test in accordance with the OECDdgline 301 B for testing of chemicals of 19
September 1984. Document No. A54662

Material and methods:

The biodegradability of amidosulfuron (Hoe 0750824D96 0002, batch 6-9+12/88, Roe 15729,
purity 95 %) was tested in non-adapted activatedgd from a sewage plant. The ai was applied at
concentrations of 10 and 20 mg/L (one test vessetpncentration; testvolume = 3L). Control with
blank value batch is also conducted over 28 dagscEH density of bacteria was 2 *®1@/ml).
Sodium acetate served as a reverence substancemtentration of 20 mg/L. CQvas trapped

with Ba(OH). The incubation temperature was 22 — 24 °C, @@duction was measured at 0, 1,
4,6, 8,11, 14, 18, 22, 25 and 28 days. The fo@nation in the test batches was compared to the
theoretical CQformation of the test substance. The pH valu@éntést batches was measured on
day 27. The DOC value was determined at the beggremd end of test.

Findings:

Table 46: CQO production and biological degradation in the contol, reference and test
preparations/batches (test volume = 3L):

Control
[blank value Reference substance Test substance Test substance
batcl] 20 [mg/L] 10 [mg/L] 20 [mg/L]
Date mg CO, mg CO, | Degradation mg CQO, | Degradatiol mg CGQ | Degradatior
gross| net [%0] grosg net [%] grosgy net [%]
13.Sef 14 43 |29 5 48 | 3.4 11 3.5 2.1 3
16.Sef 5.5 26.3]20.8 32 105 5 16 10.1| 4.6 7
18.Sef 7.7 42.5|34.8 54 151 7.4 23 154 7.7 12
20.Sep 14 52.2|38.2 60 19.7| 5.7 18 20 | 6 9
23.Sep 17.5 59.6 [42.1 66 24.3| 6.8 21 24.2| 6.7 10
26.Sep 22.5 76.7 | 54.2 84 32.9/10.4 32 32.7]10.2 16
30.Sep 27.7 86.9 |59.2 92 43.7| 16 50 40.1112.4 19
04.0ct 33.4 96.3]62.9 98 55 [21.6 67 48.6]15.2 24
07.0ct 39.8 103.8] 64 100 61.3|21.5 67 56.2|16.4 26
10.0ct 46.5 112.1)65.6 100 72.2|25.7 80 67 |20.5 32
thCO, Reference substance =64.2 [mg/3L];
thCO,Test substance 10/20 [mg/L] = 32.1/64.2 [mg/3L]

Graph: biological degradation of Amidosulfuron (Tedsubstance = Amidosulfuron)
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Sodium acetate was 100 % metabolised after 28 dly®nstrating sufficient activity of the
activated sludge. The development of i@&reased markedly in both test concentratiores alffay
11. The biological degradation of amidosulfuron 886 (10 mg ai/L) and 32 % (20 mg ai/L)
after 28 days of incubation. The pass level of 66f%eoretical formation of CQvas not reached
within the 10 day window.

Conclusion:According to screening test criteria in CLP Amidibsron is not considered as readily
biodegradable since the pass level of 60% of Th@@gnot reached within 10 day window.

5.1.2.3Simulation tests

Biodegradation in water/sediment systems

ReferenceKnoch E. (2000): Degradability and fate of amidagwon in the aquatic environment
(water/sediment system). Document No: C009793

Guideline:SETAC guideline “Procedures for assessing therenmiental fate and ecotoxicity of
pesticides”, part 1, 8.2 of march 1995 to satibfy data requirements of EU Directive 95/36/EC,
Annex 1, section 7, part 7.2.1.3.2 of July 1995

Material and method&§he degradation of radiolabelled amidosulfurti€ (in the 2-position of the
pyrimidine ring, AE FO75032-[pyrimidyl-2-14C], chge Z 29052-1, chemical purity 99.7 %) was
examined in two water/sediment systems. The sedimater samples (sand and clayish silt)
originated from two brooks in Germany (Bickenbaol &Vidersheim). Water/sediment systems
were incubated in the dark at 20 + 2 °C. After #hweeeks of acclimatisation stable values of redox
potential of water and sediment, oxygen content@thdalue of water were reached and the test
systems were fortified with the test compound.

Total recoveries ranged from 95 to 106.6 % of agaptadioactivity. Radioactivity in the water
phase of both systems declined steadily to 39.8izkénbach) and 9.5 % (Unter Widdersheim)
until day 180. The proportion of radioactivity balto the NER fraction of the sediment rose until
the end of test to levels of 27.2 % (S 1) and 60.(5 2).
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Mineralization was an important degradation pathvesching a value of 18.78 % @@ S 1
(Bickenbach) and 25.2 % G@n S 2 (Unter Widdersheim). AE F101630 and AE4£X3 were
identified as major metabolites in both systems.FAB4206 reached a maximum of 14.6 % and
17.1 % of applied radioactivity in the water pha$& 1 and S 2, respectively. AE F101630 reached
a maximum proportion of 12.3 % in the water phasg 2. Additionally a minor metabolite AE
F092944 was identified with max. amounts of 6.49%i1 (Bickenbach). Two unknown degradates
were found in the water phase of both systemsrater@rations ranging from 2.4 to 8.4 %. In the
sediment phase of both systems the proportioneoftitee metabolites was clearly less than 10 %
of applied radioactivity. The limit of quantificath was set 2 % of the applied radioactivity.
Sediment samples taken on day 120 were subjeattteef characterization of the NER fraction.

5.6 % (S 1) and 54 % (S 2) of applied radioactiwgre found to be bound to the humin fraction at
day 120.

The single first order Dsp and DTggvalues for amidosulfuron were calculated to beo#ews:
Table 47: The single first order Byland DTggvalues:

Bickenbach (S 1) Unter Widdersheim (S 2)
DT50 DTgo r2 DT50 DTgo r2
water 73 d 244 d 0.994  water 10d 34 0.989
water/sediment 91d 302d 0.997 water/sediment 16d 54 0.981

Conclusion:Amidosulfuron degraded steadily in both water/sedit systems. The ai disappeared
much faster from S 2 whose sediment was charaetehiy a high content of organic material. The
applied radioactivity was bound as NER to the hufrantion. The DT50 values for the water and
the whole system were 73 d /91 d (S 1) and 106ld (S 2), respectively. AE F 094206 and AE
F101630 were major metabolites with maximum conegioins of 17.1 % and 12.3 % in the water
phase. Mineralization was an important degradgiathway reaching a value of 18.78 % 0@
Sland25.2% COnS 2.

Comment (RMS)The limit of quantification for unknown residuessv2 % which has probably
led to the (relatively small) differences in thessdalance of the total extractable residues and th
summarized radioactivity of the ai and the metdbslin the sediment.

Study considered to be acceptable.

5.1.3 Summary and discussion of degradation

Data element: Degradation (evidence of rapid degraation)

Test guideline / design |pH | GLP |Reliability
(yin) |*
Biotic degradation (% degradation in 28 davs (or, if
absent, half- life in water (d)):
Ready biodegradability OECD 301B
Amidosulfuron is not considered as readily 75| vy
biodegradable since the pass level of 60% of ThCQ
was not reached within 10 day window
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Data element: Degradation (evidence of rapid degration)

Test guideline / design |pH | GLP |Reliability
(yin) |*
Water/sediment system SETAC guideline, part 1
Water: 8.2 of march 1995 to
DT50: 73 d (S1), 10d (S2) satisfy the data
Whole system: requirements of EU
DT50: 91 d (S1), 16 d (S2) geomean (S1/S2) = 38.1Directive 95/36/EC,
Annex 1, section 7, part y
Mineralisation after 180 d: 7.2.1.3.2 of July 1995
18.78 % CO2 in (S1)
25.2 % CO2in (S2)
Abiotic degradation
Hydrolysis
Amidosulfuron is hydrolytically stable at No Guideline
environmentally relevant pH values n
DT50 at pH 6 = 237.1 d. 6
DT50 at pH 7 =>365 d. 7
Photolysis
Amidosulfuron is photolytically stable,
DTs0(52 °N) = 2370 + 1194 days.

Conclusion: The criteria for rapid degradation are not fulfilled becaus
Amidosulfuron is photolytically stable.
Amidosulfuron is hydrolytically stable at environmentally relevant pH values.
In a ready biodegradability test the pass level 060% of ThCO2 was not reached within 10 day window|.

DT s0wHoLE sysTewm IN aerobic water-sediment system is > 16 d (geomeéS1 and S2) = 38.1 d)

(As DT50 = > 16 d, occuring metabolites in the aebic water-sediment system are not relevant for
classification and labelling and will not be considred). Mineralisation was too low to indicate ultinate
degradation (18.78 % CO2 in (S 1) and 25.2 % CO2 i(S 2) at day 180).

52 Environmental distribution

The metabolism of Amidosulfuroin soil under aerobic conditiongas studied in three laboratory
metabolism studies using six different soils. la tinst study with four different soils (sandy loam
sand, loamy sand, silt loam) two metabolites actingrior > 10 % AR were detected. One of it
(“metabolite B”) reached a maximum of 49.6 % AReaff days in a loamy sand soil and was
identified as HOE 101630, which is formed by demgletiion of the parent substance. Another
metabolite (“metabolite A”) reached a maximum of®2% AR after 100 days. This metabolite was
later identified as HOE 128870, which is formedhygroxylation from HOE 101630. Three other
metabolites (metabolites “C”, “D” and “E”) were eeted. With a few exceptions metabolites D
and E could not be separated by HPLC analyses.hdigie C and HOE 101630 could also not be
separated at later sampling points during the eoofshe study. Attempts have been made to
estimate single values for these metabolites byapatating the proportion of the single metabolites
from those sampling points where separation wasiplesto the later sampling points. Unknown
metabolite “C” occurred in maximum amounts of 7. AR (day 14), 4.8 % AR (day 14), 4.3 %
AR (day 3) and 6.2 % AR (day 3) in the four solisknown metabolite “D” occurred in maximum
amounts of 5.0 % AR (day 28) 8.1 % AR (day 21) &r&1% AR (day 70; extrapolated value) in
three of the soils, respectively. In one of thdssiiis extrapolation was not possible for metaboli
“D” as no single values at all for this metabolitere available in this soil. But from the dataanhc
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be assumed that in this soil the amount of metbtll” would be very small. Metabolite E
occurred in maximum amounts of 8.6 % AR (day 49),% AR (day 21) and 12.1 % AR (day 35;
extrapolated value) in three soils, respectiveiythe fourth soil no single value was available for
this metabolite and thus no extrapolation was jbssiFrom the data it can be assumed that also in
this soil the amount of metabolite “E” is in thexge of 8-12 %. Metabolite “E” was later identified
as ring-hydroxylated amidosulfuron (later assigasd®E 1569309) by comparing chromatograms
(relative retention times, HPLC conditions) frone @il study with chromatograms from studies on
residues in wheat plants. It is an important faat both, metabolite AE F128870 and AE 1569309,
can not be synthesised and identification is oolysible by indirect methods, as no standard
solutions are available. Therefore separate stunfidate and behaviour or ecotoxicology are not
possible with these metabolites.

In the second study with one soil (sandy clay loamejabolite HOE 101630 reached a maximum of
only 5.2 % AR after 14 days. “Metabolite A” (AE RAZ70) reached a maximum of 16.6 % AR
after 70 days. All other not identified metabolitesounted for not more than 2.1 % AR.

In the third study with one soil (loamy sand) meilégb HOE 101630 reached a maximum of 8.4 %
AR after 7 days, and two not identified metabolitd®” and “U4” reached maxima of 38.6 % AR
after 56 days and 10.8 % AR after 41 days, respagtiDue to its retention time metabolite “U2”
was proposed by the notifier to be AE F128870. Caning chromatograms and relative retention
times metabolite U4 was found to be identical witktabolite “E” of the first study and thus can be
identified as metabolite AE 1569309. One identifieithior metabolite (AE F094206) reached a
maximum of 1.5 % AR.

