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&
CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION &\00\
PRODUCTS %&@\
&

Introduction S

&y

Commission Directive 2001/99/EC included glyphosate as an active substance in Annex I to @@1011
Directive 91/414/EEC. Following a peer review organised by the European Commission, glyphﬁ%aie was
included in Annex I of Council Directive 91/414/EEC with Commission Directive 2001/99/§C centering
into force on 01% July 2002. According to Regulation (EU) No 540/2011, glyphosate gg“ deemed for
approval under Regulation (EC) No 1107/2009 as well. O\N‘O S
\~ ®) @

In agreement with Article 4 of Regulation (EC) No 1141/2010 Monsanto Europg\% 4&4@ V. (now Bayer
Agriculture BV) on behalf of the then European Glyphosate Task Force SL}Ol’xm?t@ﬁ an application to
Germany as RMS and Slovakia as Co-RMS notifying the intention to renc—;gw&l@ existing approval of
glyphosate on 24™ March 2011 during the AIR 2 process. A collective sg&plﬁn@ntary dossier from the
Glyphosate Task Force comprising 24 applicants was submitted on 25" l\é;%@?()

On 12" November 2015, the European Food Safety Authority (EFSA@L@@ed its conclusions on the peer
review of the pesticide risk assessment of the active substance glypéiﬁ&@t@@m the framework of the renewal
of the approval under Commission Regulation (EU) No 1141/20 k@(@EE@SA Journal 2015;13(11):4302)".

@ S”
EFSA was requested by the European Commission (EC) to @3&1‘3@ available information on the potential
endocrine activity of the pesticide active substance glyphqga(f%\n@ccordance with Article 31 of Regulation
(EC) No 178/2002. The assessment concluded that the We&@ysof evidence indicates glyphosate does not
possess endocrine disrupting properties via oestrogen, 3ﬁ(215’0g%n thyroid or steroidogenesis modes of action
based on a comprehensive database available in the ﬁgﬁegk)gy area.

\ Q)
On 17" March 2016, the rapporteur Member Stag@, Qesmany, submitted a dossier to the European Chemical
Agency for harmonised classification and labﬁgﬁgo%f the substance glyphosate. The proposal document
was prepared in accordance with Article 37\@]‘;&%@ﬂatlon (EC) No 1272/2008 of the European Parliament
and of the Council. N > &
\\ y\\@fo

The Committee for Risk Assessme@é&fg@) assessed the hazards presented by glyphosate against the
criteria in the Classification, Labell:ﬁ]g‘an%l Packaging Regulation®. The RAC concluded that the available
scientific evidence did not meegﬁl;@ griteria in the CLP Regulation and that glyphosate would not be
classified as possessing ST\@T\@ @f)emﬁc target organ toxicity), carcinogenicity, mutagenicity or

reproductive toxicity. ,\@Q SNE
N Q &)

,
/7@

SISy
The AIR 2 process at. cﬁ[@fl@v\el concluded that it has been established with respect to one or more
representative uses of"§ Q%s(f one plant protection product containing the active substance glyphosate that
the approval criteria ed for in Article 4 of Regulation (EC) No 1107/2009 are satisfied. Thus, the
approval criteria of @erﬁbnstratmg a safe use were deemed to be satisfied. It was therefore appropriate to
renew the active sgﬁ’giﬁnce glyphosate®. Glyphosate was renewed (date of approval) on 16" December 2017
with the explraté&h@f approval set up for 15" December 2022.

N
! C@?lc}ﬁgon on the peer review of the pesticide risk assessment of the active substance glyphosate in the framework of the renewal
approval under Commission Regulation (EU) No 1141/2010; EFSA Journal 2015;13(11):4302, 107 pp;
o&@ 0.2903/j.efsa.2015.4302.
0 RAC Opinion proposing harmonised classification and labelling at EU level of glyphosate (ISO); N (phosphono-methyl)glycine.
¥ \Q\%LH 0-0000001412-86-149/F. Adopted 15 Mar 2017.
\QQ}(OSQ\\@ 3 COMMISSION IMPLEMENTING REGULATION (EU) 2017/2324.
& &3
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Bayer Agriculture BVBA* submits the dossier on behalf of the Glyphosate Renewal Group (GRG) for the
AIR 5 process.

&
In the frame of the pre-submission meeting held between the GRG and the Assessment Group @%
Glyphosate (AGG) on 27" September 2019, the AGG provided a reference document to GRG ogb\\the
process to be considered when summarizing studies from past submissions in the June 2020 @@Val
dossier. @ @0
KN
In 1995, glyphosate active substance dossiers were submitted by both task force and 1nd1v1d1ﬁ£§z>mpames
comprising a total of 19 applicants. The majority of applicants of the 1995 submissions di’%\ﬁ’ot join the
2012 Glyphosate Task Force (GTF) nor the GRG submitting the AIR 5 dossier in 20%) "EhgﬁGRG was not
able to get access to a total of 46 study reports from three companies that were parﬁo&@tlg@ submissions in
1995 (for details please refer to the Document B, Doc ID: 110054-B-GRG_Jun é@% , because some of
the companies involved in the submissions in 1995 have subsequently been ac w@w/merged with other
companies or have since exited the market. Therefore, the GRG contacted Geﬁh@i&s the former RMS for
glyphosate to discuss options available in order for AGG to get access to al&s@ 46 study reports. A list of
all these studies was sent to BVL (letter from 03" March 2020). BVL regbﬁgéz’ %@chls request on 24" March
2020, advising the AGG to send a “request for administrative assi gée&Art 39 of Regulation (EC)
No. 1107/2009)” to the BVL. Then, BVL will forward the respectm{&e s‘mﬁ‘es directly to the AGG. In the
present AIR 5 Dossier, information on those inaccessible studies hﬁi&@ én summarised based on the 2000
monograph documents® and are identified (as Category 4a and 4% «mﬁ’ie present AIR 5 dossier’. In these
cases, GRG was unable to provide updated Appendix E summ@r@s@e to lack of access to these studies.
0 & ()
A number of new regulatory studies, generated after the p;gé\/@)@GEU renewal process and/or not previously
submitted at EU level, are presented as part of the dat a,§'kgge of this AIR 5 dossier. To date, those new
studies have not been peer-reviewed at EU level (p]@@g} g\e‘fer to the Application document Rev 2 Dated
May 2020 — Document F, Doc ID: 110054-F- GRGQﬁgh 20).

S N
A literature search for the active substance gl éf:e%ad;g and metabolites was performed in accordance with
the provisions of the EFSA Guidance “S sion of scientific peer-reviewed open literature for the

approval of pesticide active substances ulg& Jﬁﬁé\gulatlon (EC) 1107/2009” and according to the updated
Appendix to this Guidance document®, @l%e fg‘ﬁentlﬁc literature review was performed for the period of
01% January 2010 until 31% December@(ﬁ”\%\please refer to M-CA Section Toxicology (Doc ID: 110054-
MCA7_GRG Jun 2020. The 1denﬁTL Stelevant and reliable articles are presented as appendix E
summaries in the M-CA Sectlon(z‘ @1@ ogy. For further detailed information on the Literature Review
Report (LRR) and the correspog)xiil@ &valuation, please refer to M-CA Section 9 “Literature”. In the frame
of the pre-submission meetl%\hgfdfbn 27" September 2019, the AGG provided a reference document to
GRG on the process to be cﬁn\sld@red when presenting literature in the June 2020 submission dossier’.

N

bo &

During the former EU,@g)éegSes public literature data was evaluated, listed and reported by the RMS. An

appendix, containing mibg?latlon about all previously submitted and/or included public literature articles

from the former EU Q&SS is presented, for sake of completeness, as Annex to the M-CA section 7 (see
doc 110054- MCA7@ G Jun_2020).

&

Q\ &

>
4 Due to the B@ye@Monsanto acquisition in 2018, the legal entity name Monsanto Europe S.A./N.V. has been changed to Bayer

Agricultugs
5 AGG Aeﬁ/@ to GTF2_Literature search_Final Oct 2019 “HOW TO SUMMARISE STUDIES IN DOSSIERS FROM 1998
AND @)IN THE DOSSIER TO BE SUBMITTED JUNE 2020”
6 Mon&gga%h and Addendum to the monograph EU 2001: Glyphosate monograph
7 I@%&%IR 5 dossier, in each M document, a category has been assigned to each regulatory study included in the AIR 5 dossier
&ﬁ%ﬁietalls please refer to the Doc ID: 110054-B-GRG_Jun_2020).
& Administrative guidance on submission of dossiers and assessment reports for the peer-review of pesticide active substances

Oﬁproved 27 March 2019 (doi: 10.2903/sp.efsa.2019.EN-1612)
&7 AGG_Advice to GTF2_Literature search_Final Oct 2019 “ADVICE TO GTF2: HOW TO PRESENT THE LITERATURE

SEARCH IN THE DOSSIER TO BE SUBMITTED JUNE 2020”
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\OQ\
Table 7-1: Information on MON 52279 {\QS'
&
S
Product name and code MON 52279 &
NS)
. NN
Formulation type Soluble concentrate [Code: SL] AQQ O§
. . > &
Active substance(s) (incl. content) Glyphosate; 360 g/L @fb 5\\&
. .. O &
Function Herbicide X S
3 : OQ(A '\\S\m
Product already evaluated as the ‘representative §>‘ U@
formulation’ during the approval of the active | Yes @&. & §
substance(s) Q\g\ ’\Q’sz?b
. . @ RSy
Product previously evaluated in another MS Yes & &>
according to Uniform Principles § Q@Q@Q
2
* Information on the detailed composition of MON 52276 can be found in the Co@ggﬁ(ﬁ%@%ection (See: Doc J CP: Doc
ID: 110054-JCP_GRG_Jun_2020) NS
\Q \(b' \QI
PN
ESE
& N
§ qu} &&
Justified proposals for classification and labelling O& (§° §®
\

() @)
According to the criteria given in Regulation (EC) No. 127 8 of the European Parliament and of the

Council of 16 December 2008, the following classiﬁcag%g\'\aé@ labelling with regard to toxicological data
is proposed for the preparation: Q@*\O}@ >
SIS

()
$o
Table 7-2: Justified proposals for classificatigh Q&)l}ﬁgﬂ@abelling for MON 52276 according to
Regulation (EC) No. 1272/200§\o* @& S
N

Hazard class(es), categories None

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

. N
Signal word d oﬁe&é\

S O
Hazard statement(s) &gf‘\ csﬁ e

b

9
Mo avoid risks to man and the environment, comply with the instructions for
& § |use. [EUH401]
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Table 7-3: Summary of risk assessment for operators, workers, bystanders and residents for MON ;\\OQ‘
52276 §°
E &
xposure Result PPE/ Risk mitigation measures S
Scenario S
&
No specific PPE is necessary/ MON 52276 can be }b@d
Operators Acceptable safely to operators using tractor-mounted and ha{gd- eld
. . . §,
application techniques S S
-
Workers Acceptable No specific PPE is necessary 0\}2’ Qé}é\
&Q,@”
Bystanders Acceptable None > @
) Q}'. \4
Residents Acceptable No specific PPE is necessary \Q,ﬁg 'Q\f\ b§
led)
NN >
S

No unacceptable risk for operators, workers, bystanders and residents was @f’e@ ified when the product is

. . . Q
used as intended. No specific PPE is necessary. @@%&
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Table 7-4: Critical uses and overall conclusion of exposure assessment

1 |2 3 |4 5 6 7 8 |9 10 N
N

>

Use- | Crops and F, Application Application rate PHI | Remarks: Acceptability of & .

No.! | situation Fn, (d) exposure asses

(e.g. growth Fpn (e.g. A~ S

stage of crop) |G, safener/synergist l @

Gn, Methad/ Max. Max. Water (L/ha)) D S
Gpn Kind number application L/ha &

or | (incl. (mm rate per year . critical gap for .
I1? | application interval kg as’ha min/ operatar, & \s‘Q@
technique 3 | Detween max waorker, P
applications) a) Glyphosate bystander or ;
a) per use resident

T

b) per crop/ 1§
season @ 2
mode‘y O 3

Bystander
Residents

Worker

Z
94,
3,
©
g

'and bystanders in
risk assessment

% | for plant
protection

\’§ ,;,s products; EFSA
R 2 @bo Journal

& \@@ 2014:12(10):3874

Pre emergence Spraying, a)l 2
1 of crops K LCTM b)1 s lOO—ing

@4/ .
2

ég S Guidance on the
assessment of

A exposure of

,\\Q\ \xg'@‘ operators,

. 6\ workers, residents

1 - o O .
Vegetables | F | SPevme | D13 KO Fads | 100400 | Na |2nd bystanders in
risk assessment

LCTM b) 13 28d)F & . &
&’ }{& é\\ for plant

QQ/ protection

| products; EFSA
X Joumal

(& Q?\QO\} 2014:12(10):3874

<,

Guidance on the
assessment of
& Qq $ exposure of
Gr tors,
sroudd < operators.
du'Qé)e% workers, residents

S &1\’0 a) 13 and bystanders n
4 Orchards F b%&!\y & b) 13 (28 d) ZH 20300 | & risk assessment

s
/‘{\\{0 {bgaﬁ.é‘lé\ for plant
N : :
&@anm protection
DQ* N products; EFSA
SN Joumnal
b 2014:12(10):3874

G4 O Guidance on the

I £
J\o assessment o
exposure of
NN Ground operators,
S directed, workers, residents
shielded a)1-3 and bystanders in
AR spray, b) 1-3 (284d) 25 100300 | & risk assessment
Q{U > band for plant
[~ o@@ application protection

(@)

%,
55

products; EFSA
C\ Journal
S b{b 2014:12(10):3874
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Table 7-4: Critical uses and overall conclusion of exposure assessment

1 |2 3 |4 5 6 7 |8 |o 10 9

Guidance on the
assessment of §
exposure of AQ
operators, S &
Ground workers, residents
directed, a)2(904d) and bystanders in S P
shielded b)2(904d) e IR | B risk assessment §f® ;\\§
spray for plant

protection N
products; EFS&% 3
Journal I N

3 P

NI

2014;12(18}
X/

"7

7.
/7@ .