Under aerobic conditions the formation of Of&as in the range of 3 to 47% after 91-100 day$. No
extractable radioactivity amounted for up to 1®%bafter 91-100 days.

Under_anaerobic conditioranidosulfuron is very slowly degraded in soil sihayva DT, >300 d.
The metabolism starts with o-demethylation to fonetabolite AE F101630, which may be
followed by another demethylation step. Metabodie F094206 is formed by cleavage of the urea
moiety. Ring opening and oxidation into g@bes not take place under anaerobic conditions.

Major metabolites (> 10 % AR) were AE F101630 artel 094206, which were found in the water
phase in the study with the flooded soil.

The rate of degradation under aerobic conditmiremidosulfuron was investigated in 5 studies and
8 different soils. The tests were carried out &@@&nd a soil moisture of 38-40 % MWHC. The
calculated Dy values for amidosulfuron {order kinetics) as stated in the study reportsevirer

the range of 3 — 29 days (mean 19.2 days). Thelesdd Do were in the range of 10 — 97 days
(mean 63.7 days).

The degradation rates, calculated on the basisgliesT™ order kinetics, are summarised in the
tables below:

Table 48: Degradation rates of amidosulfuron in tle laboratory under standard
conditions

Reference Soil As stated in the
original study

DTs DTy r’or B

Till, 1989; Doc. Sandy loam 24 81 0.998
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Reference Soil As stated in the

original study

DTso DTgo r’or B
A40368 Sand 29 97 0.994
Loamy sand 3 10 0.988
Silt loam 28 92 0.994
Till, 1991a; Doc. Sandy clay loam 21 71 0.982
A46505
Dorn, 2001; Doc. Loamy sand 9.5 31.5 0.996
C012457
Gildemeister, 1993a; Doc Sandy loam 21* (24  70* (79"  0.990
A49610
Gildemeister, 1993b; Do« Loamy silt 15*% (17)*  49* (55)° 0.998
A49611
Silty loam 22* (200"  72* (65)"  0.911
Arithm. mean 19.2 (19.5) 63.7 (64.6)
Geometric mean 16.3 (16.6) 54.1 (55)
Median 21 (21) 71 (71)

* Timme and Frehse, best fit.

* For the three soils degradation rates were relzaémiby the RMS using singlé' drder kinetics (values in
parenthesis).

** Moisture corrected values calculated from thespvalues which were stated in the original study.

At lower temperaturethe degradation of amidosulfuron follows the samee as at 20° C. The
degradation study at 10° C was done with one othle used in a 20° C study (Till, 1989). When
comparing the results of the identical soils (loaapd) it can be concluded that the degradation of
amidosulfuron is reduced at lower temperatures.hdtilife at 10° C was calculated to be 21 days,
whereas the half life at 20° C in the same soil vasulated to be 3 days. At 10° C the amounts of
bound residues and mineralization to Q@re significantly reduced. Metabolite AE F128870
reached a maximum of 9.8 % AR after 70 days oftation, the maximum of metabolite AE
F101630 was reached after 49 days (40.4 % AR)stiheof not identified metabolites reached its
maximum of 8.7 % AR after 70 days.

Two studies on the photolytic degradatmfmramidosulfuron on soil surface were submittedar

old study three metabolic fractions (which could be identified) were detected one of them
reaching 11.2-19.0 % AR at the end of the studyais). In the second, new, study beside minor
fractions one main fraction reached a maximum ob 24 at the end of the study (15.5 days;
corresponds to 30 days sunshine 30° N). This fyaatould be resolved into a number of
components with a largest fraction accounting f@r% AR in maximum (at study termination).
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In both studies almost no degradation of amidosoifwas observed in the dark controls.
Degradation in irradiated samples was very slovh Wilf-lives of 520 hours in the first study
(corresponding to 104 days at 52° N, 12 hours mgng)land 1362 hours in the second study.

Photolytic degradation on soil surface was showmetonly a minor pathway for the elimination of

amidosulfuron from soil.

Field study A soil dissipation study was conducted with fotated amidosulfuron in winter wheat
at three locations in Germany. The product wasiegph amounts equivalent to 0.03 kg ai/ha or

0.06 kg ai’/ha at growth stage 29-31. After appiocadbf 0.03 kg ai/ha initial residues ranged

between 0.009 — 0.013 mg/kg in the upper soil 1&y€20 cm). This soil layer was free of residues
above the LOQ (< 0.002 mg/kg) after one to threatmgpending on the location. No residues
above the LOQ were found in any of the soil samfila® the lower soil layer (20-40 cm).

After application of 0.06 kg ai/ha initial residuesiged between 0.0183 — 0.035 mg/kg in the 0-20
cm soil layer. After approx. 2-3 months residuethis soil layer were below the LOQ. In the 20-40
cm soil layer only one out of 15 samples from #pglication rate residues of amidosulfuron were
detectable at the level of the LOQ (0.0023 mg/kghkas not possible to estimate the degradation
rate for amidosulfuron from the data available. &betites were not investigated in this study.

5.2.1 Adsorption/Desorption

method. The Kvalues were in the range of 0.06 to 2.37 L/kg. Khecvalues were calculated to
be in the range of 5.7 to 83.3 L/kg with an arithimenean of 36.4 L/kg, indicating high mobility.
The Freundlich coefficient 1/n was in the rang®&fl to 1.1 with an arithmetic mean of 0.98.

5.2.2 Volatilisation

With a Henry’s constant of 1.6 x 1®a ni/mol (20° C) and a vapour pressure of 1.3 X P@ (20°
C) amidosulfuron is not expected to volatiliseign#gicant amounts. Amidosulfuron is quickly

eliminated by photochemical oxidative degradatiothie troposphere, for which a Byof 0.25

days was calculated (Atkinson method). Thereforsignificant residues in the atmosphere are

expected.

5.2.3 Distribution modelling

Data element: Evironmental Distribution (not relevant for classification and labelling)

Test guideline| p
/ desigt H

GLF
(y/n)

Reliabili
ty

Rate of degradation under aerobic condit
DT50 (1st order kinetics) 3 — 29 days (mean 19.2)
DT90 10 — 97 days (mean 63.7 days).

Rate of degradation under anaerobic conditions
DT50 >300 d.

Adsorption/Desorptic
Keocvalues were calculated to be in the range of 588t8 L/kg with an
arithmetic mean of 36.4 L/kg, indicating high mdatyi

Volatilisation
Henry’'s constant of 1.6 x $@Pa n¥/mol (20° C)
Vapour pressure of 1.3 x ° Pa (20° C
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5.3  Agquatic Bioaccumulation

Table 49: Summary of relevant information on aquaic bioaccumulation
(Annex |Method | |Resu|ts | Rema |Reference |
point as rks
reference tg
the DAR)
B.2.1.14 Partition |pH | 4.0 70 90 | | Muehlberger
N coefficient 23 °C)| (22°C)| (23 °C) B., Wiche A
Partition (2004a)
coefficient n- (Document
n- octanol/wate Log 1.07 |f - - C044973)
octanol/watg r Pow 15 2.2
r 6 1
(1A 2.8)
(P | 11.7 |[0.0 0.0
27 06

5.3.1 Aquatic bioaccumulation

5.3.1.1Bioaccumulation estimation

The bioconcentration potential of of amidosulfuretow (log-ow = 1.07 at pH 4, 23°C), therefore
no bioaccumulation study is necessary.

5.3.1.2Measured bioaccumulation data

No experimental data are available.

5.3.2 Summary and discussion of aquatic bioaccumulation

Partition coefficient n-octanol/water

Test guideline / design pH | GLP | Reliability
()| *

Log octanol/water partition coefficient

(Log Kow):
pH 4.0 7.0 9.0
23°C) | (22°C) | (23°C)
Log Py | 107 | -156 | -2.21 Flask method 4y
Pow 11.7 | 0.027 | 0.006

Conclusion: Log Ky < 4 (-1.56; pH=7; 22°C), indicate low potential fobioaccumulation,.
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Results |
(Annex point as Method ex
reference to the testorgan p. NSE EC50/LC50 | Remarks | | Reference
DAR) srr? testcondition| | ti e i S0
m .
ai/L)
e
EPA-660/3-75- -
l1A, 8.2.1. Acute Oncorhyn o] Fischer R. (1987af):
o ) 009 (1975), BBA - 96
toxicity to fish Leaflet no. 33 chlg_s h | LC50 | | 100 | | > 320 | | | Document No.
(1975) mykiss . A35829
1A 8.2.2. Oncorhyn flow o] Fischer R. (1991dY):
Chronic toxicity to OECD 204 chus throug 21 NOEC 6.41* > 320* Document No.
(1984) d
fish mykiss h | A45487
Lepomis o] Fischer R. (1987ah):
lIA, 8.2.1. Acute EPA-660/3-75- . - 96
toxicity to fish 009 macrochi | |Ltcso | |[200] [ >100 | || | Document No.
rus — A37697
Lepomis o] R., Schulze E. F.
1A, 8.2.1. Acute EPA-660/3-75- macrochi %6 | tcso | |[100| || >100 | | | (1988a): Documerit
toxicity to fish 009 rus | h No. A38908
Cyprinod _ " ]
Boeri R.L. (1989f):
1A, 8.2.1. Acute EPA 540/9-85- on - 96
toxicity to fish 009 (1985) variegatu | h ]| | LC50 | | 94 | | >94 | | | DocAlingggZNo.
S
Fischer R., Schulzg
I1A, 8.2.4. . ol ]
. OECD Daphnia - 48 E. F. (1988b):
ACUt.e toxicity to 202(1984) magna h | EC50 | | 18 | | 55 | | | Document No.
aquatic invertebrate |
A38705
1A, 8.2.4. - ] Fischer R. (1987ag):
- EPA-660/3-75- Daphnia - 48
Acute toxicity to | EC50 | | 10 | | 36 | | | Document No.
aquatic invertebrate 009(1975) magna L A37699
I1A, 8.2.5. Chronic " flow e Heusel R. (1991cz):
toxicity to aquatic OZ%% 42)02 Dnilghrr:ga throug 2dl | noeCc | [ 2| | 32 | | | Document No.
invertebrates 9 h [ A46125
1A, 8.2.4. - o] Boeri R. L. (1989¢Y):
. EPA 540/9-85- Mysidops - 96
Acute toxicity to 010(1985) o bahia h | tcso | |[s6] || 75 | || | Document No.
aquatic invertebrate T A40§85
IIA, 8.2.6. Scenedep EZ) Fischer R., Schulzg
Effects on algal 051%242)01 mus 7h2 | EbC50 | | 3.2 | | a7 | | | E. F. (1988c):

growth and growth

subspica

Document No
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rate [ us | A38704
IIA, 8.2.6. Navicula _ Sowig P., Weller
Effects on algal OECD 201,EPA X - 96 EbC50/ErC > O., Gosch H.
growth and growth J1232EUcg ||Pelliculos h 50 gaz| (842 | || | || (1999a)): Documerlt
rate a — No. C001109
_ Morrow J. E., Ward
IIA, 8.2.8 Effects on US-EPA, 123-2 Lemna - 14 NOEC/ErC 0.008 G. S. (1993a):
aquatic plants ASTM E1415-91 gibba d 50 74| |Lo0o0176 | || | Document No.
T A49587
NOE
OECD draft Cis
L ercentage off
guideline, June NOEC well percent i , i
IIA, 8.2.8 Effects on 1998, Lemna 7 EbC50 belo < O'/0092 5|5n(t%b(|t|;)0nv.\/th SOS\(’;%U%E%??\IZO‘?‘Q i
aquatic plants US-EPA J 123-7, gibba d / w <0.0092 ratg) C025093 ’
ASTM E 1415- ErC50 0.009 - 53 0 (bioymass
19 2 /
mg/L

5.4  Aquatic toxicity

Table 50: Summary of relevant information on aquatc toxicity (All studies here presented refer to théraft assessment report)

* No replicates were used for testing and the conagm of amidosulfuron was measured only for nahtast concentrations of 1, 10 and 100 mg ai/le firfean
measured concentrations of the test substancebheéres 80 % of nominal concentrations, therefoiis ot acceptable to use nominal concentrationg (ess done by
the notifier). Since no measured values were asailtor the test concentrations of 5 and 50 mg tid_nominal values were extrapolated to valuespawable to the
mean measured values of the other test concemtsatio
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5.4.1 Fish

5.4.1.1Short-term toxicity to fish

Acute toxicity to fish (refer to Annex point 1A 8.2.1)

ReferenceFischer R. (1987af): The effect of Hoe 075032 bstance, technical (Identification
code: Hoe 075032 OH ZC98 0001)Salmo gairdner{rainbow trout) in a static acute toxicity test
(Sg365/b, method BBA). Document No. A35829

Test quidelineEPA-660/3-75-009 (1975), BBA Leaflet no. 33 (1975)
Material and methods:

The toxicity of amidosulfuron (purity 97.7 %, bateb. H225/1/2) to rainbow trouDhcorhynchus
mykissformer Salmo gairdnejiwas tested under static conditions for 96 holes fish with an
average length of 4.8 cm were tested at each ctmatien, solvent control and control. The test
vessels had a volume of 50 L. The fish loading @886 cm/L or 0.25 g fish/L. The nominal
concentrations were 32, 100, 320 and 1000 mg Bidrtality and abnormal behaviour were
recorded every 24 hours. Dimethylsulphoxide (DM@} used as a solvent at a concentration of
0.5 mL/L. Test conditions: Temperature, 16 + 1 p@otoperiod, 16 h light / 8 h dark, pH, 7.1 — 8;
total hardness (as Cag) 283 mg/L; dissolved £ 6.5 — 10.7 mg/L

Findings:

The visual limit of solubility of the ai was excestlat a concentration of 320 mg ai/L. No dead
individuals were observed in the control, solvemtteol and in the test concentrations of 32 and
100 mg ai/L. 3 fish died in the test concentrattd320 mg ai/L and one fish was found to be dead
at the highest test concentration of 1000 mg #&knormal swimming behaviour (as an indication
of intoxication) was observed at concentration82§ and 1000 mg ai/L. Based on the test results
the LC50 could not be calculated. The LC50 wasrasslas > 320 mg ai/L.

Conclusion LC50 > 320 mg ai/L, NOEC = 100 mg ai/L

Comment (RMS)The concentration of the ai was not measureddgbcates of the concentrations
were tested. However, the study was accepted aeavatudy withOncorhynchus mykiss not
considered to be necessary because of the folloreggpns: Fish are not the most sensible group of
organisms. Studies with the formulated ai @torhynchus mykisgere conducted and the

toxicity of the formulated product is within thensa range as the unformulated ai.

ReferenceFischer R. (1987ah): The effect of Hoe 075032bstance, technical (Identification
code: Hoe 075032 OH ZC960001)tepomis macrochirugluegill sunfish) in a static acute
toxicity test (method EPA). Document No. A37697

Test guidelineEPA-660/3-75-009 (1975)
Material and methods:

The toxicity of amidosulfuron (purity 95.7 %, batecb. H225/5+6) to bluegill sunfist.€pomis
macrochiru3 was tested under static conditions for 96 hdtirse fish with an average length and
weight of 4.7 cm and 2.5 g (mean from 10 measurésherere placed in test vessels with a volume
of 50 litres. The fish loading was 0.25 g/L or Oehi/L. The test was conducted with six replicates
of a test concentration of 100 mg ai/L and withuatreated control (two test vessels with 5 fish
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each). Test conditions: Temperature, 22 £ 1 °Ctqyeriod, 16 h light / 8 h dark, pH, 7 — 7.6;
dissolved @, 7.4 — 9 mg/L; total hardness (as Ca;@1.2 — 42.5

Findings:
No mortality or signs of intoxications were obsehag the tested concentration of 100 mg ai/L.
Conclusion 96 h LGy > 100 mg ai/L, 96 h NOEC = 100 mg/L

Comment (RMS)The test concentrations were not measured.

ReferenceFischer R., Schulze E. F. (1988a): The effect o¢ 875032 — substance, technical
(Identification code: Hoe 075032 OH ZC96 0001) &momis macrochirugluegill sunfish) in a
static acute toxicity test (method EPA). Document N38908

Test quidelineEPA 660/3-75-009 (1975)
Material and methods:

The toxicity of amidosulfuron (purity 95.7 %, bateb. H225/5+6) to bluegill sunfisth€pomis
macrochiru3 was tested under static conditions for 96 holies. fish each were exposed to
concentrations of 10, 18, 32, 56 mg ai/L. The hggleencentration of 100 mg ai/L was tested with
30 fish in 3 replicates. No replicates were tesiieithe other concentrations. The test solutiongwer
prepared by adding NaOH up to a pH of 10. Aftepdissing the test substance the test solution was
adjusted to a pH of 7 with concentrated HCI. Thanefan untreated and an “adjusted” control were
tested. The concentration of the test substanceanaysed by means of HPLC at 0, 48 and 96
hours. Stainless steel tanks containing 150 L sifwater served as test vessels. The average fish
weight and length was 2.9 g and 4.8 cm (mean ahdi®iduals). Test conditions: Temperature, 22
+ 1 °C, photoperiod, 16 h light / 8 h dark, pH, #.1.8; total hardness (as Cag$3!3.2 — 45.2

mg/L; dissolved @ 7.4 — 8.9 mg/L

Findings:

The measured values of the test substance contentngere in the range of 80.8 — 102.9 %, except
for the nominal concentration of 100 mg ai/L wheoacentration less than 80 % were measured at
48 hours. Since the measured concentrations ditivere again within the range of 80 and 120 %
of nominal at the end of test nominal values wesadufor reporting. No mortality or signs of
intoxication were observed at the tested conceaatraup to 100 mg ai/L.

Conclusion 96 h LGy > 100 mg ai/L, 96 h NOEC = 100 mg/L
Comment (RMS)The study was considered to be acceptable.

ReferenceBoeri R.L. (1989f): Static acute toxicity of sarmplumber Hoe 075032 to the
sheepshead minno@yprinodon variegatudDocument No. A40984

Test quidelineEPA 540/9-85-009 (1985)
Material and methods:

The toxicity of amidosulfuron (Hoe 075032 OH ZC3®DQ, batch no. 1/87 + 1/88, purity = 94 %)
was tested under static conditions for 96 hourseriiwfish were randomly distributed among two
replicates of each treatment level of 14, 24, 83,98 mg ai/L, solvent control and control. Glass
aguaria served as test vessels containing 10 ésbfblution. The mean fish length and weight was
1.6 cm and 0.0608 g. The fish loading was 0.061 giltered natural seawater was used as dilution
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water. Test conditions: Temperature, 21 — 22 °@©t@beriod, 16 h light / 8 h dark, pH, 7.2 — 7.9;
dissolved @, 5.6 — 7.2 mg/L; salinity, 2 %;

Findings:
Precipitation was observed at the test concentratid 65 mg ai/L and 94 mg ai/L. Test

concentrations were not measured, therefore reselts based on nominal concentrations. No
mortality occurred at the tested concentrations.

Conclusion 96 h LC50 > 94 mg ai/L, 96 h NOEC = 94 mg/L

Comment (RMS)The test concentrations were not measured angppegion was observed at the

two highest tested nominal concentrations of 5@afigand 94 mg ai/L at least at the beginning of
the test. Nevertheless, since the results wergrigement with the results of the other fish studies
the study was accepted and no new study is comsiderbe necessary.

General comment to the fish studi&$e test concentrations were not measured in thueef four
tests.

5.4.1.2Long-term toxicity to fish

Chronic toxicity to fish (refer to Annex point 1A 8.2.2)
Prolonged toxicity (21 day exposure) to fish (refeto Annex point IIA 8.2.2.1)

ReferenceFischer R. (1991d): Hoe 075032 — substance teahiioe 075032 00 ZC94 0001)
Effect toSalmo gairdner{rainbow trout) in a 21-day prolonged toxicityttémethod OECD).
Document No. A45487

Test quidelineOECD 204 (1984)
Material and methods:

The toxicity of amidosulfuron (purity 93.8 %, batcb. 1/87 + 1/88) to rainbow trout
(Oncorhynchus mykissvas tested under flow through conditions for 2¥sd Ten fish with an
average weight and length of 4.81 g and 6.53 cnafnoé all tested individuals) were exposed to
nominal concentrations of 1, 5, 10, 50, 100 mg,afilvent control (Tween 80) and control. No
replicates were used. Fish were fed daily with 6:9201 g dry food per tank. Stainless steal tanks
filled with 50 L of test medium served as test @ssThe biological loading was 0.97 g/L and 1.29
cm/L, respectively. The concentration of amidosufuat nominal concentrations of 1, 10 and 100
mg ai/L was measured on days 0, 4, 11 and 18 bysnafaHPLC. Mortality and growth served as
the criterion of effect. Mortality and signs ofaxication (abnormal swimming behaviour) were
recorded every 24 hours. Test conditions: TemperaliB.8 — 15.3; photoperiod, 16 h light/8 h
dark; pH, 7.4 — 8; dissolved,(38.7 — 12.8; total hardness (as Ca;301 — 352 mg/L

Findings:

The measured values of the test substance wereadséds out of 12 considerably below 80 % of
nominal concentrations. The test results were tedas nominal concentrations in the test

protocol. However, we consider mean measured ctratiEms as the appropriate values because of
the low measured concentrations. The mean measanegntrations were 92.5, 64.1 and 68.9 % of
nominal concentrations of 1, 10 and 100 mg ai/lLe Tiean percentage of the three mean measured
values was 75.18 % of nominal values. This meaogmage of 75.18 % was used to extrapolate
from the nominal values of 5 and 50 mg ai/L to gdssmean measured values of 3.75 and

37.59 mg ai/L. Fish exposed to the solvent corgholwed slower movement than the untreated
control group. No other visual signs of intoxicatior abnormal swimming behaviour were
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observed in the treated or in the untreated cogtmips. One fish died in the test concentration of
6.41 mg ai/L. This was regarded as not being rélaiehe test substance since no mortality was
observed in the higher test concentrations. Effectthe growth of the test fish were observed. The
increase in size and weight declined with incregsmoncentration of the test substance. Even a loss
in weight was observed at a concentration of 3mg%i/L and higher. At a concentration of 37.59
mg ai/L the difference to the controls was sig@ifit (level of significance p < 0.05). Therefore the
21-d NOEC was 6.41 mg ai/L

Conclusion:21 d NOEC = 6.41 mg ai/L

Comment (RMS)No replicates were used for testing and the cdanaon of amidosulfuron was
measured only for nominal test concentrations df0land 100 mg ai/L. The mean measured
concentrations of the test substance were belo% 80 nominal concentrations, therefore it is not
acceptable to use nominal concentrations (as itdoas by the notifier). Since no measured values
were available for the test concentrations of 5%3Madng ai/L we have extrapolated the nominal
values to values comparable to the mean measuheesvaf the other test concentrations. The study
was accepted by the RMS because the results waausilple with respect to the results of the acute
tests and the moderate acute toxicity of amidosuoitfuio fish. No new chronic fish study was
demanded in order to avoid unnecessary testing.