7 | Railroad tracks | F

Invasive
species in Spot )1
89 | agriculturaland | F | treatment g) :

non-agricultural (shielded)
areas 2

oni'gel&] residents
Sstanders in

hs\k,‘ﬁssessment

;gf plant

-} protection

&| products; EFSA
S Joumal

NS 2014:12(10):3874

1 Use number(s) in accordance with the list of all intended GAPs in Part %@Seﬁﬁoﬁ% should be given in column 1
2 F: professional field use, Fn: non-professional field use, Fpn: professi@al\@d‘sﬁm-pmfessional field use, G: professional greenhouse
use, Gn: non-professional greenhouse use, Gpn: professional and n essional greenhouse use, I: indoor application
3 e.g. LC: low crops, HC: high crop, TM: tractor-mounted, HH: ha%é e >
$

S P §
Explanation for column 10 “Acceptability of exposure assessment™ (QQ’. (ob ,,O
A | Exposure acceptable without PPE/ risk mitigation m}(@*sui& \\\'Q
Further refinement and/ or risk mitigation measu@rgé‘ﬁéca’

R
- Exposure not acceptable/ Evaluation not possible” ¢ . 5

oo
w
&
S
@4 3
/ //
S @90%/‘/;

D
Q % )

9

7
s

O,

S

OOS‘
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N
X
&

B4 27 | Acute Toxicity S
\Q\%‘
Summary of acute toxicity b@\
S
The conclusions of the 2001 EU evaluation of MON 52276 (acute toxicity profile) are still relevant tgﬁhls
submission. However, a new dermal skin sensitisation study was conducted under GLP con@@ls
following the revised OECD 406 test guideline (modified Buehler: 9 applications). The new»Qgﬁmal
sensitisation study confirms the results of the previously submitted non-GLP study and tl@ g0‘01 EU
evaluation for this endpoint. &
Moreover, according to 1107/2009/EC and CLP Regulation 1272/2008, product classﬁ(}gﬁlon can be
generated by calculation or estimation based on the toxicity of the active substance an, c@?@ﬁnulants This
calculation was performed based on the details provided in Doc J-Clzf @Q@ ID: 110054-
JCP_GRG Jun_2020), and no classification was expected. The classification bzvés@}l\mon confirms thus

the negative outcomes of the skin sensitisation studies performed. Q‘O\\o @b
> O
S . :
Regarding the acute inhalation endpoint an acute inhalation study was &é?quq Qd leading to a negative
outcome. O&¢
(4
NSO
Classification by calculation confirms the negative outcome of the 3 lg%qﬁlhalatlon study performed (see
QJ Q,Q’ N
Doc J-CP). & &
N
N
Additionally, two genotoxicity studies were conducted ochﬁ@*\ mulation. However, as the in vitro

micronucleus study was considered not acceptable due to a &g%l in the historical control data, another
Q

in vitro micronucleus study is currently ongoing. 6§§ &
2L
The results are summarised in the following table: @&OQ\}@
@Q)\‘P &
& 8
Table 7.1-1 Summary of evaluation gftye udies performed on MON 52276
L&
S
Annex point Study Stu@@ E‘QGQ Substance Status Remark
LDso. oral, rat
CP 7.1.1/001 Ac“\ge 4%?[ OXICHtY | MfON 52276 | Acceptable | >5000 mg/kg bw
Not classified
$ Am@xDennal LDso, dermal, rat
CP 7.1.2/001 §I\' gxicity (OECD MON 52276 | Acceptable | >5000 mg/kg bw
$02) Not classified

> Acute Inhalation
Toxicity (OECD MON 52276 | Acceptable

LCso >5.25 mg/L

CP 7.1.3/001 Not classified

403)
CP 7.1.4/001 Slen neitalion MON 52276 | Acceptable | Non irritant
A (OECD 404) cceptable on irritan
Eye irritation 5,
CP 7.1.5/001 (OECD 405) MON 52276 | Acceptable | Non irritant

Skin Sensitisation MON 52276 | Acceptable | Non sensitising

@1,
CP 7.1.6/00¥
Gt

K (OECD 406)
S Skin Sensitisati Not
o 0 n Sensitisation [ -
CP g\&gfﬁoz (OECD 406) MON 52276 RECERHIE Non sensitising
NN
& < Bacterial Reverse
R oy 2 5 utation Assa cceptable on genotoxic
@bpﬁn/om I 2016 | Mutation Assay MON 52276 | Acceptable | Non g i
NS (OECD 471)
.@Q S
SIS
o ¥
S
N
&
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X
Table 7.1-1 Summary of evaluation of the studies performed on MON 52276 S
S
5
Annex point Study Study type Substance Status Remark S
&

In Vitro Q§\; chﬂ‘ '
cp7.1.7002 | i} 2016 Mammalian Cell = 1o\ 52576 | NOt Non genotoxic ¢

Micronucleus acceptable &

Assay (OECD 487) Se

Dermal abz%‘zr)p?’lon
- In vitro dermal Values tg-beSused:
CP 7.3.1/001 ’ penetration in MON 52276 | Acceptable ch@ég é%e 0.096 %
2010 :
human skin %@se dilution:
4 &\O <z;
> O
SES

MON 52276, containing glyphosate at the nominal concentration of 360

%as a low toxicity in respect

to acute oral and dermal application. The formulation is irritating nelth@ @%gfé skin nor the eyes and does

O
not have a sensitising potential. §2$ %Q’,\Q’
" Q@ N
The genotoxicity studies demonstrate no mutagenic potential of tng J\@ulation.
&QQb@@é\
9
Table 7.1-2  Batches of Glyphosate 360 g/L (486 g/L [s?xﬁrgﬁylammonlum salt) SL (MON 52276)
used for toxicity studies NS fzr
&8 @
~
AW AEN
S
Formulation/ Batch (or any Content/ Purity®> & § "
information stated) Radiochemical Béitb P~ Study type Author, date
0, *‘\Q"\
o
MON 52276 30.57 % glypgil) >4cid . -}
Batch: LLN-9105-3135-F cquival Acute oral toxicity 1991a
MON 52276 30.8 O@Jggp]@%ate acid - -}
Batch: LLN-9105-3135-F Sequiyalent Acute dermal toxicity 1991b
S L0
LIS
MON 52276 S Gt 0 . . -
Batch: GLP-1503-23897-F %\Q,\Qr é\%o % glyphosate Acute inhalation toxicity -, 2015
9 2 o
Sl
MON 52276 P 330.57 % glyphosate acid | Acute dermal irritation/ | | N EREEEEEINN-
Batch: LLN-9105-3135-F & |&& equivalent corrosion rabbit 1991c
&0
KXY
Ny
MON 52276 o 30.39 % glyphosate acid Acute eye irritation/ | || | | | | N
Batch: LLN-9102- 27%24lp s equivalent corrosion 1992a
RS
MON 52276 S . o
(%) ~ o 5
Batch: LLN-9165 7\3?3 5 31 % glyphosate Skin sensitisation 1002h
Q.0
5 30.88 % glyphosate acid
MON 5227 .88 % glyphosate aci . e
Batch: A\ﬁj &QO 4104 equivalent Skin sensitisation ,2001
(76 Bacterial Reverse
o .
B a@ 1427995 30.3 wt % glyphosate acid Mutation Assay B 2016
@QN 52276 o . In vitro micronucleus
R gntch 11427995 30.3 wt % glyphosate acid assay ,2016
&
\Qo)
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Table 7.1-2  Batches of Glyphosate 360 g/L (486 g/L isopropylammonium salt) SL (MON 52276) i~
used for toxicity studies &
&
&
Formulation/ Batch ( Content/ Purity/ S
ormulation/ Batch (or any ontent/ Purity >
information stated) Radiochemical purity Study type Author, dsogiq}
 $
. . 30
MON 52276 o . In vitro micronucleus ‘ ,
Batch: AZE200810A 30.8 wt % glyphosate acid assay o 20
Glyphosate-IPA: 63.81 % S
["*C]glyphosate (as glyphosate | Glyphosate acid: 47.28 % In vitro dermal S
acid) penetration in human \y‘ Oh, 2010
Batch: 53463-3-23 Radiochemical purity: skin SRS
>97.8 % REES
NN
@ &O- &b
SO
LS
.. L&
CP7.1.1 Oral toxicity o\l&’&
QR
L &
Q3
QJQ\}_ O?QQJ)\
>
1. Information on the study & N
RN
Data point: CP 7.1.1/001 & §z&<§
Report author &
Report year 1991 6\\1\\ §
Report title Acute Oral Toxici%\gﬁi “In Rats
Report No 6097-91 &®§®§0‘0§
Document No .-91-261 @‘Z}{@f‘i\g‘o
Guidelines followed in study |US EPA qu@ideline 81-1 (1984); OECD 401 (1987 — deleted in
2001) &L

EEC disdctiye’84/449/EEC method B.1 (1984).
Deviations from current test Song\é\ @?Q\)@'%tions according to the most updated version of this

guideline g@@ﬁg@obu‘c none that could jeopardise the results of this study.
Previous evaluation ) gz???@i%cepted in RAR (2015)

GLP/ Officially recognised -© [Ye5

testing facilities ,&i§ 2

Acceptability/ Reliability:<~ | Valid
Category study in A{ﬁg@ § Category 2a

dossier (L docs) OQ\.@bO

Q)Q s\§

O O

S

S

2. Full sulgl?@ry of the study according to OECD format
AN
NS

Q
The acute %1‘;3 é?gxicity of the test substance, MON 52276, was evaluated in Sprague-Dawley albino rats (5
per sex) @\ﬁministration of 5000 mg/kg bw by gavage at a dose volume of 4.2 mL/kg bw.
RN
& &
No Qlity occurred during the study. Clinical signs noted 24 hours after dosing were faecal staining and/

or,s0ftstool, as well as oral and/ or nasal discharge and hypo activity. There was no effect on body weight
gﬁ@ﬁhe gross necropsy conducted at termination of the study revealed no observable abnormalities.

S
> @
\@%i\\&\ccording to CLP Regulation (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L SC) does not require
Q}%\’Q‘\@ classification regarding oral toxicity.
S
S
NS
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A. MATERIALS
1. Test material:
Identification:
Description:
Lot/ Batch #:
Purity:

Stability of test compound:

2. Vehicle and/
or positive control:

3. Test animals:
Species:
Strain:
Source:
Age:
Sex:
Weight at dosing:

Acclimation period:
Diet/ Food:

Water:

Housing:

Environmental conditions:

Sprague-Dawley [CD-Crl:CD@‘

Approx. 9-12 weeks

Males and females

o Qﬁ S

Males: 330 - 354 g‘g?qﬁl@&:s: 253-270¢g
I

20 days & Q§ &

Q
Purina Lab(%ﬁ%@(b@\how #5001, ad libitum except for approx.
18 h befm;gb I \m% and 4 hours after dosing

® Q

Tap wagé?g&\coéc‘ﬁbitum
Indivﬁg@% ﬁusing in suspended, wire bottom, stainless steel
cages. < &

Tempefature:  19-24 °C

SHimatlity: 40 -70 %

KRS
@Q*Ob'%\\fchanges: not reported
5% F2-hour light/ dark cycle
P LS

Q>

Animal assignment
D0
¢

(o4

and treatment:

I. MATERIALS AND METHODS
9

.
Glyphosate Q§§@*
MON 52276 e

NN
Amber liquid @@1\(}
LLN-9105-3135-F S
SES
30.57 % glyphosate acid equivalent \@‘ & %@&
@
Expiry date: May 1992 \Q,&gf\ b§
> IS
Q;Q/\O\ Q,b
None & S
SRS
ANINGNS)
SO
. O & @

Rat albino @ b@“\’

Five fasted ra Qe{rb sex received the test material at a dose level of 5000 mg/kg bw by oral gavage (limit
test). Obser\@i\(ﬁls for mortality were made twice daily. A check for clinical signs of toxicity was made at
least three@f@gs on the day of dosing and once daily thereafter for 14 days. Individual body weights were
recorded\ﬁ(z}@% prior to fasting, prior to dosing and on days 7 and 14. On day 14 all surviving animals were
sacrifg\@%(g}osubj ected to gross necropsy and all abnormalities were recorded.
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II. RESULTS AND DISCUSSION O@
N
L
A.  MORTALITY &
\QQN
There were no mortalities during the study. .\\(,’?}\.
QSQ@&
B. CLINICAL OBSERVATIONS Q@,\@o
V&
S O
S
Faecal staining and/ or soft stool was noted in all animals after dosing on Day 1. A few anim@ Qﬁ\so showed
oral and/ or nasal discharge, as well as hypo activity. N & &
- Se
@%@1 &
Table 7.1-3 Clinical signs observed after acute oral exposure 0@%’0\)@“
n<<’» OQ\ b(b

Clinical sign Males' Duration @Iﬁl@% Duration

Dry nasal discharge 2/5 Day 1 1/5§U Q\O S Day 1

Oral discharge 2/5 Day 1 055 o --

Hypoactivity 1/5 Day 1 0[5 @ Day 1

Faecal staining 4/5 Day 1 »§Q & QZ\\) Day 1

Soft stool 4/5 Day 1 & P Day 1

S o
1 number affected/ total number N &
N
SSE
&
ST
C. BODY WEIGHT PN
~
@ @Q}Q\é\

weights are depicted in the following table. ST
& S
&S
LS
Table 7.1-4 Body weights Q&\\Q} &
SS&
D o oX
5\\@&\\& Body Weights (g)
Animal No. S
& Pre-fast Post-fast Day 7 Day 14
8914 M o 342° 311 377 401
S N
8921 M -2 830 292 376 423
RN
8883 M &0 354 324 397 434
I
8890 M &S 340 311 387 413
8895 M RS 346 316 380 421
Q
Mean males = SD 3 @b 342.4 +8.76 310.8+11.8 383.4 +8.73 418.4+12.3
8953 F s 253 233 280 284
O
8927 F é(b ¥ 262 241 279 300
<
8928 F K& 257 236 293 298
Q.
8933F . 259 238 270 288
8941 F &8 270 248 292 306
RN
Mean jfr@es +SD 260.2 + 6.38 239.2 +5.72 282.8 +9.68 295.2 £9.01
)

Total Mean + SD 301.3£439 | 275+38.7 333.1+53.7 356.8 + 65.7
{/)0.) Qm

SO

S

O &
.QJ& Q;U
S5
o
>
S
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D. NECROPSY @
The gross necropsy conducted at termination of the study revealed no observable abnormalities. q‘}@Q
@)

III. CONCLUSIONS QS

The oral LDsy of the test material (MON 52276) in rats was greater than 5000 mg/kg bw. S @

. 9
3. Assessment and conclusion &K

N
> O
Assessment and conclusion by applicant: e@\é\ ®

The study is in concordance with the OECD guideline 401 (1987). However Q%g@ 1dehne was deleted
in 2001. There are some deviations according to the most updated version o”?é%is%mdehne but none
that could jeopardise the results of this study. Therefore, the outcome c%ﬁ%\@Qr@orted as valid. The
acute oral LDs is above 5000 mg/kg bw. S

& C\ &
\NO) &9
According to CLP Regulation (EC) 1272/2008, MON 52276 (Gl @\{9‘5@% 360 g/L SC) does not require
classification regarding oral toxicity. $ &q; &gﬁ
SFs
S s
Assessment and conclusion by RMS: IH T
NN
S
NSNS
§@0§§@
SIS
$o @
NS
CP 7.1.2 Dermal toxicity &\\0*20%0
i \*‘Z}N&‘Z}@o’%

1. Information on the study QQQ\}\OQ;\

Data point: )

Report author

Report year

Report title ‘@% Q}Agﬁzt}e Dermal Toxicity Study In Rats

Report No &QOO\$ 6098-91

RN
Document No &S -91—262
Guidelines followeddﬁ{? gffb US EPA FIFRA guideline 81-2 (1984); OECD 402 (1987);
QA,\ @b EEC directive 84/449/EEC method B.3 (1984); IMAFF
Deviations from cgrré‘nt test |None major (the current OECD TG 402, 2017, states the necessity of
guideline Q v in silico and in vitro approaches and weight of evidence evaluations
(&@f§ and as last resort prefers the in vivo Fixed Dose Method)

Previous evgﬁgﬁion Yes, accepted in RAR (2015)

GLP/ Offi {i!{g?ly recognised Yes
testlng fcilities
Accegﬁ’tgblllty/ Reliability: Valid

Cg‘fe@ry study in AIR 5 Category 2a
&gsﬁer (L docs)

L
5
&’
>
S
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2. Full summary of the study according to OECD format .o°\
The acute dermal toxicity of the test substance, MON 52276, was evaluated in Sprague-Dawley albino rats &(\0”\
(5 per sex) by dermal application of 5000 mg/kg bw for 24 hours. &

o
QO

S
No mortality occurred during the study. There were no dermal effects or clinical signs of systemic toxiCity.
Body weight gain was not affected. The gross necropsy conducted at termination of the study revgi’ Ogﬁ? no

observable abnormalities.

According to CLP Regulation (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L. SC) d

& @

NEN
NS
A .
dot require

N

classification regarding dermal toxicity. O\N‘OQ’@@\
» O @
L&
1. MATERIALS AND METHODS L&
S '\‘7906
AN
A. MATERIALS O@f&@i@@
L,
1. Test material: O\AQ,@Q@Q\O
o
Identification: MON 52276 0}&0&%@*’
O 9 &S
Description:  Amber liquid & 0§i®®
(ORI
Lot/ Batch #:  LLN-9105-3135-F SO
NS
Purity: 30.8 % glyphosate acidQ 1\&/@ [ent
N
Stability of test compound: Expiry date: May 1%\ 20& \‘eﬁﬁlated)
Qo
2. Vehicle and/ \&\&iﬁj
or positive control: None NS §@ 5O
3. Test animals: QJ\”‘\Q §Q§Q
. $o @
Species: NN
Strain: dey [CD-Crl:CD (SD)BR]
Source:

Age:

Sex

1%0@@')%@—12 weeks
&
: Mﬁig@oand females

LOS
Weight at dosinq;gioé%‘ies: 312 - 360 g; females: 250 - 262 g
S
Acclimation peg‘((ig\ioo‘g 1 days

9)

&
AN
. S
Environme aEcondltlons
v @Q’
S
£
&
@Q}‘\@\
Ny

G

N
B. STUDY’DESIGN

S
Indiferdates: 1991-07-30 to 1991-
S
0
O &
&> 0
S
5
>
S

Glyphosate Renewal Group AIR 5 — July 2020

Diek@%}o%\@? Purina Laboratory Chow #5001, ad libitum
DS

Tap water, ad libitum

Individual housing in suspended, wire bottom, stainless steel
cages.

- Temperature: 19 -24 °C
Humidity: 40 -70 %
Air changes: not reported

12-hour light/ dark cycle
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Animal assignment and treatment: S
N

A group of five Sprague-Dawley albino rats per sex received the undiluted test material at a dose level %g\i\o

5000 mg/kg bw by dermal application to the clipped dorsal skin under an occlusive dressing for 24 hqlolg;s.

The dosing volume was 4.2 mL/kg bw. After 24 hours the dressing was removed and the application-area

was wiped free of residual test substance. Observations for mortality were made twice daily. A ch@l@for

clinical signs of toxicity were made at least three times on the day of dosing and once daily therg%’)@r for

14 days. Individual body weights were recorded just prior to clipping (one day before dosir@gﬁéﬁrior to

dosing and on days 7 and 14. On day 14 all surviving animals were sacrificed, subjected to %ﬁé\s\éanecropsy

and all abnormalities were recorded. SR

@Q)@Q’
> O
& @Qz'.o\"’
II. RESULTS AND DISCUSSION 0@%@@“
@Q/&\OQ.@SO
A.  MORTALITY F L
NI
F2 ¢

" . » &

There were no mortalities during the study. CFE
@
B. CLINICAL OBSERVATIONS @@*Q}Qy @z’?
9 <

Q&
No severe dermal effects were seen throughout the study. Mo§f§ 2 &1@@ Is were free of significant signs of

systemic toxicity, although evidence of red ocular discharge was’ @@n in two animals and evidence of red

) . : . . &
urinary staining was seen in an additional animal at 24 ho té’.(zg $
S N
N
DL S
C. BODY WEIGHT &L s
NS
SIS

) . : . N
weights are depicted in the following table. {\o*@@o&ooo
LS
Table 7.1-5 Body weights N g
A
N
@Q\QQ,&O Body Weights (g)
Animal No. N
& @‘ é’\\c])ay 1 Pre-dose Day 7 Day 14
8887 M Lo 312 320 332 345
BN
8891 M R 360 369 380 409
(ORI
890IM ¥ & & 358 367 397 424
TII
8909 M A& § © 356 365 401 434
(S
8907 M & 321 330 353 382
()
Mean males SD 341.4 £ 23.0 350.2 £ 23.3 372.6 £29.5 398.8 + 35.9
Rk
8923 E° 257 263 266 291
AN
RO3CF 260 264 261 268
PRIITF 262 266 279 290
O O

5988940 F 258 263 259 268

S 8946 F 250 253 262 278
@Q@Q/}[ean females + SD 257.4 + 4.56 261.8 +5.07 265.4 + 8.02 279.0+11.3
2 S Total Mean  SD 299.4 £ 46.9 306 +49.2 319 +60.1 338.9 £ 67.9

S
O &
. @c} Q;U
S5
o
oA
S°
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D. NECROPSY S
$
N
The gross necropsy conducted at termination of the study revealed no observable abnormalities. §
. QQ
ITII. CONCLUSIONS &
L
The dermal LDs of the test material (MON 52276) in rats, under conditions of this study, is greét& than
5000 mg/kg bw. & N
NG
NS
3. Assessment and conclusion N@@i\@‘
o
Assessment and conclusion by applicant: 5’21@90\??‘2’
\Q’QQJ'O\; bs

classification regarding dermal toxicity. NS c\ @
D &°
S\ @
@Q’QJ@O) s
Assessment and conclusion by RMS: § Q}‘:@U
& L&
PN
KZ,QOA‘{D' O(?
S
5§ o
&S
NI
CP7.1.3 Inhalation toxicity §@0§§®
> O
: S
1. Information on the study NN
,\fb 8
Data point: CP7.1. 3/OQ§ O)@\o
Report author @i@@

Report year 20155~ \@@ &

Report title M\@N, 4@&76: Acute Inhalation Toxicity in Rats
Report No é%ﬁ@?&\

Document No A \f 0026415

Guidelines followed in sﬂ@@ '[9S EPA OPPTS 870.1300 (1998), OECD 403 (2009)

Q

u

Q
Deviations from cur/{gngt $ No
guideline S
Previous evaluation&QZ%\@ New study for AIRS
GLP/ Officially r&i&gmsed Yes

testing facilities’ >
Acceptabilitﬁo@liability Valid

Categoryﬁu\&y in AIR 5 Category 1
dossier @«ﬂocs)
o O
&
2 *‘@1 Full summary of the study according to OECD format
o) S

¢ acute inhalation toxicity of the test substance, MON 52276, was evaluated in Sprague-Dawley albino

é}ggts (5 per SCX) via inhalation after aerOSOlisation at a concentration of 5.25 mg/L for 4 hourS.
NS

XY
N
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No mortality occurred during the study. Following exposure, all rats exhibited irregular respiration. S
However, all animals recovered by day 1 and appeared active and healthy for the remainder of the 14-day AQS\
observation period. No gross abnormalities were noted for any of the animals when necropsied at thb\*\
conclusion of the 14-day observation period. o

S
&
According to CLP Regulation (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L SC) does not gé&qgﬁ"re

classification regarding inhalation toxicity. @Q >
> @
S &
I. MATERIALS AND METHODS @02\;{0
mfo@i@'\\
L QN
A. MATERIALS @@@QO@‘?)
1. Test material: @Q'o\f\\ <
NI N
Identification: MON 52276 @Q/;\\OQ @brb
[ SHPAN
Description: Amber liquid SN
I
Lot/ Batch# GLP-1503-23897-F O
Composition:  30.3 wt % glyphosate »oo’f (gz}o@
FSL
2. Vehicle and/ RN
o ) None LSoL
or positive control: IS
SSE
3. Test animals: ‘ZJQOA@bO&
Species: Rat 5§ @1@

2 S

Strain: Sprague-Dawle \gﬁg@d
Source:
. SN
Age: Approx. lé@gzl”‘gk‘eks

OO L
Sex: Males (gélq;é%%éofemales 5)
N N

Weight at dosing: Ma{e&ﬁ%@é\— 379 g, Females: 219 -242 g

Acclimation period: 2@%@2’
S
Diet/ Food: Qﬁi&%&% Teklad Global 16 % Protein Rodent Diet® #2016, ad
Q*°§?i@‘?um (except during exposure)

Wém@{fz? Q-ﬁltered tap water, ad libitum (except during exposure)