Fish early life stage toxicity test (refer to Annexoint 1A 8.2.2.2)

A fish early life stage toxicity test is not recqearbecause the bioconcentration potential is log (|
Pow = 1.63) and the acute toxicity is low (96 hdg& 100 mg ai/L).

Fish life cycle test (refer to Annex point IIA 8.22.3)

A fish full life cycle test is not required becauke bioconcentration potential is low (log,P
1.63), the acute toxicity is low (96 h k&> 100 mg ai/L) and no hints do exist that amidfasoh
could act as an endocrine disruptor affecting épgaduction of fish.

5.4.2 Aquatic invertebrates

5.4.2.1Short-term toxicity to aquatic invertebrates (referto Annex point 1A 8.2.4)

ReferenceFischer R., Schulze E. F. (1988b): The effect 0€875032 — substance technical
(Identification code: Hoe 075032 OH ZC96 0001p@mphnia magngwaterflea) in a static acute
toxicity test (method OECD). Document No. A38705

Test quidelineOECD 202(1984)
Material and methods:

Young daphnids (less than 24 hours old) were exptisamidosulfuron (purity 95.7 %, batch no.
H 225/5+6) under static conditions for 48 hourse Fleminal concentrations of the test substance
were 5.6, 10, 18, 32, 56 and 100 mg ai/L. Two ogypéis per test concentration were tested. 10
individuals were used per replicate. 300 mL glass filled with 200 mL test solution were used as
test vessels. The pH was adjusted to 10 with Na©sétder to enhance the solubility of the test
substance and afterwards the test medium was adjtspH 7 with HCI. Therefore an untreated
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and an adjusted control were tested. Test conditibemperature, 20 £ 1 °C; photoperiod, 16 h
light / 8 h dark; pH, 7.7 — 7.8; dissolved,.3 — 9.1 mg/L, total hardness (as Caj;@18 mg/L.

Findings:

The concentration of ai was not measured in thestestems. Results were reported as nominal
concentrations. No mortality was observed in the&trmds and up to a concentration of 18 mg ai/L.
10 % and 40 % of animals died at test concentratdr32 and 56 mg ai/L. After 48 hours all
animals were found dead at a concentration of 19@it.. The LG value was calculated by
probit method to be 112 mg ai/L for 24 hours andrigbai/L for 48 hours. The appropriate 95 %
confidence limits were calculated as 89 — 233 mMigamd 47 — 65 mg ai/L, respectively.

Conclusion 48 h LGo= 55 mg ai/L, 48 h NOEC = 18 mg ai/L
Comment (RMS)The concentration of the ai in the test solutiaswot measured.

ReferenceFischer R. (1987ag): The effect of Hoe 075032bstance technical (Identification
code: Hoe 075032 OH ZC96 0001)aphnia magndwaterflea) in a static acute toxicity test
(method EPA). Document No. A37699

Test guidelineEPA-660/3-75-009(1975)
Material and methods:

Young daphnids (less than 24 hours old) were exptisamidosulfuron (purity 95.7 %, batch no.
H 225/5+6) under static conditions for 48 hourse Tleminal concentrations of the test substance
were 10, 18, 32, 56 and 100 mg ai/L. Two replicgistest concentration were tested. 10
individuals were used per replicate. 300 mL glass filled with 200 mL test solution were used as
test vessels. The pH was adjusted to 10 with Na©dtder to enhance the solubility of the test
substance and afterwards the test medium was adjtspH 7 with HCI. Therefore an untreated
and an adjusted control were tested. Test conditibemperature, 20 £ 1 °C; photoperiod, 16 h
light / 8 h dark; pH, 7.4 — 7.8; dissolved,®.3 — 8.7 mg/L, total hardness (as Caz@4.5 mg/L.

Findings:

The concentration of ai was not measured in thestetems. Results were reported as nominal
concentrations. No mortality was observed in the&trmds and at a concentration of 10 mg ai/L.

25 % and 30 % of animals died at test concentratdri8 and 32 mg ai/L. After 48 hours all
animals were found dead at concentrations of 56180dng ai/L. The LC50 value was calculated
to be 65 mg ai/L for 24 hours and 36 mg ai/L forh@8irs. The appropriate 95 % confidence limits
were calculated as 56 — 100 mg ai/L and 18 — 5@irhg respectively.

Conclusion 48 h LC50 = 36 mg ai/L, 48 h NOEC = 10 mg ai/L
Comment (RMS)The concentration of the ai in the test solutiaswot measured.

5.4.2.2Long-term toxicity to aquatic invertebrates

Chronic toxicity to aquatic invertebrates (refer to Annex point 11A 8.2.5)

ReferenceHeusel R. (1991cz): Hoe 075032 — substance, teah{iioe 075032 00 ZC94 0001)
Effect toDaphnia magngwaterflea) in a 21-day reproduction test (metdlCD). Document No.
A46125

Test quidelineOECD 202 (1984)
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Material and methods:

The effects of amidosulfuron (purity 93.8 %, bamch 1/87 + 1/88) on the reproduction@dphnia
magnawas tested under semi static conditions for 2k dBgphnids were fed three times a week
with a mixture of algae and fish food and trangfdno a freshly prepared test medium. A dilution
series of 0.1, 0.32, 1, 3.2 and 10 mg ai/L wasgnexgpfor testing. 40 daphnids (< 24 hours old)
were tested at each concentration and control. Feplicates were tested per concentration and
control. Each 500 mL test vessel contained 400 @st.golution and 10 daphnids. Physical and
chemical parameter were determined in one beakeaaf concentration from the freshly prepared
and aged test solution. The concentration of anifio®n was analysed in freshly prepared and
aged test solutions by means of HPLC. The NOECoaksilated by analysis of variance and
Duncan’s Multiple Range Test and thesgE®as calculated by probit method. Test conditions:
Temperature, 20 £ 1 °C; photoperiod, 16 h lightv @&ark; pH, 7.5 — 8.1; dissolved,&.9 — 9.1
mg/L; total hardness (as Cag(191 - 222 mg/L (measured only in freshly prepaest solutions).

Findings:

The measured concentrations of the ai were grédaar80 % of the nominal value. Therefore test
results were reported on the basis of nominal walA# animals died at the highest test
concentration of 10 mg ai/L within 7 days of exp@summobilization of adult individuals and
delayed brood was observed at a concentration/ah8.ai/L. Release of brood started at day 9 at
concentrations below 3.2 mg ai/L and in controlse Tiumber of life juveniles was not significantly
different from the controls up to a concentratiéri ong/L.

The mortality and reproduction results were afed:

Table 51: The mortality and reproduction results
Treatment level

Mean number of Mean sum of alive larvae

mg/L survived adults per survived female
0 (control) 10 118.6
0.1 10 115.5
0.32 10 1155
1 9 103.8
3.2 6.25* 68.7*

* o indicates significant differences from ¢a (p < 0.05)

The 21 d NOEC was 1 mg ai/L and the 21 dE4as calculated to be 3.2 mg ai/L (95 %
confidence limits = 2.5 — 3.2 mg ai/lL)

Conclusion21 d NOEC =1 mg ai/L, 21 d E&= 3.2 mg ai/L
Comment (RMS)The study was considered to be acceptable.
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5.4.3 Algae and aquatic plants

Effects on algal growth and growth rate (refer to Ainex pointllA 8.2.6)

ReferenceFischer R., Schulze E. F. (1988c): The Effect o€H75032 — substance technical
(Identification code: Hoe 075032 OH ZC96 0001pt®enedesmus subspica@idODAT (green
alga) in a growth inhibition test (method OECD).dbment No. A38704

Test quidelineOECD 201 (1984)
Material and methods:

The effects of amidosulfuron (purity 95.7 %, babtch H 225/5+6) on the growth &cenedesmus
subspicatusvere determined in a 72 h test under static camdit The medium for pre- and test
culture of the green alga was according to the omediuggested in guideline OECD 201. Two
dilution series of amidosulfuron were tested: 0.82, 1, 3.2, 10, 32, 100 mg ai/L and 0.032, 0.1,
0.32,1, 3.2, 10, 32, 100, 320, 1000 mg ai/L. Thegticates were used per treatment level and six
replicates were used for the untreated control.t€sewas conducted with 300 mL glass flasks
containing 100 mL of test medium and an initial delnsity of 1000 cells/mL. The test vessels
were constantly shaked and constantly illuminatediole spectrum fluorescent lamps of the
universal white-type L25 and a light intensity @00 lux. At test days 1, 2 and 3 the cell
concentrations were determined for each flask. Gestlitions: Temperature, 24.2 — 25.3 °C (test
1), 24.7 — 26.2 °C (test 2); pH, 7.8 — 8.3 (test71]J — 8 (test 2);

Findings:

The concentration of the test substance was nosumed. Results were based on nominal values.
The first test resulted in low growth inhibitiontae highest concentration and an equivocal
concentration-effect relationship. Therefore thauties of the second test were used for the
calculation of the FCso value. Growth inhibition was observed at concerng at and above 10
mg ai/L. The 72 h gCso was calculated by approximatgds, and binominal test to be 47 mg ai/L
(95 % confidence limits = 32 — 100). No significaffiects on growth were found up to a
concentration of 3.2 mg ai/L.

Conclusion:72 h ECso =47 mg ai/L, 72 h NOEC = 3.2 mg ai/L

Comment (RMS)The concentration of the test substance was nasuned. Since algae did not
represent the most critical endpoint the study aepted and no new study with green algae is
required.

ReferenceSowig P., Weller O., Gosch H. (1999aj): Amidosubiu (pro. approved ISO) substance,
technical — Code: AE FO75032 00 1D99 0004 — Algalgh inhibition —Navicula pelliculosa
Document No. C001109

Test quidelineOECD 201, EPA J 123-2, EU C.3
Material and methods:

The effects of amidosulfuron (purity 99.4 %) on grewth ofNavicula pelliculosavere

determined in a 96 h test under static conditidhe medium for pre- and test culture of the alga
was in compliance with the limits set in the OEQI &PA guidelines. A dilution series of the
following nominal values was tested: 10, 18, 32, B8 mg ai/L. Three replicates were used per
treatment level and six replicates were used fewmthtreated control. The test was conducted with
300 mL glass flasks containing 100 mL of test medand an initial cell density of 10000
cells/mL. The test vessels were constantly shakddlminated by wide spectrum fluorescent
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lamps of the universal white-type L25 and a ligtiensity of 631E*m™*s™. After 24, 48, 72 and

96 hours the cell concentrations were determinee@doh flask using a light microscope and a
counting chamber. The concentration of amidosuifwas analysed at the beginning and at the
end of test by means of HPLC. The NOEC was stediyi determined by analysis of variance,
general linerar models with Duncan’s multiple rategt. Test conditions: Temperature, 25 + 1 °C;
pH, 7.1 — 8.3; dissolved 7.5 — 9.4 mg/L; total hardness in mmol/L t€a Mg™), 0.29

(measured at start of testing).

Findings:

The mean measured values were in the range 088813 % of nominal values. In one case the
measured concentration was below 80 % of the ndrooreentration. Therefore the results were
based on mean measured concentrations of 7.8%, 256, 48.5 and 84.2 mg ai/L. Growth
inhibition was more pronounced after 72 h thanr&&hours of exposure. The corresponding 72 h
and 96 h ECso/ ECso were determined as > 84.2 mg ai/L. Statisticatipsicant inhibition of

growth was not observed at a significance levgl ©f0.05). Therefore the NOEC was determined
as 84.2 mg ai/L.

Conclusion:72 h BECsp/ ECs0> 84.2 mg, 72 h NOEC = 84.2 mg ai/L
Comment (RMS)The study was considered to be acceptable.

Effects on aquatic plants (refer to Annex point 1A 8.2.8)

ReferenceMorrow J. E., Ward G. S. (1993a): Technical HoB@B2 (Hoe 075032 00 ZD99 0001):
Acute toxicity to duckweed,emna gibbaG3, under static test conditions. Document No. 2819

Test quidelinelUS-EPA, 123-2, ASTM E1415-91
Material and methods:

The effects of amidosulfuron (AE FO75032, purity®80, batch no.H 225/1+2) to the growth of
Lemna gibbavere examined under static conditions for 14 dagsina cultures with an initial
frond number of 15 were exposed to nominal conegintrs of 5.4, 9, 15, 25, 42 and [{@ ai/L,
control and solvent control (dimethylformamid). €arreplicates were used per concentration,
control and solvent control. The test containersave®ntinuously illuminated with a mean light
intensity of 69.9 and 80 4E*m™*s™, Duckweed growth was measured by making frond tsoon
days 3, 6, 9, 12 and 14. The base water for thertedium was deionized filtered water enriched
with nutrients as described by ASTM. The test mé¢alnal all test concentrations) were renewed
after 7 days. The Efgvalues were calculated by probit analysis andNi®&C was determined by
analysis of variance and Dunnett test. The conagalir of the test substance was measured on days
0, 7 (new and old medium) and 14 by means of HFI&St conditions: Temperature, 22.1 — 26.4
°C; pH, 7.4 -10.1

Findings:

Mean measured concentrations were in the rangé ofX3 % of nominal. The test results were
reported on the basis of nominal values. The meamber of fronds in the control increased from
15 to 182 after 14 days of growth. A dose dependahiction of growth was observed with
increasing concentration of amidosulfuron from ammeasured concentration of 8.74 up to 65.5
ug ai/L. The ErGo was calculated to be 17u§ ai/L with 95 % confidence limits of 15.3 — 20.3.
The NOEC was 8.74g ailL.

Conclusion 14 d ErGo = 17.6ug ai/L, 14 d NOEC = 8.749 ai/L
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Comment (RMS)The study was considered to be acceptable.

ReferenceSowig P. (2002ag): Duckweeldgmna gibbas3) growth inhibition test with recovery
phase AE F075032; substance technical. DocumenCR»5093

Test quidelineOECD draft guideline, June 1998, US-EPA J 123QTK E 1415-19
Material and methods:

The effects of amidosulfuron (AE FO75032 00 1D933)urity 99.4 %, batch no.H 225/1+2) to
the growth ofLemna gibbaand the potential recovery after the treatmenevestamined under
semistatic conditions. Lemna cultures with an aitiond number of 12 per replicate were exposed
to nominal concentrations of 10, 18, 32, 56 andd@@ai/L and control. The plants were cultured
and tested in 20X-AAP nutrient medium which wasempliance with the limits set in the ASTM
and EPA guideline. The test media (and all testentrations) were renewed after 3 and 5 days.
The test was conducted in 300 mL Erlenmayer-flaghkieh were filled with 150 mL medium. Six
replicates were used per concentration and coritha.test vessels were continuously illuminated
with a mean light intensity of 100 - 106 E*1s™. Duckweed growth was measured by making
frond counts on days 0, 3, 5, 7 (treatment phase&)oa days 7, 10, 12, 14 (recovery phase). Dry
weights were determined on days 0, 7 (treatmergg)rend on days 7, 14 (recovery phase). The
ErCso/E/Cso values were calculated by binomial probability, ving average and probit method.

The NOEC was verified by analysis of variance VilbNCAN’s Multiple Range Test. The
concentration of amidosulfuron was analysed at @agsand 5 from fresh prepared solutions and at
days 3, 5, 7 from aged test solutions by meansRifG Test conditions: Temperature, 23 — 24 °C;
pH, 7.7 — 9 (treatment phase), 7.4 — 9 (recovease) dissolved £6.8 — 8.7 mg/L (treatment
phase), 8.3 — 9 mg/L (recovery phase); conductilisd2 — 1587.S/cm (treatment phase), 1535 —
1593uS/cm (recovery phase); total hardness{@aMg?"), 2.5 mmol/L; acid binding capacity (in
mmol HCI/L), 2.9

Findings:

Since the time weighted average concentrationsguiie 7 day treatment period were between
72.5 and 91.96 % of nominal values, the followimget weighted average values were used for the
calculation of the biological endpoints: 9.2, 13.85.63, 45.97 and 79.1g ai/L. At day 10 (day 3
of recovery phase) the test substance concentsatiere below the limit of detection in the highest
nominal test concentration of 1QQ ai/L. After the 7 day treatment phase the graowtiibition
(biomass and growth rate) was > 50% in the lowesttdoncentration and rose with increasing dose
up to 79.55 % (growth rate) and 67.39 % (biomas#)e highest test concentration. The
ExCso/E;Csowas not calculateldecause no value of less than 50 % growth inhibivas observed.
During the recovery phase a growth inhibition &8% (growth rate) and 6.82 % (biomass) was
observed at the lowest test concentration. Gromltfbition rose with increasing concentration of
amidosulfuron up to 21.38 % (growth rate), 26.0@omass) in the highest tested concentration.
The 7 d BECso/E;Cspvalues were < 9.2g ai/L and the 7 d NOECs based on growth rate and o
biomass were < 9.2g ai/L. For the recovery phase the 74C§/E;Csovalues were > 79.1jig ai/L
and the 7 d NOECs based on growth rate and on ls®mas 9.2 ai/L (growth rate) and 13.05

ug ai/L (biomass).

Conclusion The 7 d BECso/E;Csowere < 9.2ug ai/L. However, the percentages of inhibition were
55.03 % (growth rate) and 53.01 % (biomass) attmeentration of 9.4g ai/L. Therefore E6
values were assumed to be not far below this dosage

Comment (RMS)The study was considered to be acceptable.
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5.4.4 Other aquatic organisms (including sediment) (refeto Annex point IIA 8.2.4)

ReferenceBoeri R. L. (1989e): Static acute toxicity of sdenpumber Hoe 075032 to the mysid,
Mysidopsis bahiaDocument No. A40985

Test quidelineEPA 540/9-85-010(1985)
Material and methods:

The acute toxicity of amidosulfuron (purity 94 %tth no. 1/87 + 1/88) telysidopsis bahiavas
tested under static conditions for 96 hours. Thainal concentrations of the test substance were
14, 24, 38. 56 and 94 mg ai/L. Twenty juvenile mdgglless than 96 hours after release) were
randomly distributed among two replicates of east toncentration, control and solvent control.
Filtered sea water, diluted to 2 % salinity withaezed water was used as dilution water. Dimethyl
formamid (DMF) served as a solvent. The mean weafjshrimps was 1.1 mg and the mean length
was 4.4 mm. The biologicals loading of the 2 L ets$illed with 1 L test solution was 0.0011 g/L.
Test condtions: Temperature, 23 °C; photoperiod ight / 8h dark; pH, 7.5 — 8; dissolved,&

— 8.3 mg/L; salinity 2 %

Findings:

Precipitation of the test substance was observékitest vessels containing 56 and 94 mg ai/L.
The concentration of the test substance was nosuned and the test results were based on nominal
concentrations. On individual died in the solvemritcol and one was found dead at a concentration
of 38 mg ai/L after 24 hours. No further animalediat the tested concentration of 38 mg ai/L and
at concentrations up to 56 mg ai/L until the entest after 96 hours. Therefore the mortality
observed at the concentration of 38 mg ai/L wasiclemed not being related to the test substance.
95 % of the mysids died at the highest test comatan of 94 mg ai/L within 96 hours. The 96 h

LCsp value was calculated by non linear interpolatiathod to be 75 mg ai/L (95 % confidence
limits = 56 — 94 mg/L)

Conclusion96 h LGy =75 mg ai/L, 96 h NOEC = 56 mg ai/L
Comment (RMS)The concentration of the test substance was easored.
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Summary and discussion: Acute (short-term) aquatic toxicity

Data element: Acute (short-term) aquatic toxicity

Generally expressed in terms ofdGr EG, (Mg/L)

L(E)Cso GLP Reliability
Test guideline / design
[mg/L] (y/n) *
Fish(96 hr LGy):
Oncorhynchus mykiss EPA-660/3-75-009
> 320 (1975), BBA Leaflet no y
33 (1975)
Lepomis macrochirus > 100 EPA-660/3-75-009 y
Lepomis macrochirus > 100 EPA-660/3-75-009 y
Cyprinodon variegatus > 94 EPA 540/9-85-009 y
(1985)
Crustacea (48 hr Eg).
Daphnia magna 55 OECD 202(1984) y
Daphnia magna 36 EPA-660/3-75-009(1975 y
Algae/aquatic plants (72 or 96 hCgy):
Scenedesmus subspicatus 47 OECD 201 (1984) y
Navicula pelliculosa >84.2 OECD 201,EPA J 123 vy
2,EUC.3
Lemna gibba 0.0176 US-EPA, 123-2, y
ASTM E1415-91
<0.0092 OECD draft guideline y

Lemna gibba

(Sowig (2002ag),
refer to DAR
Annex point lIA,
8.2.8 Effects on
aquatic plants)

June 1998,
US-EPA J 123-2, ASTM
E 1415-19

Conclusion:

The 7 d ECsoused for classificationwas < 9.2ug ai/L (Sowig (2002agyefer to DAR, Annex point
lIA, 8.2.8 Effects on aquatic plants). However, thepercentages of inhibition were 55.03 9
(growth rate) at the concentration of 9.2ug ai/L. Therefore ECso value was assumed to be not fgr

below this dosage

Acute aquatic toxicity (based on the lowest of thevailable toxicity value <0.0092 mg/L) ig

between 0.001 and 0.01 mg/L. This corresponds tdv&factor of 100.
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Summary and discussion: Chronic (long-term) aquatic toxicity

Data element: Chronic (long-term) aquatic toxicity

Generally expressed in terms of NOEC (mg/L)

NOEC GLP | Reliability
Test guideline / design
[mg/L] (y/n) *
Fish (21 d NOEC):
Oncorhynchus mykiss 6.41 OECD 204 (1984) y

Crustacea (21 d NOEC):

Daphnia magna 3.2 OECD 202 (1984) y

Algae/aquatic plants (NOEC):

Scenedesmus subspicatus 3.2(72h) OECD 201 (1984) y
Navicula pelliculosa 84.2 (72h) | OECD 201,EPA J 123 vy
2,EUC.3
0.00874 (14 d)| US-EPA, 123-2, y
ASTM E1415-91
(Morrow (1993a)
Lemna gibba refer to DAR

Annex point II1A,
8.2.8 Effects on
aquatic plantg)

Conclusion:

Chronic aquatic toxicity (based on the lowest of th available toxicity values) is between 0.001 and

0.01 mg/L. This corresponds to M-factor of 10 (noapid degradation).
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5.5  Comparison with criteria for environmental hazards (sections 5.1 — 5.4)
Endpoint Classifcation Criteria Evidence for
(criteria in bold) Amidosulfuron
CLP (2" ATP) | DSD
Degradation Amidosulfuron isphotolytically stable and hydrolytically stable at environmentally

Amidosulfuron

relevant pH values
Amidosulfuron isnot readily biodegradableunder test conditions within 28 days.

In simulation studies (aerobic water-sediment sy$taineralisation was too low to indical
ultimate degradation (18.78 % M (S 1) and 25.2 % COn (S 2) at day 180). DT50
whole system is > 16 d (geomean (S1 and S2) =@83.As DT50 = > 16 d, occuring
metabolites are not relevant for classification kafklling and will not be considered.
Based on these data, the substance is considered twobe ready biodegradable/rapid
degradable.