: < O

S

Hops g\@o Individually housed in suspended, stainless steel mesh cages

N
4. Environmental boC?&'S@é‘o
conditions: L

NOS

Temperature:  20-23 °C
S

Q @&Humldlty: 46-59 %
Q;\é@b@ Air changes: 13/hour
Q
Q@i&” Photoperiod: 12-hour light/ dark cycle
L&
SO
NES
NN
B swi&%DESIGN
. .@OQO@
Ilife dates: 22 April - 12 May 2015
,@\Qb{b
& @
&
OF
S
>
S
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Animal assignment and treatment: S
N

On the day of and prior to exposure, the rats were examined for health and weighed. Ten healthy, naive ratg}\s\Q
(five males and five females; not previously tested) were selected for test. The animals were exposed to the
targeted chamber concentration for at least 4 hours. Individual body weights of the animals were recgbﬁed
prior to test substance exposure (initial) and again on days 1, 3, 7, and 14 (terminal). All anirna@\gg*ére
observed for mortality during the exposure period. The animals were examined for signs of grosg\\{%ﬁ\city,

and behavioural changes upon removal from the exposure tube and at least once daily there\gﬁgﬁ for 14
days. All rats were euthanised via CO: inhalation on day 14. Gross necropsies were per@g@ed on all

animals. Tissues and organs of the thoracic and abdominal cavities were examined. (0@0‘ S
SES
Ay
o
Table 7.1-6 Nominal chamber concentrations @&@ 'o\f\\ b§
N) Q'
0<</‘ & bfb
Exposure %@@o@\“ Nominal
P . Total Test Total Airflow Total T&qﬁgﬁbféo .
Concentration Substance used (g) (Lpm) Expos Wﬂ\) Concentration
(mg/L) ARSRS (mg/L)
SO
5.25 708.5 36.0 \»PQQ)§ K 80.66
@Q’w@qg‘o
Q&
S
II. RESULTS AND DISCUSSION
S S
[CNY)
I »
A. TEST ATMOSPHERE &S
N
The chamber and nominal chamber concentration% 0@%@.25 mg/L and 80.66 mg/L, respectively. The

average mass median acrodynamic diameter was e\é‘ag?a(g@d to be 2.16 um based on graphic analysis of the
particle size distribution as measured with a 1 @];ﬁ(ﬁndersen Ambient Particle Sizing Sampler with an
S

. o [§)
average geometric standard deviation of 1 .96.{\0\ NI
QJ& & 'OJ@\
PN
. > N .pe
Table 7.1-7 Concentratlon(s@ﬁ!}fd) <be&posure conditions
S
S
RPES
Target conc. Nomin S Actual conc. MMAD ! GSD?
(mg/L air) (n;\gi &1\@\ (mg/L air) (pm) (nm)
Lo
OO0
5.0 go@@% 5.25 2.16 1.96

! MMAD = Mass Median é&/\s’\ adyndimic Diameter
2 GSD = Geometric Stal}odhrg%gnation
VS
NS
S
R

[ORN
B. MORTALIFYs
Lt @Q’

DY .
There were no %@I}@ltles during the study.
S

N

C. CLINKC

R
GAL OBSERVATIONS
¥R

e
Followi’p&@xposure, all rats exhibited irregular respiration. However, all animals recovered by day 1 and

app%@rg@ctive and healthy for the remainder of the 14-day observation period.
DO
ARG
¥ & BODY WEIGHT
RS

Animals gained weight throughout the 14-day observation period.

X
N

QL
N
%
N
Q
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Table 7.1-8 Body weights ;\\OQ‘
S
.(9{\0
Body Weights (g) S
Animal No. S
Day 1 Pre-dose Day 7 Day 14 &
SQ\QQj .
3301 M 347 328 352 37507 &
ﬂ J
3302 M 379 371 402 430
0
3303 M 342 332 362 383
N
3304 M 343 323 351 & 77
NN
3305 M 336 321 347 »lP e 370
Y BN
Mean males = SD 349.4+£17.0 | 335.0 £20.6 362.8 + 226 <O 387.0+24.5
5
3306 F 219 214 2260 &S 248
3307 F 242 237 WS 266
3308 F 220 214 2488 248
) O
3309 F 227 224 G 259
N <
3310 F 221 212 g@i\o‘z36 244
Mean females + SD 225.8 +9.58 2202+ 105 2.5 240.6 + 11.3 253.0 +9.17
Total Mean + SD 287.6 + 66.4 277.6 + 62.4 % 53017 £ 66.6 320.0 +72.7
FIE
@ Oc?
E. NECROPSY PG
&I
" RGN . :
No gross abnormalities were noted for any of the am%&kg“ en necropsied at the conclusion of the 14-day
observation period. ENEY O§
N
&
111. CONCLUSIONS
NIEY
\‘Z’QQ‘Z} &
The acute inhalation LCso of MON 52276 i Q]ﬁg}é and female rats was greater than 5.25 mg/L.
Do @
YRS
3. Assessment and concluswno@ qu\o&
Assessment and conclusion by g@’g@
‘\\Q‘Zf QrQ @Q
The study is in concordan%g@v@‘?tl@?he OECD guideline 403 (2009). Therefore, the outcome can be
reported as valid. The acuteblqrjﬁqlﬁtion LCso of MON 52276 in rats is greater than 5.25 mg/L.
> N
F&
According to CLP Re\gui&i?@z (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L SC) does not require
classification regardihgéi’i@%lation toxicity.
S
1N
,Sb @O
Assessment anﬁ\‘gﬁclusion by RMS:
X2
&
SO
¥ R
& @
IS
@ O
&L
S
& O
SO
AN
O &
. QS} Q;U
NESE
o
oA
S
NS
v Glyphosate Renewal Group AIR 5 — July 2020 Doc ID: 110054-MCP7_GRG _Rev 1_Jul 2020



Annex to Regulation 284/2013 MON 52276 M-CP, Section

S
Page 23 of 121 S
S
QJ\O
\Q/
CP7.14 Skin irritation S
$
N
1. Information on the study §
Data point: CP 7.1.4/001 0‘?00
Report year 1991c mé\;o&‘
Report title Primary dermal irritation study in rabbits @}ﬁ
Report No 6099-91 S
Document No o263 o\mj A

Guidelines followed in study |OECD 404 (1991); Commission Directive 92/69{@E@ﬁlethod B.4
(1984), US EPA FIFRA guideline 81-5 (19841;‘ & b

Deviations from current test |None major. 6 animals used instead of the )gﬁr@?‘n recommended of

guideline 3 in the latest revision of the guideline. & \o% O&'\@

First response scored at 30 minutes ins@;%gzr%?ﬁo minutes.
Previous evaluation Yes, accepted in RAR (2015) & hc\,o(\@Q
GLP/ Officially recognised Yes @Q3§0)§{1\ 2
testing facilities RN
Acceptability/ Reliability: Valid %O@ig N
Category study in AIR 5 Category 2a S S
dossier (L docs) R

oy

Qz

&
2. Full summary of the study according to@@]ﬁeﬁormat

In a primary dermal irritation study, young adgﬂ? ﬁ%«'ﬁ Zealand albino rabbits (4 male, 2 females) were
dermally exposed to MON 52276. Two sites g&’c\@@d intact skin of the back were exposed to 0.5 mL of
the undiluted test substance, for 4 hours ul}@e@%gﬂll -occlusive conditions. The rabbits were observed for
72 hours. Skin irritation was scored usm%@%emlze scheme 0.5, 24, 48 and 72 hours after removal of the
test substance. N \&‘2’

O'\
f&o

Q
Very slight to slight erythema was éggersgd in two animals. No oedemas were observed at the application
site of any animal at any observati Etléz}ﬁe point. The overall mean for the 24, 48 and 72-hour readings were

0.11 for erythema and 0.0 for Qed@m&
Q
RN

According to CLP Regula@%& QEJ\C) 1272/2008, MON 52276 (Glyphosate 360 g/ SC) does not require
classification regarding gklgolgﬁtatlon

I. MATERIALS AND METHODS

\QS} Q\o\ Identification: MON 52276
‘\o@?\ Q}‘gr Description:  Amber liquid
§’i§° Lot/ Batch #: LLN-9105-3135-F
é):c? Purity:  30.57 % glyphosate acid equivalent
@k\ib‘é\ Stability of test compound: Expiry date: May 1992 (estimated)
@%i@’% 2. Vehicle and/
Q@rq‘;\é\ or positive control: None
@’Z’Z\O'\Q
S
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N
i
$
>
S
S
R
&

3. Test animals:
Species: Rabbit S
Strain: New Zealand White

x\OQ

o &
Age: At least 8 weeks AQQO§
Q
Sex: Males (4) and females (2) \Afz’ 5\\@
A\
Weight at dosing: Not available Q)&@i\o&\;@
Acclimation period: 49 days N SN
- Seo
Diet/ Food: Lab Rabbit Chow HF (Purina #5326) Q@\éi\‘z* o\"&
S &
Water: Tap water, ad libitum Q?i"&)rz?b
Housing: Individual housing in suspended, wire bﬁt&@j?rog,szstainless steel
cages. §0°’on§§\
Environmental conditions: Temperature: 15-21°C (ﬁbg%Q@Q
(/]
Humidity: 40 - 60 % o§ SL
. SF &
Air changes: not reportechlaﬁz}S @é‘
12-hour light/ dark cycle o@t,*%&@
FEE
oS ¥
S
B. STUDY DESIGN @Q’@@@bo
N S
$) & N
In life dates: 1991-07-22 to 1991-07-25 Q}%\\Q’ \6\
NI &Q‘Z}
> O

Animal assignment and treatment: Q}@z\\%}&o

RIS
The test was conducted using young adult Ng&lo @9 and albino rabbits (4 male, 2 females). An amount of
0.5 mL of the undiluted test substance was ﬁﬁ@o to the intact skin on two sites of the clipped back of the
rabbits on an approx. 6.25 cm? gauze pa{p&’lé, QI}{% patch was covered with a semi-occlusive dressing. After
4 hours of exposure the dressing was reéme¥ed and the skin was cleaned with water.
Skin reactions were assessed approxiﬁ%éﬁg@ﬁj, 24,48 and 72 hours after removal of the patch. The animals
were observed for mortality and cgfﬁb@\]@éﬁ\gns twice daily.

o &KL

O Q
B. CLINICAL©OBSERVATIONS

¢ S
Q@f’sys‘temic toxicity were observed during the study.

No clinical si K
N

’D'\'
N

D. NECR(

y
,Of@
%4

N4
%\ QQ’SKIN OBSERVATIONS

&bfb'
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Table 7.1-9 Skin irritation scores R
&
&
1 >
Animal Scores after treatment Mean scores Revergjﬁ(]\@'
No. 05h | 24h | 48n | 720 | @472D) (day)
& @
S &
0 0 0 0 0 3
Right side &
0 0 0 0 0 SN
Erythema X e
0259M Oedema S
Leftside | 0 0 0 0 Lo dNa
ISR
0 0 0 0 S
NI N >
1 0 0 0 0 O
Right side ¥ SE NA
0 0 0 05 ¥
0249M Erythema SLES
Oedema ) 0 0 0 o @rzy @Q
Left side 0 0 0 0 S ng NA
\é@’o&o o
SRS
2 1 1 .
Right side | . . Zes g 66 3
0252F Erythema x\\o gz} N
Ocdema 1 1 S
Leftside | 0 s f’b% 0 3
L%@Q:@
—~ Q "\
. . 1 409 © 0
Right side 0 0 é@@o?%& 0 0 NA
0261M Erythema KARSIRS
Oedema 1 Q\Q’S ws\;,;c 0 0 0
Left side ) NA
QS
0§00 |0 0 0
Sdes o 0 0
1
Right side | ~0 < % NA
0.2 > 4 0 0 0
0255M Erythema SRR
Oedema /LS
Lo g s |0 0 0 0
Left sidgS® | & NA
S 0 0 0 0 0
¢ LS
o ¢ 0 0 0 0
Rightsids” NA
E O o 0 0 0 0
0238F Erythema S
Oedema {9 & & 0 0 0 0
P et sid NA
&i@?bo 19 o 0 0 0 0
! scores in the r%r;@ké\,s‘q\"b to 4
S
S
S
£ ITI1. CONCLUSIONS
E

Q9

MON 52§6 oduced mild, transient dermal irritation. The FIFRA Primary Irritation Index of MON 52276
is 0.3; @ég)@fore, this material would be classified as Essentially Non irritating.