The classification aR53 according to Directive 67/548/EEC
is based on the fact that the active substancetisamsidered
as ready biodegradable/rapid degradable.

te

Bioaccumulation
Amidosulfuron

Log Kowis <4
Amidosulfuron Log K, = -1.56
atpH 7 and 22 °C

Log Kowis <3
Amidosulfuron Log K, = -1.56
atpH 7 and 22 °C

The measured log POW is -1.56 (at pH 7 and 22at@)is
below the two classification criteria of 3 and Herefore
Amidosulfuron is considered to hamdow bioaccumulation
potential.

Acute aquatic
toxicity
Amidosulfuron

ErC50 <1 mg/L

Amidosulfuron is of high acute toxicity to watemapts
(Lemna gibbawith an EC50 = <0.0092 mg/I and fulfills th
criteria for the proposed classificationRS0 according to

Lemna gibba ErC50 = <0.0092* mg/L
*The 7 d ErC50 used for classification was < @gRai/L. However, the percentages of
inhibition were 55.03 % (growth rate) at the cortcation of 9.2ug ai/L. Therefore EC50
value was assumed to be not far below tlisage

Directive 67/548/EEC and the criteria for the preged
classification a$1400 according to Regulation EC 1272/200
A M-factor of 100 is applicable based on

0,001 < L(E)C5G< 0,01 mg/l.

17

Chronic aquatic
toxicity
Amidosulfuron

For non rapidly degradable substances:
0.001 <NOEC<0.01 mg/l

NOEC(14d) =

Lemna gibba 0.00874 mg/L

Amidosulfuron is of high chronic toxicity water i

(Lemna gibbawith a NOEC = 0.00874mg/L. Therefore
Amidosulfuron fulfills the criteria for the proposge
classification a$l410 according to Regulation EC 1272/200
A M-factor of 10 is applicable based on

0,001 < NOEC< 0,01mgl/l.

104



draft CLH Report format

5.1 Conclusions on classification and labelling for enronmental hazards (sections 5.1 — 5.4)

Conclusion of environmental classification accodio Directive 67/548/EEC

Amidosulfuron should be classified Dangerous fa Bmvironment with the following risk and safety
phrases:

N Dangerous for the Environment

R50 Very toxic to aquatic organisms
R53 May cause long term effects in the environment

Conclusion of environmental classification accoedia Requlation EC 286/2011"(ATP to EC
1272/2008)

Based on the CLP Regulation, amidosulfuron shoaldlassified as:

aguatic environmental hazaadute category 1

Classification categories _ ) )
aguatic environmental hazactronic category 1

GHS Pictogram

Signal Word Warning
H400 ‘Very toxic to aquatic life’,
Hazard Statement ) o ) )
H410 ‘Very toxic to aquatic life with long lastirgffects’
M-factor (acute) 100
M-factor (chronic) 10
6 OTHER INFORMATION

Environmental fate properties and environmentalalthassessments of this CLH report are based on
studies and summaries of the Draft Assessment Rapdrits addenda.

Amidosulfuron_ RCOM AF_PS.doc, 8-Jun-12, Smith, Andrew
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7 REFERENCES

7.1

Physico-chemical properties

Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/NR

Owner

Bogdoll B.

2005d

1. Amendment Hoe 075032 Solubility in organic
solvents (Loeslichkeit in organischen Loesungsinijt
Code: Hoe 075032 OH ZB99 0001

Generated by: Bayer CropScience GmbH, DEU;
Document No: C046705

GLP / GEP Yes

unpublished

Y

BCS

Bogdoll B.,
Lemke G.

2005a

Henry's law constant of amidosulfuron at pH4, piHd a
pH9

Generated by: Bayer CropScience GmbH, DEU;
Document No: C048205

GLP / GEP No

unpublished

BCS

Bogdoll B.,
Lemke G.

2005a

Henry's law constant of amidosulfuron at pH4, piHd a
pH9

Generated by: Bayer CropScience GmbH, DEU;
Document No: C048205

GLP / GEP No

unpublished

BCS

Franke J.

2001a

Surface tension Amidosulfuron substance, technica
Code: AE FO75032 00 1D99 0013

Generated by: Siemens Axiva GmbH & Co. KG, DELU
Sicherheitstechnik, Frankfurt
Document No: C018325
GLP / GEP Yes

unpublished

BCS

Franke J.

2001b

Relative density Amidosulfuron substance, tecénic
Code: AE FO75032 00 1D99 0013

Generated by: Siemens Axiva GmbH & Co. KG, DEU
Sicherheitstechnik, Frankfurt

Document No: C018324

GLP / GEP Yes

unpublished

BCS
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/NR

Owner

Franke J.

2005a

Auto-flammability (Solids - determination of relst
self-ignition temperature) 1st amendment to report
S1045-98 Amidosulfuron; substance, technical

AE F075032 00 1D99 0004

Generated by: Siemens AG, Frankfurt, DEU;
Document No: C046700

GLP / GEP Yes

unpublished

Y

BCS

Gildemeister
H., Rockmann
S.

1989a

Hoe 075032“C Photodegradation in water
Generated by: Hoechst AG; GB C / Produktentwicgly
Oekologie 1
Document No: A40662
GLP / GEP Yes
unpublished

BCS

Goerlitz G.

19920

Hoe 075032, Dissociation constant (pKA)
Generated by: Hoechst AG; GB C / Produktentwicgly
Oekologie 1
Document No: A48868
GLP / GEP No
unpublished

BCS

Goerlitz G.,
Eyrich U.

1987aj

Loeslichkeit in organischen Loesungsmitteln Hoe(BZ5
Generated by: Hoechst AG; GBC-Analytisches
Laboratorium

Document No: A35798

GLP / GEP Yes

unpublished

BCS

Goerlitz G.,
Eyrich U.

1987as

Solubility in water

Generated by: Hoechst AG; GBC-Analytisches
Laboratorium

Document No: A35801

GLP / GEP Yes

unpublished

BCS

Grewer

1987a

Determination of vapour pressure as a function of
temperature of Hoe 075032 OH ZB99 0001
Generated by: Hoechst AG; Angewandte Physik
Document No: A40555

GLP / GEP No

unpublished

BCS
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Title Data |Owner
Author(s) Year Source (where different from company) Protectio
Company, Report No n
GLP or GEP status (where relevant), Claimed
Published or not
Y/N-
R/NR
Helgers A 2005c | GLP certificates for testing facilities, where segiwere Y BCS
carried out, that were submitted in frame of the EU
dossier Response to the Rapporteur Member State
Austria in preparation of the Draft Assessment Repo
(DAR) Amidosulfuron (AE FO75032)
Generated by: Bayer CopScience AG, Monheim, DEU;
Document No: C048119
unpublished
Hoffmann H. | 1998m | Amidosulfuron; substance, technical AE FO75032 00 Y BCS

1D99 0004 Flammability (solids)
Generated by: Aventis Research & Technologies Gmbh
& Co KG;

Document No: C001016
GLP / GEP Yes
unpublished

Hoffmann H. | 1998n | Amidosulfuron; substance, technical AE FO75032 00 Y BCS
1D99 0004 Auto-flammability (solids-determinatioh
relative self-ignition temperature)

Generated by: Aventis Research & Technologies GmbH
& Co KG;

Document No: C001017
GLP / GEP Yes
unpublished

Hoffmann H. | 19980 |Amidosulfuron; substance, technical AE FO75032 00 Y BCS
1D99 0004 Explosive properties
Generated by: Aventis Research & Technologies GnmbH
& Co KG;

Document No: C001018
GLP / GEP Yes

unpublished
Klais O., Rexer1994ac |Hoe 075032 substance, technical (code: Hoe 076032 Y BCS
K. ZD93 0001) Determination of oxidising properties

Generated by: Hoechst Schering AgrEvo GmbH;
Research Formulations Frankfurt

Document No: A52702

GLP / GEP No

unpublished

Kocur J. 1989a |Hoe 075032 substance, technical Colour Y BCS
Generated by: Hoechst AG; GB C / Forschung
Formulierung

Document No: A40679

GLP / GEP No

unpublished
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/NR

Owner

Kocur J.

1989c

Hoe 075032 substance, technical Odour
Generated by: Hoechst AG; GB C / Forschung
Formulierung

Document No: A41148

GLP / GEP No

unpublished

Y

BCS

Kocur J.

1989d

Hoe 075032 substance, technical Physical form
Generated by: Hoechst AG; GB C / Forschung
Formulierung

Document No: A40686

GLP / GEP No

unpublished

BCS

Kocur J.,
Rexer K.

1989c

Hoe 075032 substance, pure Colour
Generated by: Hoechst AG; GB C / Forschung
Formulierung

Document No: A41818

GLP / GEP No

unpublished

BCS

Kocur J.,
Rexer K.

1989d

Hoe 075032 substance, pure Odour
Generated by: Hoechst AG; GB C / Forschung
Formulierung

Document No: A41819

GLP / GEP No

unpublished

BCS

Kocur J.,
Rexer K.

1989e

Hoe 075032 substance, pure Physical form
Generated by: Hoechst AG; GB C / Forschung
Formulierung

Document No: A41822

GLP / GEP No

unpublished

BCS

Muehlberger
B., Eyrich U.

2004a

AE F075032 UV / VIS spectral data and molar
extinction coefficient
Code: AE F075032 00 1D99 0013

Generated by: Bayer CropScience GmbH, Frankfurt,

DEU;

Document No: C045777
GLP / GEP Yes
unpublished

BCS
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/NR

Owner

Muehlberger
B., Lemke G.

2004c

AE F075032, amidosulfuron Water solubility at pH4,
pH7 and pH9 (flask method)

Generated by: Bayer CropScience, Frankfurt, DEU;
Document No: C045907

GLP / GEP Yes

unpublished

Y

BCS

Muehlberger
B., Wiche A.

2004a

AE F075032 (amidosulfuron) Partition coefficieit
octanol / water Code: AE FO75032 (amidosulfuron)
Generated by: Bayer CropScience GmbH, DEU; Pro
Technology - Analytics Frankfurt

Bayer CropScience GmbH, DEU; Product Technolog
Analytics Frankfurt

Document No: C044973

GLP / GEP Yes

unpublished

duct

BCS

Rose

1993b

Assessment of the reactivity of organic moleculéh w
OH-radicals of the troposphere by the method of
Atkinson (1988)

Generated by: Hoechst AG; Abteilung Umweltschutz
Document No: C002027

GLP / GEP No

unpublished

BCS

Sarafin R.,
Winterscheidt
G.

1989a

Mass-spectrum

Generated by: Hoechst AG; GBC-Analytisches
Laboratorium

Document No: A39855

GLP / GEP No

unpublished

BCS

Sarafin R.,
Zeisberger E.

1989a

Infrared (IR) absorption-spectrum

Generated by: Hoechst AG; GB C / Produktentwicgly
Oekologie 1

Document No: A40147

GLP / GEP No

unpublished

BCS

Schollmeier M

1993a

Structure elucidation of a hydrolysis degradatthef
sulfonylurea Amidosulfuron (Hoe 075032)

Generated by: Hoechst AG; GB C / Produktentwicgly
Oekologie 1

Document No: A51873

GLP / GEP No

unpublished

BCS
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Title Data |Owner
Author(s) Year Source (where different from company) Protectio
Company, Report No n

GLP or GEP status (where relevant), Claimed
Published or not
Y/N-
R/NR

Schollmeier |1992a |Hoe 075032 Determination of Abiotic Hydrolysisaas Y BCS
M., Britten 1. Function of pH (Hoe 075032 00 ZB98 0001)
Generated by: Hoechst AG; GB C / Produktentwicglyn
Oekologie 1
Document No: A47707
GLP / GEP Yes
unpublished

Schollmeier | 1992i Hoe 075032 Determination of Abiotic Hydrolysisaas Y BCS
M., Eyrich U. Function of pH (Hoe 075032 00 ZB98 0001)
Generated by: Hoechst AG; GB C / Produktentwicglyn
Oekologie 1
Document No: A48869
GLP / GEP Yes
unpublished

Schumann C. | 1989a | NMR-spectroscopic data Y BCS
Generated by: Hoechst AG; GBC-Analytisches
Laboratorium

Document No: A39960

GLP / GEP No

unpublished

Smeykal H. 2004e | Melting point Boiling point Thermal stability Y BCS
Amidosulfuron Code: AE FO75032 00 1D99 0013
Generated by: Siemens AG, Frankfurt, Germany;
Bayer CropScience GmbH, DEU; Product Technology -
Analytics Frankfurt
Document No: C045781
GLP / GEP Yes
unpublished

7.2 Human health hazard assessment

Title Data Owner
Author(s) Year Source (where different from company) | Protection
Company, Report No Claimed

GLP or GEP status (where relevant),
Published or not Y/N-R/NR
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data

Protection

Claimed

Y/N-R/NR

Owner

Allday; D.E.

1988a

Metabolism and pharmacokinetics in male and
female rats after a single oral administration of
500 mg/kg body weight

Y

Hoechst Pharmaceutical Research Laboratories,

Buckingshamshire, UK, Report No.
DA1D040489

GLP

not published

BCS

Allday; D.E.

1988b

Metabolism and pharmacokinetics in male rats

following oral administration of testsubstance |at

a concentration of 10 000 ppm in food

Hoechst Pharmaceutical Research Laboratories,

Buckingshamshire, UK, Report No.
DA1D260589

GLP

not published

BCS

Allday; D.E.

1990

Metabolism and pharmacokinetics in male and
female rats after a single intravenous
administration of 10 mg/kg body weight

Hoechst Pharmaceutical Research Laboratories,

Buckingshamshire, UK, Report No.
DA1D040790

GLP

not published

BCS

Allen, T. R.;
Braunhofer, P.
G.; Frei, T;
Luetkemeier,
H.;
Biedermann,
K.; Springall,
C.J.

1993

52-week oral toxicity (feeding) study with Hoe

075032 substance technical (Code: Hoe 075032

OH ZC97 0001) in the dog
RCC Research and Consulting Company LTD.,
Switzerland

RCC Project No. 310375
GLP

not published

BCS

Baeder, Ch.

1988a

Hoe 075032 — substance technical (Code: Hae
075032 OH ZC97 0001): Testing for
embryotoxicity in the Wistar rat after oral
administration (Limit test)

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 89.0318

GLP

not published

BCS

112



CLH Report For Amidosulfuron

Title Data Owner
Author(s) Year Source (where different from company) | Protection
Company, Report No Claimed
GLP or GEP status (where relevant),
Published or not Y/N-R/NR
Baeder, Ch. 1988b | Hoe 075032 — substance technical (Code: Hae Y BCS
075032 OH ZC97 0001): Testing for
embryotoxicity in the Himalayan rabbit after oral
administration (Limit test)
Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 89.0319
GLP
not published
Baeder, Ch. 1990 Hoe 075032 - substance technical (Code: Hoe Y BCS
075032 00 ZC94 0001): Testing for
embryotoxicity and effects on post-natal
development in Wistar rats after oral
administration (Limit test)
Pharma Development Toxicology, Hoechst AG,
Report No. 91.0382
GLP
not published
Brunk, R. 1988 Hoe 075032 — technical substance (Code: Hae Y BCS
075032 OH ZC97 0001). Testing for toxicity by
repeated oral administration to Beagle dogs for 1
month (Range-finding-Test)
Pharma Research Toxicology and Pathology,
Hoechst AG, Study No. 88.1275
GLP
not published
Brunk, R. 1989 Hoe 075032 — technical substance (Code: Hae Y BCS
075032 OH ZC97 0001). Testing for toxicity by
repeated oral administration to Beagle dogs (8-
month feeding study)
Pharma Research Toxicology and Pathology,
Hoechst AG, Study No. 87.1462
GLP
not published
Diehl, K.-H.; |1987e Hoe 075032 — substance technical: Testing for Y BCS
Leist, K.-H. acute intraperitoneal toxicity in the male and

female Wistar rat

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1895

GLP

not published
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protection
Claimed

Y/N-R/NR

Owner

Diehl, K.-H.;
Leist, K.-H.

1987a

Hoe 075032 — substance technical: Testing for Y

acute oral toxicity in the male and female Wis
rat

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1897

GLP

not published

tar

BCS

Diehl, K.-H.;
Leist, K.-H.

1988a

Hoe 075032 — active ingredient technical:
Testing for acute oral toxicity in the male and
female NMRI mouse

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.0477

GLP

not published

BCS

Diehl, K.-H.;
Leist, K.-H.

1988b

Hoe 075032 — substance technical: Testing far Y

acute dermal toxicity in the male and female
Wistar rat

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1896

GLP

not published

BCS

Diehl, K.-H.;
Leist, K.-H.

1987b

Hoe 075032 — substance technical: Testing fc

primary dermal irritation in the rabbit

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1889

GLP

not published

<

BCS

Diehl, K.-H.;
Leist, K.-H.

1987c

Hoe 075032 — substance technical: Testing fqg

primary eye irritation in the rabbit

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1898

GLP

not published

<

BCS

Diehl, K.-H.;
Leist, K.-H.

1987d

Hoe 075032 — substance technical: Testing fc

sensitising properties in the Pirbright-White
guinea pig in a maximisation test

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.0476

GLP

not published

<

BCS
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data

Protection

Claimed

Y/N-R/NR

Owner

Diehl, K.-H.;
Leist, K.-H.

1988c

Hoe 075032 — substance technical (Code: Hoe
075032 OH ZC97 0001). Subchronic oral
toxicity — dose range finding — (28-day feeding
study) in the wistar rat

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 87.1457

GLP

not published

Y

BCS

Diehl, K.-H.;
Leist, K.-H.

1988d

Hoe 075032 — substance technical (Code: Hoe
075032 OH ZC97 0001). Subchronic oral
toxicity — dose range finding — (28-day feeding
study) in the NMRI mouse

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 87.1456

GLP

not published

BCS

Dotti, A.;
Kinder, J.;
Biedermann,
K.; Springall,
Cc.J.

1992b

Hoe 075032 — substance technical (Code: Hae
075032 00 ZC95 0001): Two-generation
reproduction study in the rat

RCC, Research and Consulting Company, AG,
Switzerland, Report No. 243268
GLP

not published

BCS

Dotti, A.;
Probst, D.;
Luetkemeier,
H; Schlotke,
B.;
Biedermann,
K.

1992a

Hoe 075032 — substance technical (Code: Hae
075032 00 ZC96 0002): combined chronic
toxicity/oncogenicity (feeding) study in the rat
RCC, Research and Consulting Company Ltd,
CH, RCC Project No. 238768
GLP

not published

BCS

Ehling, G.

2004a

Inhouse historical control data, Wistar rat, for
study report no. 89.0318 (Baeder, Ch., 1988);
Hoe 075032 (Amidosulfuron) rat embryotoxicity
study on finding: individual scull bones — slight
or non-ossification

Aventis Pharma Deutschland GmbH,
Report no. C 048111

not published

AVN-
DE
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Title Data Owner
Author(s) Year Source (where different from company) | Protection
Company, Report No Claimed
GLP or GEP status (where relevant),
Published or not Y/N-R/NR
Ehling, G. 2004b Inhouse historical control data, Himalayan Y AVN-
rabbit, for study report no. 89.0319 (Baeder, Ch., DE
1988): Hoe 075032 (Amidosulfuron) rabbit
embryotoxicity study on finding: at £3horacic
vertebra — short or normally long — uni- or
bilateral
Aventis Pharma Deutschland GmbH,
Report No. C048110
not published
Gutierrez, L. | 2002 Amidosulfuron {‘C-AE F075032): repeat oral Y BCS
low dose ADME study in the rat
Bayer CropScience, France; Report No. SA
02220
GLP
not published
Heidemann, A, 1989 Hoe 075032 — substance technical (Code: Hae Y BCS
075032 OH zZC94 0001)
Chromosome aberration assay in human
lymphocytes in vitro
CCR Cytotest Cell Research GmbH & Co. KG,
CCR Project No. 134605
GLP
not published
Hofmann, T; |1992 Hoe 075032; substance technical. Code: Hoe Y BCS
Bube, A. 075032 OH zC97 0001.
Testing for subchronic inhalation toxicity (21
applications within 29days) in male and female
Wistar rats
Pharma Development Toxicology, Hoechst AG,
Report No. 91.0129
GLP
not published
Hofmann, T.; | 1988 Hoe 075032 — active ingredient technical: Y BCS
Jung, R. Testing for acute dust inhalation toxicity in the
male and female SPF Wistar rat 4-hours.C
Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.0044
GLP
not published
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Author(s)

Year

Title

Source (where different from company) | Protection

Company, Report No
GLP or GEP status (where relevant),

Published or not Y/N-R/NR

Data

Claimed

Owner

Johnson, C.

1987

Metabolism and pharmacokinetics in male and
female rats after a single oral administration of
10 mg/kg body weight

Y

Hoechst Pharmaceutical Research Laboratories,

Buckingshamshire, UK, Report No.
CJ1D280188

GLP

not published

BCS

Miuller, W.

1988a

Hoe 075032 — substance technical (Code: Hoe
075032 OH zC97 0001)

Study of the mutagenic potential in strains of
Salmonella typhimurium (Ames test) and
Escherichia coli

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 87.1825

GLP

not published

BCS

Mdaller, W.

1988b

Hoe 075032 — substance technical (Code: Hae
075032 OH zZC97 0001)
Detection of gene mutations in somatic cells in
culture: HGPRT-test with V79 cells

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1636

GLP

not published

BCS

Miller, W.

1988c

Evaluation of Hoe 075032 — substance technical Y

(Code: Hoe 075032 OH ZC97 0001) in the
unscheduled DNA synthesis test in mammalian
cells in vitro

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.0365

GLP

not published

BCS

Miller, W.

1987

Hoe 075032 — substance technical (Code: Hae
075032 OH ZC96 0001): micronucleus test in
male and female NMRI mice after oral
administration

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 87.1807

GLP

not published

BCS
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data

Protection
Claimed

Y/N-R/NR

Owner

Pelcot, C.

2003

Skin sensitization test in guinea pigs (Accordi
to Magnusson and Kligman)

CIT, BP 563, France

Report No. 21760 TSG

GLP

not published

ng

Y

BCS

Schollmeier,
U.; Leist, K.-
H.

1989a

Hoe 075032 — substance technical (Code: Hge

075032 OH ZC97 0001). Subchronic oral
toxicity (13-week feeding study) in the Wistar
Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1387

GLP

not published

rat

BCS

Schollmeier,
U.; Leist, K.-
H.

1989b

Hoe 075032 — substance technical (Code: Hae

075032 OH ZC97 0001). Subchronic oral
toxicity (13-week feeding study) in the NMRI
mice

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 88.1386

GLP

not published

BCS

Schollmeier,
U.; Leist, K.-
H.

1989c

Hoe 075032; substance technical. Code: Hoe
075032 00 ZC97 0001.

Cumulative dermal toxicity (5 treatments in 8
days) in the male and female Wistar rat
Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 89.0252

GLP

not published

BCS

Schollmeier,
U.; Leist, K.-
H.

1990

Hoe 075032; substance technical. Code: Hoe
075032 OH ZC97 0001.