ACC%&’i@ to the OECD Globally Harmonised System (GHS) classification criteria MON 52276 is also not
clasﬁ(f)@d for skin irritation.
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>
)
N
X
3. Assessment and conclusion S
)
- - >
Assessment and conclusion by applicant: |
2
s

The study is in concordance with the OECD guideline 404 (1992). Despite some deviations compar\@ﬁﬂ
to the most updated version of this guideline, none of them could jeopardise the results of this séﬁ%é{

Therefore, the outcome can be reported as valid. AQ° 0§
& @
According to CLP Regulation (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L SC) doesg:ﬁg; é\equire
classification regarding skin irritation. &S
&
L O
Assessment and conclusion by RMS: @S §
NG
O S QO
oégo\@i@\
I
D R
@O b%"QQ}
CP7.1.5 Eye irritation S @
O 90 Q0
§ Sfb Q,}\Q)
1. Information on the study X
NI

Data point: CP 7.1.5/001 Ox\\fb@olé

Report author >

Report year 1992 & @QZ@G

Report title Primary eye irritati n@s\@\ y in rabbits

Report No 599991 NES

Document No .—91—60 Q}Q v@i@b

Guidelines followed in study

OECD 405 (1987) EC Directive 92/69/EEC method B.5 (1987), US
EPA FIFRA guideline 81-4 (1984)

Deviations from current test
guideline

None 1%1\8\)6? & animals used instead of the maximum recommended of

3in @q\egat\éft revision of the guideline.
N%ﬁg@?@ﬁ) analgesics and anaesthetics

Previous evaluation

¥es; accepted in RAR (2015)

GLP/ Officially recognised _°|

o

)
Yes

testing facilities S No
N
Acceptability/ Reliabilitﬁ(s‘z’&kaalid
Category study in Ak&%@o §QJ Category 2a
dossier (L docs) &
LR

Qcc’oé\&

v @Q’
2. Full sulgﬁ@?y of the study according to OECD format

R

In an eye in‘itqﬁqgf study, 0.1 mL of the undiluted test substance was instilled into the right conjunctival sac

. 2
of six youn,

1, 24, 48 and:72 hours and 7 days

N
N

Glyphosate Renewal Group AIR 5 — July 2020

diflt New Zealand albino rabbits. Animals were observed for 7 days. Eye irritation was scored

after test item instillation.
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Application of MON 52276 into the rabbit eye resulted in slight to moderate conjunctival irritation in all
animals. Iridial changes were noted in one animal 1 hour after instillation. There were no corneal effects
noted. All eye effects were reversible within 7 days after instillation. The overall mean irritation scores (2§§

to 72 hours) of the six rabbits were

as follows:

o

» for corneal opacity: 0.0 . (Jq}\\

» for iris lesions: 0.0 S &

» for conjunctival redness: 1.1 @Qo)o@

» for chemosis of the conjunctiva: 0.0 \Afz’ 5\\&

S @
SN
According to CLP Regulation (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L SC) dées not require
classification regarding eye irritation. > S
(2] xS
I. MATERIALS AND METHODS @Q@'o\f\ S
o Q,b
FE&
A. MATERIALS FES
o & @Q
1. Test material: ¢ O
S HE
Identification: MON 52276 S . Q}é\
Description:  Clear, amber liquid @éb?r@ @*&
. SN
Lot/ Batch #: LLN-9102-2794-F @o\&i QGQ’@&
Purity:  30.39 % glyphosate %eﬁ:@\%uﬁ%alent
S
Stability of test compound: Expiry date: May @ Zéstimated)
Q
2. Vehicle and/ @«@Q&@ 6&
or positive control: None @\/\\Q §° O§
3. Test animals: @ij@{é\\i &
Species: Rabbit {\0\ @O&o{‘o
. S XD
Strain: New g% wnd White
Source:
Q &
Age: @@%@3\@& 8 weeks

RO
SexS «Mates (3) and females (3
| A0 Mgles (3) 3)
Weight at d9%§§?0$.6 -2.8kg
. . L& O
Acclimation é@@@‘)&{:‘o 49 days

Q

Dbg@TO@F g@d: Lab Rabbit Chow HF (Purina #5326)
& §’O ater:  Tap water, ad libitum
Q@l\ﬁousing Individual housing in suspended, wire bottom, stainless steel
@0 & cages.
Environ@é’gﬁﬁ conditions: Temperature: 15-21°C
S Humidity: 40 - 60 %
y&q}i&\o Air changes: not reported
§®g§ 12-hour light/ dark cycle
< (‘4
B. STEDY DESIGN
S
&,\Qﬁgﬁfe dates: 1991-01-14 to 1991-03-11
L&
OF
>
S
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Animal assignment and treatment: S
N
The test was conducted using six (3 per sex) young adult New Zealand white rabbits. An amount of 0.1 mlb@\\Q
of the undiluted test substance was applied into the conjunctival sac of the right eye of the rabbits. T<he
treated eyes were not rinsed after instillation. The right left remained untreated and served as the refeg@hce

control. S &
Eye reactions were assessed according to the EPA scoring system approximately 1, 24, 48 and g,? ]:ﬁ)urs
and 7 days after instillation. Eye examinations using fluorescein were done one day prior to insti iﬁ&ﬁ)n and
at each examination time-point starting with the 24-hour observation until there was no stamzﬁ“@entlon for
two observations. The animals were observed for mortality and clinical signs daily. q?‘ &

IL. RESULTS AND DISCUSSION
> &
A.  MORTALITY AR

No mortality occurred. § Q§

B. CLINICAL OBSERVATIONS } QO)\

C. BODY WEIGHT Qo@
All rabbits showed the expected body weight gain. S
D. NECROPSY S
No necropsy was performed. NARS

E. EYE OBSERVATIONS SES

S=1C)
S
o

Slight to moderate conjunctival irritation: r&lness chemosis, discharge) was noted in all rabbits. Slight
iridial changes were observed in one éﬁg‘ﬁ@at the 1-hour reading only. There were no corneal effects noted.
Three of the six animals were freg\ ﬁ‘alF ocular irritation within 24 to 72 hours with the remaining three
animals free of irritation by Day<?.

The group mean irritation sconé"s @Q@o 72 hours) were calculated to be 0.0 for corneal opacity, 0.0 for iris

lesions, and 1.1 for con]un%t&/@§ @'ﬁness and 0.0 for chemosis of the conjunctiva.

S

The individual scores for eagﬁ time point, individual mean and group mean scores (24 to 72 hours) are
presented in the follov/hgﬁ’ le.

oQ 'S
Table 7.1-10 'Zi‘gé’e irritation scores
\
o
&3 Q
®Qf§o Scores after treatment'
Animal }> > Mean scores Reversible
& -
No. &l& 1h | 24n | 48h | 72n | @472D) (day)
@v\ &
$ < | Corneal opacity 0 0 0 0 0
2 | ritis 0 0 0 0 0
N
fﬁ;ﬁ’F Redness conjunctivae 1 1 1 0 0.66 3
(}\C ,§b Chemosis conjunctivae 1 0 0 0 0
X P Discharge 2 0 0 0 0
Q
N
<
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Table 7.1-10 Eye irritation scores

N
&
O

o~
Reversib}L,eO
@)

(day

Scores after treatment!
Mean scores

(24-72 h)

Animal
No.

1h 24 h 48 h 72 h

Corneal opacity
Iritis
9871 M Redness conjunctivae

Chemosis conjunctivae

—_—— = OO

Discharge

Corneal opacity

Iritis

Redness conjunctivae
Chemosis conjunctivae
Discharge

%)
U,
Q

9876 F

—_——N O O
027

%

Vo)

Vo)

%
()@

7
3

Corneal opacity

Iritis

Redness conjunctivae
Chemosis conjunctivae
Discharge

SO | oo oo S O O o O

Q,
@,{,,
te, iy
Yty b
. 0" G
)

s
E
/2

v, 7%,
B

s
”

9879 M

S ONOODOoO | OO O (= = =]
(o)
[*)}
R

@C
%
% 2,
OU
comwo o oo»—ooc,%ﬁ
S

Corneal opacity

Iritis

Redness conjunctivae
Chemosis conjunctivae
Discharge

1)
&

Or
2

9880 F

é@
=N
(=)}
2

2

b %0,
comnvoo “@,,g)ff/py
(O3

> |2
6/\'?

Q)
O,
&

Corneal opacity

Iritis

Redness conjunctivae
Chemosis conjunctivae
Discharge 3

%@GOONOO S OPNODO | OO OO (= = =]
%707,
8/0/7

9887 M

—_—_ OO | NPk, OO | o= 4+ O

convoco|oco—~oco|oco~I

O/{@f

N

1 Scores in the range of 0 to 4 for cornea o ‘a&gﬂ’ chemosis, 0 to 3 for redness of conjunctivae and 0 to 2 for iritis

+ Slight iridial effect

)
c ‘9/7/0*0
0,7 (o4 s
% 6//'_...(
s
4,

II1I. CONCLUSIONS
S

MON 52276 produceq\é’ji' ,Qﬁnsient ocular irritation. This material would be considered to produce eye
irritation as defined in t@i)@A test guidelines (see Report Section VIII). However, MON 52276 did not
cause significant oculé&@\sions and therefore, is not classified according to Annex VI of EEC Council
Directive 67/548/11@%@ 180, 91/325, 08 July 1991).

NS
According to E@?@gﬁ\d GHS classification criteria the test substance MON 52276 is not to be classified for
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3. Assessment and conclusion

N
i
$
>
S
S
R
&

Assessment and conclusion by applicant:

The study is in concordance with the OECD guideline 405 (1987). Despite some deviations compar\@ﬁﬂ
to the most updated version of this guideline, none of them could jeopardise the results of this séﬁ%zy

Therefore, the outcome can be reported as valid. AQQO§
Q

> @
According to CLP Regulation (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L SC) does@:ﬁi T

ot tequire
classification regarding eye irritation. .,\\o?

3

o
&
S

R

Assessment and conclusion by RMS:

CP7.1.6 Skin sensitisation

1. Information on the study

Data point: CP 7.1.6/001

Report author

Report year 2001

Report title

applications)
&@ '

Report No 2001153

NES
Document No Not reporteds™ & «

Guidelines followed in study |OECD 40¢

N0

$§ @(giy); EC Directive 96/54/EEC method B.6 (1996)

Deviations from current test
guideline (OECD 406, 1992)

Previous evaluation

GLP/ Officially recognised
testing facilities

@v‘@
2 QR
IS

O

Acceptability/ Reliabilit Valid

Category study in ATRS Category 2a

dossier (L docs) 9.

1: The LLNA, or, if not @\é&éﬁ)le, the M&K test is clearly preferred to the Buehler test according to the current state of knowledge
and the expected datg%qﬂlrements for plant protection products for authorisation in the EU. According to REACH, the LLNA
is the first choice "?h@l, too, and a justification for the use of a different test shall be provided. Test Method Guideline B.6 by
the European Co is?ion (Reg. (EC) No. 440/2008) or even by its previous version 96/54 also recommends the preferential use
of an adjuvant-gst€.g. M&K test) instead of the Buehler test without adjuvant unless a justification is given for using the Buehler
method. Ho . no justification is available. But, since the provided Buehler test is valid this is to be accepted against the

backgroul@}ogja%imal welfare.
L.
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N
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&

2. Full summary of the study according to OECD format &
N
L

%,

MON 52276 was tested for its sensitizing effect on the skin of the guinea pig in the modified Buehler test

with nine induction treatments. The test-substance concentrations for the main test were selected basegf)h
the results of the pre-test. Both induction and challenge applications were performed with undilu‘cgéZr lest

substance. The study was performed using one control group consisting of 10 animals, and one teg@ §R)up
Q

consisting of 20 animals. )
None of the animals exhibited a positive skin reaction (defined as scores of > 1) aﬂer&ﬂné\\challenge
treatment. \{0@@@\
According to CLP Regulation (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L \@Q}O\g@es not require
classification regarding skin sensitisation. & §Z§
<
D &S
I. MATERIALS AND METHODS éb@éxoig,b
g
A. MATERIALS O
. QSN
1. Test material: } QO)@O@\O
\P
Identification: Mon 52276 EXS
Description:  Yellowish liquid @QQ GQ}Q;\&
S &
Lot/ Batch# A1C1204104 SIS
. KZ,Q %{btbog
Purity: 30.88 % 6§ @‘1\@

Stability of test compound:

2. Vehicle and/
or positive control: fsmercaptobenzothiazole

3. Test animals:
Species: X
N
Strain: Ha{gﬂ%y?@L:(HA)BR, (COBS-VAF)

Source: , Saint-Aubin-lés-Elbeuf, France

N
Age;oQQ’ ébfﬁ months
S
Sv\@?;ng@ﬁles and females

A S
Weight at dgéi@ﬁéoo males: 366 + 18 g; females: 348 + 17 g
)

N
Acclimatiogﬁ\@%ﬁ: at least 5 days

QO
ﬁ@ﬁ ﬁod: Pelleted diet (UAR, France), ad libitum

& S
QQ. _S'Water:  Filtered drinking water, ad libitum
éboé%\Housing: Individually in polycarbonate cages with autoclaved sawdust
'\\f & bedding
Enviroo tal conditions: Temperature: 21+2°C
S Humidity: 30 -70 %
S Air changes: 12/hour
QG
%@ Oq} 12 hours light/ dark cycle
V7N
S
O
BSSTUDY DESIGN
S
© &
'Q&Q ' life dates: 2001-06-19 to 2001-08-01
S
S°
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Animal assignment and treatment: S
N
L
MON 52276 was tested for its sensitising effect on the skin of the guinea pig using the modified Buehle@
method with nine induction treatments. Male and female Hartley guinea pigs, young adults were used. "gdae
test substance concentrations for the main study were selected based on the results of a prehmlnargz}\test
using test substance concentrations of 100 % and 75 % for both induction and challenge treatmen§ The

main study was performed in 20 test animals and 10 control animals. @ §

In the main study the nine inductions were done on Days 1, 3, 5, 8, 10, 12, 15, 17 and 19 on tl@ géme intact
flanks of the animals. 24 hours before the applications, the treatment area was clipped. All i Wdifctions were
performed under occlusive conditions with 4x4 cm test patches soaked with the undgl &c&@est substance
for 6 hours each. On Day 29, the challenge applications with undiluted test substanceqjﬁ@ @T\lcle were done
to the clipped posterior right and left flanks of the animals under the same condltlﬁngv\asgfor the inductions.
The control animals were treated with purified water for the induction treatments. 5 »®
Skin reactions were assessed 24 and 48 hours after each induction and challe@@ff\@'ﬁ’tment
Body weights were determined at the first day of treatment of the main stu@ @ﬁdﬁt termination. Mortality
and clinical signs were recorded daily during the study period. @O bq, &

c\
A positive control (reliability check) with a known sensitiser was penﬁ) 1n June 2001 in the laboratory
according to the modified Buehler method. The positive con éf @3’1@ mercaptobenzothiazole (20 %)

showed that the chosen guinea pig strain was able to detect seg% compounds under the laboratory
conditions chosen. S @@
S

Evaluation criteria for classification as a potential skin segﬁlgi?sefo
At the 24-hour and/ or 48-hour reading, 15 % or more §ﬁ1§\\t§§ animals exhibit a positive response (scores
> 1) in the absence of similar results in the vehicle cqﬂ"t{gf(gtoup
S
IL RESULTs;ﬁsprDISCUSSION
Q

\

&°§ 9
A.  MORTALITY SLE
S
No deaths occurred. K@.Q,‘O'\@Q
S &
SIS
& \'@
B. CLINICAL OBSERVATI@?@@
@ S Qg\‘
\,
No signs of systemic toxicity w?\ég@ Q‘Bserved
§\ ot
C. BODY WEIGHTS &~ &
L
NI
The body weight was ngf ffected.
C)QQ\\\'Q\
D. NECROPS\@“ o
6 b
No necropsy wa§ p%rformed
,§
E. SKL&@ACTIONS
Qz
S

After tﬁe@ﬁﬁductlon treatments discrete erythema (grade 1) were observed in a few animals. After challenge
appl&a{&%n except for dryness of the skin at the 24-hour reading in one animal, no skin reactions were
og@eged (see following table).
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Table 7.1-11 Summary of positive skin responses after challenge exposure S
N}
,'\(\Q
. . R
Group Test substance concentration | Reading time (h) Number of.ammals w1t£1 pOSItl,VQE“
skin responses &
O
24 0/20 N
0, O
Test substance 100 % MON 52276 43 0/20 A\g S
Negati trol Purified wat 24 0710 S
egative contro urified water 43 0/10 Q)Qx(\@
ISR
Positive control? 20 % MBT? 48 7/10 \(0@\&
O R
Number of animals with skin reactions/ total number of animals @éZ’ Q}.\J\fé‘v
2 Study performed in June 2001 S o\f\\ ®
3 MBT = mercaptobenzothiazole \)\ & (§b
< S
N
SO
&L
III. CONCLUSIONS SLS
O @
o O Q
T Q@

S
Under the experimental conditions and according to the modified Bu\gﬁ{\glp Qi%thod, the test substance MON
52276 does not induce delayed contact hypersensitivity in guinea m%@,o)%\\@\@
QS

S &
NS
According to the classification criteria laid down in Commisg’&g&%&fective 93/21/EEC, the test substance
should not be classified, as sensitizing to the skin. S (}»@
N
o &

Based on the EU classification criteria, MON 52276 is %@t é:e
to the OECD Globally Harmonised System (GHS) cl&&%i\ﬁc@%on criteria MON 52276 is also not classified

. e QO
for skin sensitisation. S O§
$o @
& S
3. Assessment and conclusion NSRS
O $F
. . CN) 3
Assessment and conclusion by applicant® §® &
O S L

N
The study is in concordance with the @E ideline 406 (1992). Despite the fact that the LLNA, or, if
not possible, the M&K test are cleaﬂg@g@?‘erred to the Buehler test, the provided Buehler test is valid
: . @7 BN )

and is to be accepted against the background of animal welfare.

The results of this GLP study Q@B{@Eﬁ? the results of the previously submitted study evaluated by the
rapporteur in 2001, which fol}ﬁx@egﬁhe previous OECD 406 (1987) test guideline.

SS@

(ORIRN
According to CLP Reguloaiii (,‘EC) 1272/2008, MON 52276 (Glyphosate 360 g/L SC) does not require
classification regarding%]gﬁlﬁnsitisation.

Q
LSS
O.&
)
Ks) N

Assessment and c@]&usion by RMS:

)\

9%
s,
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1. Information on the study
Data point: CP 7.1.6/002

S
Report author I :
Report year 1992b & .
Report title Closed-patch repeated insult dermal sensitisation study in guineas\ig@s
(Buehler method) @\@0
Report No 6100-91 S
Document No .-91 -264 c}@&@"\\%
Guidelines followed in study |OECD 406 (1987) EC Directive 96/54/EEC methg@~ %% \984)
P

FNIINS
Deviations from current test | The current OECD TG recommends for the indy%@&@hase applications
guideline on day 0, on day 6-8 and again on day 13-1®@ﬁ@%e challenge phase,
applications have to be performed on d&\g{%‘?@. The study does not
comply with the updated version of the\gil\ibdéli%e.
A minimum of 20 animals should befﬁ&%‘doih the treatment group, 10

animals were used in this study. Ni@i@g
Previous evaluation No, not accepted in RAR (2015)&@?\% @0? @Q}
GLP/ Officially recognised  |No S&&
testing facilities &£ §i\<§
- - . S >
Acceptability/ Reliability: Supportive o j@@g
Category study in AIR 5 Category 3a &\Q\@ &
dossier (L docs) 0@\&”\5\
S
S0
2. Full summary of the study according@o\OECD format
SES
S LG

2)
This study was conducted to assess the pcxtg\gﬁx\\al}%f MON 52276 (Lot No. LLN-9105-31354F) to produce
hypersensitivity subsequent to repeateg@ﬁ\fgrg&za exposure. This was accomplished by repetitive dermal
application of the test chemical for a@fe ineéd period of time (induction phase), followed by a rest period
and challenge of the animals witl&q‘za\@@irritating dose to test for hypersensitivity. This method is a

modification of that originally deg@r(\i:BQ@by Buehler.
NN

o s S
A range-finding irritation sc&é\eﬁggf;s conducted to determine appropriate induction and challenge dose
levels. For the induction pohﬁg@,,ﬁﬁ mL of 100 % MON 52276 was administered dermally to the shaved
backs of 5 males and 5 fémalezHartley guinea pigs. Induction consisted of 3 applications, once per week
for 3 weeks, each of 6A§%§so<§ration. A 14-day rest period followed the third induction dose, after which,
each animal was challe '\gﬁ’ on a previously untreated area of skin using the same exposure technique. The
challenge dose admi é§ed was the same as for induction. An additional group of naive animals (5/sex)
received the identi&zﬁlgghallenge dose and served as irritation controls.

ESS

Body weights QQQ §recorded pre-test and at study termination. Dermal irritation was scored at 24 and 45
hours after e\@@fnduction and challenge application.
Although@%ﬁositive control group was included in this study, _ frequently includes
animals»ﬁzzgg%ed with dinitrochlorobenzene (DNCB), a known sensitizer, in sensitisation studies. A file of
histori¢akcontrol data is maintained, demonstrating the validity of this protocol for detecting known

sen&jﬁgé?s. These data are appended to the report.
9 O
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All animals survived and exhibited normal weight gain over the course of the study. No irritation responses S
were seen following administration of the induction doses. Following administration of the challenge dose, Q§

no dermal irritation responses were observed in any of the ten test animals or ten naive control animals. b@\
S
Under the conditions of this study, MON 52276 exhibited no potential to produce dermal sensmsatl@h in
uinea pigs. NS
g pig AQ°O§
@
I. MATERIALS AND METHODS Q@:@é
&S
S&
A. MATERIALS NN @'@
NG
1. Test material: & 6\;*\2;\0\
<
Identification: Mon 52276 G
@ )
Description: Amber liquid Oégo@i;\o\\
NP
Lot/ Batch# LLN-9105-3135-F S8
@O b(b ‘Q®
Purity: ~31 % 0;@ O\‘\ 0{2’
D&
Stability of test compound: Expiry date: May 1992 o 07@ &
. SR
2. Vehicle and/ o &
or positive control: Purified water $ Q&”@&\
>SS
3. Test animals: NN
. ‘ZJ A S
Species: Guinea pig o
NS
Strain: Hartley, CRL: (}LA}BQ]%S‘
Source: , Denver, Pennsylvania
Age: 2-3 weeks at ré‘q\e‘;\pt 4-5 weeks at study initiation
Sex: Males a@&m‘ﬁles
Weight at dosing: male& @862 g; females: 305-370 g

Acclimation period:

Diet/ Food:

8 d@ﬁ ﬁ@r the range-finding, 15 days for the sensitisation study

'?38@%@81 Prolab Guinea Pig Diet, ad libitum

Wateg b’%g’?omanc watering system, ad libitum

Housfﬁg\q’ %dlwdually in stainless steel cages with wire mesh bottoms

Environmental congzﬁle?l&, Temperature: 19-24°C
boo 6\'@ Q§~ Humidity: 30-91 %
& \&\\O’O&& Air changes: NA
Q@:@ 12 hours light/ dark cycle
é\cc’ $

demonstratin

h s‘athstorlcal data base of data for animals from the same source as those used in the study
ept1b111ty to dermal sensitisation with a known sensitiser (dinitrochlorobenzene) when

tested using@q@edures described in this report.
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B. STUDY DESIGN

Q
&
9

Animal assignment and treatment: §
IS
Prior to initiation of the study, a range-finding study was performed in order to select a slightly 1rr1t()$ﬁng
concentration for topical induction and a non-irritating concentration for the challenge apphcatl@ &ix
animals were treated topically with undiluted test material (100 %) and with concentrations of 5 082) o§5 %
and 10 % v/v of the test material in distilled water (one concentration/ site). Q’ \&

Based on results of the range-finding study, the undiluted material was found to be non- 1rr1ta§mgand was,

therefore, administered at a 100 % concentration for both induction and challenge.

/4

@9(

~\\

2)

\N

O
In the main study, the test material was applied to saturation (approximately 0.3 g‘ﬁ@) lg@neath a Hilltop
Chamber® placed directly on the test site. The test site was on the right side of th¢ Q@‘Id&ﬁle as close to the
midline as possible. The chamber was covered by overlapping, impermeable” agﬁ% This was firmly
secured by an elastic adhesive bandage which was wound around the torso ofoyl’ieéal:é\mal The chamber was
left in place for six hours after which it was removed and the skin was wi (&%& of any excess material
with gauze and water. This was performed once a week, for three weeks @%& ¢§tal of three exposures.
$ &

Fourteen days after the last induction exposure, the challenge treatmqis?t \@agadmlmstered The test material
was administered in the same manner as in the induction phase, buf a@oéﬁ\econd site, on the left side of the
midline. After six hours of exposure, the chambers were remo@d@«anéb the skin wiped free of any excess
material. @0\ § &

In order to differentiate dermal reactions produced by 1rr1tasﬁ’o@ fo}:ém those produced by sensitisation, ten
previously untreated animals (five/ sex) were subjected 6 @cﬁme challenge procedures as the animals

/;

which received the three induction exposures. @\O S 5&
S e
NS
Table 7.1-12 Experimental design & \OP P~
NN
St &
§O§ ‘o)@{\ Concentration (%)
Group Test material Numbeglog%gi’mals
P S Induction Challenge
< S
Q' o @
I MON 52276 10 (54&."6% Q\Q 100 100
N
1 MON 52276 57 56%) NR! 100
(irritation control) o &
SN

! The irritation control group was tr tedh C)@ﬁallenge only
So
o N
Sa s
N R
F& &
SO
SO

Dermal evaluations were @de approximately 24 and 48 hours after the induction exposure to confirm that
an appropriate conc n%r@ﬁon of the test material had been selected and to evaluate response for possible
preliminary 1nd1catxg§n§of sensitisation. For challenge, dermal evaluations were made 24 and 48 hours after

dosin S

g < OQQJQ §

@@i&\o II. RESULTS AND DISCUSSION
L
A.  MORTALITY
fc? &
All @h&)ﬁlals survived throughout the study.
S
N
&@%@ CLINICAL OBSERVATIONS
S
<@ No signs of systemic toxicity were observed.
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&
C.  BODY WEIGHT N
5@“
All animals gained weight by study termination S
O
SR
D.  NECROPSY NI
Q9
RN
No necropsy was performed. S
NG
NS
E.  SKIN REACTIONS S
3 ‘\