Subchronic dermal toxicity (21 treatments in 30

days) in the Wistar rat

Pharma Research Toxicology and Pathology,
Hoechst AG, Report No. 90.1139

GLP

not published

BCS
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Title Data Owner
Author(s) Year Source (where different from company) | Protection
Company, Report No Claimed
GLP or GEP status (where relevant),
Published or not Y/N-R/NR
Tennekes, H.; | 1992 Hoe 075032 — substance technical (Code: Hae Y BCS
Janiak, T.; 075032 00 ZC96 0002): oncogenicity (feeding)
Stucki, H. P.; study in mice
Probst, D.; RCC, Research and Consulting Company Ltd,
Luetkemeier, CH, RCC Project No. 238770
H.; Vogel, O.; GLP
Armstrong, J. not published
M.; Heusner,
W.;
Biedermann, K
Till, C.P 1988 Metabolism and pharmacokinetics in male and Y BCS
female rats after a single oral administration of
100 mg/kg body weight
Hoechst Pharmaceutical Research Laboratories,
Buckingshamshire, UK, Report No.
CT1D220788
GLP
not published
Till, C.P 1992 Metabolism in rats following single oral Y BCS

administration of test substance at a dose lev
500 mg/kg body weight

Hoechst Pharmaceutical Research Laborator
Buckingshamshire, UK, Report No.
CT1D021092

GLP

not published

el of

€s,
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7.3 Environmental hazard assessment

7.3.1 Fate and Behaviour in the environment

Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/IN-
R/NR

Owne

Dorn R.

2001

Degradation and metabolism of amidosulfuron (AE
FO075032) in one soil under standard conditions

Generated by: SLFA Neustadt, DEU;
Document No: C012457

GLP / GEP Yes

unpublished

Yes

BCS

Erzgraeber B.

2001

Kinetic evaluation of the aerobic soil metabolishA&
FO75032 in different soils using TopFit 2.0 Cod&
FO075032, AE F101630, AE F128870

Generated by: Aventis CropScience GmbH, DEU;
Environmental Risk Assessment, Frankfurt

Document No: C014079
GLP / GEP No
unpublished

Yes

BCS

Gildemeister
H.

1992

Hoe 075032-14C Anaerobic soil Metabolism

Generated by: Hoechst AG; GB C / Produktentwicflu
Oekologie

Document No: A48777
GLP / GEP Yes
unpublished

Yes

>

BCS

Gildemeister
H.

1993

Hoe 075032-14C, Degradation kinetics in soil SLV
under aerobic conditions

Generated by: Hoechst AG; GB C / Produktentwicflu
Oekologie 1

Document No: A49610
GLP / GEP Yes
unpublished

Yes

>

BCS

Gildemeister
H.

1993

Hoe 075032-14C, Degradation kinetics in a silt and
loam soil under aerobic conditions

Generated by: Hoechst AG; GB C / Produktentwicgflu
Oekologie 1

Document No: A49611
GLP / GEP Yes

unpublished

Yes

>

BCS
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/NR

Owne

Gildemeister
H., Jordan H.-
J.

1989

Hoe 075032-14C Photodegradation on Soll

Generated by: Hoechst AG; GB C / Produktentwicglu
Oekologie 1

Document No: A40582
GLP / GEP Yes
unpublished

Yes

=}

BCS

Gildemeister
H., Rockmann
S.

1989a

Hoe 075032-14C Photodegradation in water
Generated by: Hoechst AG; GB C / Produktentwicflu
Oekologie 1

Document No: A40662

GLP / GEP Yes

unpublished

Yes

>

BCS

Goerlitz G.

1990

Hoe 075032 Adsorption/Desorption in the System
Soil/Water

Generated by: Hoechst AG; GB C / Produktentwicflu
Oekologie 1

Document No: A44733
GLP / GEP Yes
unpublished

Yes

>

BCS

Knoch E.

2000a

Degradability and fate of amidosulfuron in the agua
environment (water / sediment system)

Generated by: Institut Fresenius Chem.und Bidlad.
GmbH; Isotope Laboratory

Document No: C009793

GLP / GEP Yes

unpublished

Yes

BCS

Moendel M.

2001a

Adsorption/desorption of amidosulfuron (AE FO75082
three different soils

Generated by: SLFA Neustadt, DEU;
Document No: C012456

GLP / GEP Yes

unpublished

Yes

BCS

Noack M.,
Wolf U.,
Noack U.

1991c

Biological degradability of Hoe 075032 in a modifie
Sturm test in accordance with the OECD Guideling BC
for Testing Chemicals of 19 September 1984
Generated by: Dr.U.Noack-Laboratorium fuer
Angewandte Biologie;

Document No: A54662

GLP / GEP Yes

Yes

unpublished

BCS
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/NR

Owne

Purghart V.

2003

Amidosulfuron (AE FO75032): Soil photolysis

Generated by: Springborn Smithers Laboratories
(Europe) AG, CHE;

Document No: C031983
GLP / GEP Yes
unpublished

Yes

BCS

Rose

1993

Assessment of the reactivity of organic moleculéh w
OH-radicals of the troposphere by the method of
Atkinson (1988)

Generated by: Hoechst AG; Abteilung Umweltschutz
Document No: C002027

GLP / GEP No

unpublished

Yes

BCS

Schollmeier
M., Britten |I.

1992a

Hoe 075032 Determination of Abiotic Hydrolysisaas
Function of pH (Hoe 075032 00 ZB98 0001)
Generated by: Hoechst AG; GB C / Produktentwicglu
Oekologie 1

Document No: A47707

GLP / GEP Yes

unpublished

Yes

=}

BCS

Schollmeier

M., Eyrich U.

1992

Hoe 075032 Determination of Abiotic Hydrolysisaas
Function of pH (Hoe 075032 00 ZB98 0001)
Generated by: Hoechst AG; GB C / Produktentwicgflu
Oekologie 1

Document No: A48869

GLP / GEP Yes

unpublished

Yes

>

BCS

Sochor H.

1999

Amidosulfuron water dispersible granula 750 g/kg
(Code: AE FO75032 00 WG75 A109) Investigation of
the dissipation of AE FO75032 00 WG75 A109 in soill
under field conditions

Generated by: Hoechst Schering AgrEvo GmbH;
Rueckstaende und Verbrauchersicherheit, Frankfurt

Document No: C003109
GLP / GEP Yes

Yes

unpublished

BCS
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Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/NR

Owne

Till C.P.

1989

Hoe 075032-14-C Kinetics and Metabolism in sotiemn
aerobic conditions at an application rate of 0.@gkg-1
(Part 1)

Generated by: Hoechst UK;
Document No: A40368

GLP / GEP Yes
unpublished

Yes

BCS

Till C.P.

1991

Hoe 075032-14-C Kinetics and Metabolism in Sandy
Clay Loam SCL(F) under aerobic conditions at an
application rate of 0.06 mg kg-1

Generated by: Hoechst UK;
Document No: A46505

GLP / GEP Yes
unpublished

Yes

BCS

Till C.P.

1991

Hoe 075032-14-C Kinetics and metabolism in loamy
sand LS 2.2 under aerobic conditions at 10° Cedraoh
application rate of 0.06 mg kg-1

Generated by: Hoechst UK;
Document No: A46546

GLP / GEP Yes
unpublished

Yes

BCS

7.3.2 Aquatic Toxicity

Author(s)

Year

Title

Source (where different from company)
Company, Report No

GLP or GEP status (where relevant),
Published or not

Data
Protectio
n
Claimed

Y/N-
R/INR

Owner

Boeri Robert
L.

1989f

Static acute toxicity of sample number HoBAB2 to the
sheepshead minnoWyprinodon variegatus
Generated by: Enseco, USA;

Document No: A40984

GLP / GEP Yes

unpublished

Yes

BCS

123



CLH Report For Amidosulfuron

Author(s) Year Title Data Owner
Source (where different from company) Protectio
Company, Report No n
GLP or GEP status (where relevant), Claimed
Published or not
Y/N-
R/NR
Fischer R. 1987af | The Effect of Hoe 075032 - suizstatechnical Yes BCS
(Identification code : Hoe 075032 OH ZC98 0001) to
Salmo gairdner{Rainbow trout) in a Static-Acute
Toxicity Test (Sg365/b, method BBA)
Generated by: Hoechst AG; Pflanzenschutz Forschunpg
Biologie
Document No: A35829
GLP / GEP Yes
unpublished
Fischer R. 1991d | Hoe 075032 - substance, techifitaé 075032 00 ZCOUYes BCS
0001) Effect tdSalmo gairdner(Rainbow trout) in a 21
day Prolonged Toxicity Test (method OECD)
Generated by: Hoechst AG; GB C / Produktentwicglun
Oekologie 1
Document No: A45487
GLP / GEP Yes
unpublished
Fischer R. 1987ag| The Effect of Hoe 075032 - suiestatechnical Yes BCS
(Identification code : Hoe 075032 OH ZC96 0001) to
Daphnia magngWaterflea) in a Static-Acute Toxicity
Test (method EPA)
Generated by: Hoechst AG; Pflanzenschutz Forschupg
Biologie
Document No: A37699
GLP / GEP Yes
unpublished
Fischer R., |1988a | The Effect of Hoe 075032 - substance, teahnic Yes BCS
Schulze E.-F. (Identification code : Hoe 075032 OH ZC96 0001) to
Lepomis macrochiru@Bluegill sunfish) in a Static-Acute
Toxicity Test (method EPA)
Generated by: Hoechst AG; Pflanzenschutz Forschunpg
Biologie
Document No: A38908
GLP / GEP Yes
unpublished
Fischer R., |1988b | The Effect of Hoe 075032 - substance, teahnic Yes BCS
Schulze E.-F. (Identification code : Hoe 075032 OH ZC96 0001) to
Daphnia magngWaterflea) in a Static-Acute Toxicity
Test (method OECD)
Generated by: Hoechst AG; Pflanzenschutz Forschunpg

Biologie
Document No: A38705
GLP / GEP Yes

unpublished
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Author(s) Year Title Data Owner
Source (where different from company) Protectio
Company, Report No n
GLP or GEP status (where relevant), Claimed
Published or not
Y/N-
R/NR
Fischer R., |1988c | The Effect of Hoe 075032 - substance, teahnic Yes BCS
Schulze E.-F. (Identification code : Hoe 075032 OH ZC96 0001) to
Scenedesmus subspica@ldODAT (Green alga) in a
Growth Inhibition Test (method OECD)
Generated by: Hoechst AG; Pflanzenschutz Forschunpg
Biologie
Document No: A38704
GLP / GEP Yes
unpublished
Heusel R. 1991cz| Hoe 075032 - substance, tech(iitaé 075032 00 ZCOUYes BCS
0001) Effect tddaphnia magngWaterflea) in a 21-day
Reproduction Test (method OECD)
Generated by: Hoechst AG; GB C / Produktentwicglun
Oekologie 1
Document No: A46125
GLP / GEP Yes
unpublished
Morrow J. E., |1993a Technical Hoe 075032 (Hoe 075032 00 ZD99. P00 |Yes BCS
Ward G. S. Acute toxicity to duckweed.emna gibbaG3, under
Static test conditions
Generated by: Toxikon Environmental Sciences;
Document No: A49587
GLP / GEP Yes
unpublished
Sowig P. 2002ag| Duckweetdgmna gibbaG3) growth inhibition test with| Yes BCS
recovery phase AE F075032 substance, technicde(
AE F075032 00 1D99 0013
Generated by: Bayer CropScience GmbH, DEU;
Ecotoxicology, Frankfurt
Document No: C025093
GLP / GEP Yes
unpublished
Sowig P., 1999aj | Amidosulfuron (prov. approved ISO) substance, tesdir| Yes BCS
Weller O., Code: AE FO075032 00 1 D99 0004 Algal growth
Gosch H. inhibition - Navicula pelliculosa

Generated by: Hoechst Schering AgrEvo GmbH;
Entwicklung Umweltforschung, Frankfurt
Document No: C001109

GLP / GEP Yes

unpublished
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