O
No dermal irritation was seen during induction exposures. Animals challenged Wltll\&@N%2276 (Group 1)
exhibited no dermal response at challenge to a non-irritating concentration, as con\ﬁ‘f‘m%q\%y a lack of dermal
response in irritation control animals (Group II). The Incidence Index of sens&fis\a\t]gn to the test material
was 0 %. The Severity Indices at 24 and 48 hours were 0 for both the test mgféﬂagfreated animals and for

the irritation controls. N Q}Q Q
O @
\QQJ \\b QO
Table 7.1-13 Summary of positive skin responses after cha@g@e&@xposure
NN
&QJQJLQ}O) '\\%\Q)
S QpN mber of animals 1th ositive
Group Test substance concentration | Reading tghggflg\\ u With posiy
RS skin responses'
24 LSS 1010
0 2 N
Test substance 100 % MON 52276 3 A\%‘ @0:2\\@ 0/10
Negati trol Purified wat 2RV 0710
€gative contro uriried water ﬁ&?&\g} 0/10
' Number of animals with skin reactions/ total num@%\gﬁ@zﬁlimals
N
\é‘@@y‘\ 6‘&
N
& &.&
NN
HECONCLUSIONS
R o 2
S
Under the conditions of this study, l\éﬁ%@ é§276 exhibited no potential to produce dermal sensitisation in
guinea pigs. *OQ§@$
@Q’Qrz?b@‘\\
3. Assessment and conclu ions
SN o
Assessment and conclusﬁg U\@ pplicant:
bo IS

This study was perfor lelowmg the previous OECD 406 (1987) test guideline. However, due to
major deviations wit e current guideline, the results cannot be interpreted and the study is not
acceptable. Theref%m?,sﬁlother skin sensitisation study (-, 2001) was performed.
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CP7.1.7 Supplementary studies on the plant protection product Oo\

$
&
1. Information on the study ‘O@b
Data point: CP 7.1.7/001 SR
QL

Report author _ ‘ 55\ S

Report year 2016 S &

Report title MON 52276: Bacterial Reverse Mutation Assay @0?@;\\0&\;

Report No AE60YE-503-BTL s S8

Document No MSL0027853 L&

Guidelines followed in study | OECD 471 (1997) Qs
N

Deviations from current test | The concentration, homogeneity, and stabﬁlty @@the test substance in
guideline the vehicle were not analyzed. Howevemt§ @heved that the test sub-
stance was tested to the maximum ap ép?@% concentration based on
the laboratory records of formulatlorispregaafatlon (weigh tapes, etc.) and
the preparation of test substanc§ {omulatlons immediately before
usage. Therefore, lack of stabﬁitg?) QHornogenelty and concentration
verification had no adverse @ Q&‘@%n the integrity of the data or the
validity of the conclusion thag&\ “test substance was negative in this

study. nc? QS
Previous evaluation New study for AIRS 5\%\\ (i@o
GLP/ Officially recognised Yes Q}%\@ 66\
testing facilities SE
Acceptability/ Reliability: Yes, valid stu@§Q Q\Oi NN
Category study in AIR 5 Category 1{@*Q O&\O&\O
dossier (L docs) 3 K\@ i

FE @
S
5§ G
2. Full summary S S
I

@b@\ (;%

The test substance, MON 52276, \é‘\elgﬁested to evaluate its mutagenic potential by measuring its ability

to induce reverse mutatlonsﬁﬁ ected loci of several strains of Salmonella typhimurium and at the
tryptophan locus of Esche\@gﬁ@ coli strain WP2 uvrA in the presence and absence of an exogenous
metabolic activation sy@r& . Water was used as the vehicle.
,(QQQY@ >
In the initial toxicity-rgiltg%on assay, the dose levels tested were 1.50, 5.00, 15.0, 50.0, 150, 500, 1500
and 5000 pg per plage ﬁelther precipitate nor toxicity was observed. No positive mutagenic responses
were observed with' a}’ly of the tester strains in either the presence or absence of S9 activation. Based
upon these resug,s%qﬁle maximum dose tested in the confirmatory mutagenicity assay was 5000 pg per
plate. &S
I

In the cogfggﬁ?atory mutagenicity assay, the dose levels tested were 15.0, 50.0, 150, 500, 1500 and
5000 ug E@r plate. Neither precipitate nor background lawn toxicity was observed. No positive
mutatge@@c responses were observed with any of the tester strains in either the presence or absence of
S9 Szcgi%atlon
<These results indicate MON 52276 was negative for the ability to induce reverse mutations at selected

ci of several strains of Salmonella typhimurium and at the tryptophan locus of Escherichia coli strain
WP2 uvrA in the presence and absence of an exogenous metabolic activation system.
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I. MATERIALS AND METHODS S\OV
Y
&

A.MATERIALS S

1. Test Material: MON 52276 NES

Description:  Yellow-orange liquid AQ°0§
Lot/ Batch#: 11427995 N
Purity:  30.3 wt % glyphosate acid ®§@°
Expiration Date: 08 February 2018 @&? ;\\0?
S
2. Control Materials: \@‘Q}p@@
Vehicle: Deionised water FEEFE
.. NS
Positive: NG

non-activation: 2-nitrofluorene: 1.0 pg/plate TA98 @"J@a .\&b
sodium azide: 1.0 pg/plate TAIOQ,OG)]@&@S

9-aminoacridine: 75 ug/plate Té\‘fg@z@
methyl methanesulfonate: 1,000 Qg&/ﬁlate WP2 uvrA
activation: 2-aminoanthracene: 1.0 ug/,t;ﬁ’@@ 4:5%98, TA1535;
2.0 pg/plate TAlOO,?Rp%&?; 15 pg/plate WP2 uvrA
> &

<
S

&
Fa
\\§§®

QS

I »

. . N O
The S9 preparations were from livers of Aroclor 1254-\@1@%@ rats _). The S9
mix was composed of water, phosphate buffer, glucog&@%@%sphate, B-nicotinamide-adenine dinucleotide

phosphate, potassium chloride/ magnesium chlorid&@@fgf and S9 homogenate.
&

<

7).
&%/

3. Activation

9, 0

9 @
NSNS
. 2PNEN
4. Test Concentrations: RNIEARS
RIS
NP
oy o o . < QQ’ -9
a. Initial toxicity-mutation assay: & S«
(&) & (%)
S

2L . ..
The initial toxicity-mutation assay wasé*u(Zy Qﬁ) establish the dose-range for the confirmatory mutagenicity
assay and to provide a prelimina@@@enicity evaluation. TA98, TA100, TA1535, TA1537 and
WP2 uvrA were exposed to the vehicle alone, positive controls and eight dose levels of the test substance

ranging from 1.5 to 5000 pg/plzgﬁéiéréﬁlplicate, in the presence and absence of Aroclor-induced rat liver
0 o9
Se Q&\
b. Confirmatory ngﬁo eficity assay:
SO
The confirmatory mufa. Snidity assay was used to evaluate and confirm the mutagenic potential of the test

substance. TA98, T 0 Y TA1535, TA1537 and WP2 uvrrA were exposed to the vehicle alone, positive
controls and six doqgé Jevels of the test substance ranging from 15 to 5000 pg/plate, in triplicate, in the
presence and absQﬁcgb@of Aroclor-induced rat liver S9.

¢

g3
B. STUDY SFGN

STU (}g%@;%
4
1. lo-life dates: 17 June 2016 to 05 July 2016
N

& O

2. § Plate incorporation method

&

& O
@%@ialf (0.5) milliliter of S9 or Sham mix, 100 pL of tester strain (cells seeded) and 100 pL of vehicle or
é@[gﬁ substance dilution were added to 2.0 mL of molten selective top agar at 45+£2 °C. When plating the
~ \.\\@ositive controls, the test substance aliquot was replaced by a 50.0 uL aliquot of appropriate positive
control. After vortexing, the mixture was overlaid onto the surface of 25 mL of minimal bottom agar. After

7,
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the overlay had solidified, the plates were inverted and incubated for 48 to 72 hours at 37+2°C. The
condition of the bacterial background lawn was evaluated for evidence of test substance toxicity by using
a dissecting microscope. Precipitate was evaluated after the incubation period by visual examinations”
without magnification. Toxicity and degree of precipitation were scored relative to the vehicle conto

.
&
S

N
plate. &
Q&
NS
. ge S
3. Statistics NS
RN
\\
N
None. S®
N
NS
QO N
. . . ,\{0 *QQ)
4. Evaluation Criteria > P
N o &
e . NI
For the test substance to be evaluated positive, it must cause a dose-related increase gn the mean revertants
. .. . . N
per plate of at least one tester strain over a minimum of two increasing concenéfa@g,? of test substance as
. XN
specified: L

strains TA1535 and TA1537: data sets were judged positive if the increas “ﬁonqo san revertants at the peak
of the dose response was equal to or greater than 3.0-times the mean V%ﬁi”%&%gontrol value; strains TA9S,
TA100 and WP2 uvrA: data sets were judged positive if the increase gf gﬁg@& revertants at the peak of the
dose response was equal to or greater than 2.0-times the mean Vehi%]}@ g@{\g‘?ol value.
F LS

An equivocal response is a biologically relevant increase in a reve N@ﬁi@%nnt that partially meets the criteria
for evaluation as positive. This could be a dose-responsive lﬁc\ ¢ that does not achieve the respective
threshold cited above or a non-dose responsive increase 4 t@lg}%qual to or greater than the respective

threshold cited. A response was evaluated as negative if 6f‘S\x@&s\\oﬁei‘[her positive nor equivocal.
N

Q ~
Q,K@@Q} \6\
IL. RESULTS ANDSDISCUSSION
Eo
& S
A. Initial toxicity-mutation assay \o*@ SN
NP
ISENE
Neither precipitate nor toxicity was observgtf. Q&Q‘IZ} “positive mutagenic responses were observed with any of
the tester strains in either the presence ora %g‘ée of S9 activation.
5 &S
.. DL

B. Confirmatory mutagenicity assay."

S S

N &
Neither precipitate nor backgrog@‘lgﬁa@n toxicity was observed. No positive mutagenic responses were
observed with any of the testgg\(’s’ggaoi)ﬂé in either the presence or absence of S9 activation.

SN

S s
. %9
Results are presented in the gﬁ\b‘bké below:
& $
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Table 7.1-14 Results of the mutagenicity assays ;\\OQ
N
MON 52276 [pg/plate] Strain Qé@
TA 98 TA 100 TA 1535 TA 1537 WP2 Vrrg;Q
S9: - + - + - + - + - §, ES
acceptable range of | 6-26 | 9-37 66- 68- 3-23 | 3-23 1-13 3-15 9-4 lcs 32-44
historical control (95 % 114 128 ¥
Initial toxicity — mutation assay (50?@"\\0’
Negative controls 11 19 103 92 15 21 6 ,gl %)§ J“S 22 28
1.50 11 23 86 82 15 20 6 (5&1&)\0\";’\ 16 36
5.00 14 22 92 84 11 11 7.9 | 22 25
15.0 10 17 94 77 17 18 | 5 p 2 18
50.0 13 15 | 102 | 85 13 16 | FREG 15 | 27 | 29
150 12 16 110 104 11 14 \A‘Q,D Q’\O 9 21 31
N
500 9 15 | 91 | 92 | 13 2&1\@(:? < 13 | 21 | 28
1000 13 16 100 98 16 | 45515 6 12 26 28
5000 7 10 | 115 | 109 | 15 8L 6 11| 26 | 34
Positive controls [ug/plate] S > @fzﬁ
2- 1.0 249 S {26
aminoanthracene: 2.0 612 | & @\\L\Q 46
15 F Y 306
. MR
2-nitrofluorene: 1.0 | 141 ~O S
. ca. Y
sodium azide: 1.0 640 | & 15593
. .1 L L9
9-aminoacridine: 75 S 135
methyl 1000 NS 410
methanesulfonate & &0
Confirmatory mutagenicity assay q,&\\éz} R N
Negative controls 10 21 ﬁ;ﬁ‘)@s 100 14 12 8 7 24 25
15 10 2}\@ Jo;\]@)%f 98 13 16 7 5 31 29
<
50 R SEL 101 18 13 10 7 22 20
150 9 OQQ’é?\gé 87 95 12 18 7 8 20 36
500 10 .4 218 101 84 17 10 7 7 18 26
S
1000 & 4 S 1 59 88 15 10 7 5 18 24
&~ O
5000 I8P S 77 78 11 13 5 5 17 23
- % o
Posm.ve controls [pg/plate] ¢ 6‘&@*\&
2-aminoanthracene: 1\9& 12 § 129 63
SIS 447 53
& 356
ES
2-nitrofluorene: é@ B 306
sodiumazide: & 1.0 663 507
9-aminoacridine: & & 75 122
QS
methyl > & 1000 392
methanesulfoiiate
> o
&8
@ O
&L
S
NIRS
SO
0
O &
. QS} Q;U
SIS
o
S
S°
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Historical negative and positive control values are presented in the table below: S
5
&
. . . .. r NS
Historical Negative and Positive Control Values J S
2015 &
Revertants per plate NS
T S 9
Activation & &
Strain Control None Rat Liver ®§ ,@O
Mean | SD | Min | Max | 95%CL | Mean | SD | Min MA’;&V‘Q@QS% CL
— Neg 16 5 6 43 6-26 23 7 5 Qo;gé‘ 9-37
(2015) Pos 190 | 191 42 | 2468 329 | 176 @%ﬁl‘%é
AN
- 5 5 2 2114 N - 12
gung AL LU P B LB e T DL
2015 : 7| 172 | 239 | 1767 71 | 288 (5 & 2692
(2015) Pos 697 | 1 39| 176 671 %@@Q@‘*s 6
s N 13 5 2 35 3-23 13 _ﬁQ\,giQ‘\" 3 33 3-23
............................................ T T
2015) Pos 624 | 196 50 | 2509 13;{\@;\?1@0 24 | 1060
- N , 3 1 20 1-13 <§§\§8§® 3 2 23 3-15
) I | o B o A i B3 B T &3 53 [ 101 5 - T
2015) Pos 392 | 202 24 | 2887 & A 53 19| 574
= 7 7 AR 22 3
weaara | Neg ) 21 D)L ULl o LT
(2015) Pos 336 | 112 89} 1026 S| 352 | 117 78 | 1409
- . - : T
SD=standard deviation; Min=minimum value; Max=maximuift x{éﬁ\e:c%% CL = Mean £2 SD (but not less than
. . . - QL N . P i
zero); Neg=negative confrol (including but not limited rg;\&\ (gl\lzed water, dimethyl sulfoxide, ethanol and
. = vafivr . RIS
acetone); Pos=positive control Q@& ég}
RS
o g
& L
& O@‘ &
§\O IS
1L Kg;zigﬁCLUSIONs
ST §

3. Assessment and conclu&gi%f

S
%

Assessment and conclusi@ i& @plicant:
&

o &
N
N

> ~
The study is in concordatic
was considered acc@%\gﬁ@
MON 52276 is consgdérc@?l

N

gene mutation in l%a%ﬁia.
N Q,O

classiﬁcatioﬁeﬁarding genotoxicity.
>

K/

o
Swith the OECD guideline 471 (1997). Despite some deviations, the test

to be negative (not mutagenic) with and without metabolic activation in this

Rz
According to @Eﬁ{egulaﬁon (EC) 1272/2008, MON 52276 (Glyphosate 360 g/L. SC) does not require

<

Asseg‘s‘nﬁnt and conclusion by RMS:
N
RN
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1. Information on the study S
$
Data point: CP 7.1.7/002 S
Report author - Q?
Report year 2016 & .
. L O
Report title In Vitro Mammalian Cell Micronucleus Assay in Human Pe éa@ral
Blood Lymphocytes (HPBL) f§§)
Report No AE60YE.348 BTL &L
Document No MSL0027858 @@i\@"\)
Guidelines followed in study |OECD 487 (2014) \@‘0 00@‘2’
Deviations from current test | The concentration, homogeneity, and stabilit @quﬁﬁg*}est substance in
guideline the vehicle were not analyzed. However, it 1&%811%@(1 that the test sub-

stance was tested to the maximum appropg’fa&e g@‘hcentratlon based on
the laboratory records of formulation pre@ﬁr@uﬁ (weigh tapes, etc.) and
the preparation of test substance fi &UQOHS immediately before
usage. Therefore, lack of stabilit Qhé)rmgenelty and concentration
verification had no adverse 1mpa\gt gzh the integrity of the data or the
validity of the conclusion that @ae@?éﬁ substance was negative in this

study. \\\,@ & &
Previous evaluation New study for AIRS §°\§v@®°
GLP/ Officially recognised | Yes NS
. eysse \‘\ N

testing facilities S
Acceptability/ Reliability: Supportive Oq}@r§iq}o
Category study in AIR 5 Categoryl & .5 &
dossier (L docs) ég}\n’?\\\ R

NS

L8
2. Full summary S @ QQ?

NN

Z

8)
The test substance, MON 52276, wa 6 ?e§?ed to evaluate the potential to induce micronuclei in human
peripheral blood lymphocytes ( \ n both the absence and presence of an exogenous metabolic
activation system. Water was u@s@%l\fé% ﬁe Vehlcle
\ \,\QJ C;O
In the preliminary toxicity asg’af the doses tested ranged from 0.2 to 2000 pg/mL, which was the limit dose
for this assay. Cytotoxwlg&?“\@@@ied as 55 £ 5 % cytokinesis-blocked proliferation index (CBPI) relative to
the vehicle control] wa§ g@t\é‘o\bserved at any dose the non-activated and S9-activated 4-hour treatment
conditions. Cytotoxicit wds observed at 2000 ug/mL in the non-activated 24-hour treatment condition.
Based upon these resgﬁsﬁhe doses chosen for the micronucleus assay ranged from 2 to 2000 pg/mL for
the non-activated 4-&%&}? exposure group; from 6 to 2000 pg/mL for the S9-activated 4-hour and the non-
activated 24-hour*éo§p\0sure group.
OQ &
In the mlcrony%gﬁls assay, cytotoxicity was not observed at any dose of the non-activated and S9-activated
4-hour tre%Q t conditions. Cytotoxicity was observed at 2000 pg/mL in the non-activated 24-hour
treatme%ocqn ition. The doses selected for microscopic evaluation were 200, 600, and 2000 pug/mL for the
non- acgpvgled and S9-activated 4-hour exposure groups; and 200, 1000, and 2000 pg/mL for the non-
actn@‘fgd‘ 24-hour exposure group.
@ o
N%)zﬁlgmﬁcant or dose-dependent increases in micronuclei induction were observed in treatment groups
\@Wﬁh or without S9 (p > 0.05; Fisher’s Exact and Cochran-Armitage tests).

N

/)
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Based on above findings MON 52276 was considered negative for the induction of micronuclei in the .OQ\
presence and absence of the exogenous metabolic activation system. ,Qo"\
I. MATERIALS AND METHODS ‘o@b
&
S &
A. MATERIALS N
1. Test Material: MON 52276 SO
Description:  Yellow-orange liquid Q@*@é\
Lot/ Batch#: 11427995 SN
Purity:  30.3 wt % glyphosate acid Se
. . S N
Expiration Date: 08 February 2018 \@‘ U
L&
2. Control Materials: @5@@0’%@
Vehicle control:  Water @ é\of\ S
Positive control: Cyclophosphamide (2.5, 5, and 7.2\5&@%&@
Vinblastine (5, 7.5, and 10 ng/né@ @Q N
3. Metabolic activation system: Rat liver S9 mix @ \\8’ @&
4. Test organisms: Human peripheral blood lyl\@bhﬁ jtes were obtained from a
healthy non-smoking indiéa* 1l {32 year old male)
KRN
SRS
B. STUDY DESIGN S
TS
ST
1. In-life dates: 27 June 2016 to 30 July 2016 & &@§
AR
NISI
2. Test concentrations @9@60@ §Q’
S&E
a. Preliminary Toxicity Test Foo &

\
0.2,0.6, 2, 6,20, 60, 200, 600, and 2000 ug/lgﬁ\ég\g} on-activated, 4 hour treatment, 24 hour harvest; non-

activated, 24 hour treatment, 24 hour harvest, {S@géttivated, 4 hour treatment, 24 hour harvest

S &

b. Micronucleus Assay NN

2, 60, 200, 600, and 2000 pg/mL forﬁg@@'—activated, 4 hour treatment, 24 hour harvest; 6, 60, 200, 600,
and 2000 ug/mL for the S9-actiV%&Q§é§lour treatment, 24 hour harvest; 6, 200, 600, 1000, 1200, 1400,
1600, 1800, and 2000 pg/mL fo@g\%\@é\a‘étivated, 24 hour treatment, 24 hour harvest

< O

,

RO
c. Micronucleus Evaluatgﬁ’lkO $
200, 600, and 2000 pg/n%E gﬁ‘éﬁon—acﬁva‘[ed, 4 hour treatment, 24 hour harvest and S9-activated, 4 hour
treatment, 24 hour har/\\[gsg@c@, 1000, and 2000 for non-activated, 24 hour treatment, 24 hour harvest
N
3. Collection of Ceblﬁi@%
NP
In non-activated QZJ-\A@ “treatment, cells were collected after being exposed to cytochalasin B (cyto B) for 24
hours (+ 30 minutes), 1.5 to 2 normal cell cycles, to ensure identification and selective analysis of
micronucleusgﬁ%ﬁuency in cells that have completed one mitosis evidenced by binucleated cells. The cyto B
exposure t\gﬁ? for the 4 hour treatment in the non-activated and the S9-activated studies was 20 hours
(=30 m@%@ﬁ) Cell suspension slides were prepared and coded for scoring.
9 O

DTN
4. le Kinetics Scori
%&l&?yc e Kinetics Scoring

4
Egrfg}le preliminary toxicity test, at least 500 cells were evaluated to determine the cytokinesis-blocked

{\Opgsbliferation index (CBPI) at each dose level and the control. For the micronucleus assay, at least 1,000 cells

)
39.80500 cells per culture were evaluated to determine the CBPI at each dose level and the control.

4
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5. Micronucleus Scoring S
N
. . . . . Q
A minimum of 2000 binucleated cells from each concentration (1000 binucleated cells from each cultureg}*\
were examined and scored for the presence of micronuclei. o
{§O
- &
6. Statistics S
s

KN
S
Statistical analysis was performed using the Fisher's exact test (p < 0.05) for a pairwise compggfs’gfi&;) of the
percentage of micronucleated cells in each treatment group with that of the vehicle control. ﬁ@’Cochran-

. . NS
Armitage trend test was used to assess dose-responsiveness. g A~
S
. o & O
7. Evaluation Criteria 05 &
T &>
AN
NI N

The test substance was considered to have induced a positive response ife

I¢ast one of the test
N

. [ .. . . . LN .
concentrations exhibited a statistically significant increase when Comparedoow th ghe concurrent negative
control (p < 0.05), and the increase was concentration-related (p < 0.05), and résuits were outside the 95 %
control limit of the historical negative control data. The test substance Q\Jﬁf}agé\qqy@lsidered to have induced a
clear negative response if none of the criteria for a positive response‘\\g%gﬁg;@.

TS S
(2)
Il RESULTS AND DISCUSSION
S

NN

SF
In the preliminary toxicity test, cytotoxicity [defined as 55 ﬂg@\\% Jtokinesis-blocked proliferation index
(CBPI) relative to the vehicle control] was not observed af’ ose the non-activated and S9-activated
4-hour treatment conditions. Cytotoxicity was observ%dg &a‘t@ 00 ug/mL in the non-activated 24-hour
treatment condition. The test substance was soluble i@ gfe&&reatment medium at all doses tested at the
beginning and conclusion of the treatment period. <§® boc?\ §‘Z}
QJ\O) @O

In the micronucleus assays, the test substance W@%cﬁgﬁe in the treatment medium at all doses tested at the
beginning and conclusion of the treatment R@i@@.\o@ytotoxicity was not observed at any dose the non-
activated and S9-activated 4-hour treatmen\gfcgh itions; cytotoxicity was observed at 2000 pg/mL in the
non-activated 24-hour treatment conditioﬁ.qﬂ@signiﬁcant or dose-dependent increases in micronuclei

. . . D o o .
induction were observed in treatment gg&x\ﬁ%g@‘ltb or without S9.

S qu\o&
Results are presented in the table be oW S
N
A@'\\Q \Qr &
Table 7.1-15 Results gf éﬁ%ﬁicronucleus assay
oc’oi&@“é
. «@Q@v Y Micronucleated Range
Concentration ’\Q:\\Q‘@E%I Cytotoxicity binucleated cells 95 %.C(')ntrol . ©
(ng/mL) AQA‘ o (%) Limits [min-max]
SB 4h treatment without S9
Water o $725 - 0.4 0.00-0.82 0.05-1.43
MON 52276, 206 $1.679 6 % 0.3
MON 52276, 600" | 1.613 15 % 0.3
MON 5227(&&@50 1.616 15 % 0.4
4h treatment with S9
Water & 57 1.553 - 0.3 0.00-0.78 0.10-1.50
MON$2276, 200 | 1.621 -12% 0.4
MON 52276, 600 | 1.615 -11 % 0.4
MON52276, 2000 | 1.545 1% 03
ORS 1.301 46 % 1.4%% 0.50-2.51 0.40-3.30
é\‘k 24h treatment without S9
\CQ@-\Q Water 1.814 - 0.4 0.00-1.01 0.10-2.00
Qf’\:é\\éo MON 52276, 200 | 1.805 1% 0.4
ST
NS
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Table 7.1-15 Results of the micronucleus assay ;\\OQ‘
N
S
: S
Concentration .. Mlcronucleated 95 % Control Range‘o@
(ug/mL) CBPI Cytotoxicity binucleated cells Limits [min-m @‘-\\]\
(%) NS
MON 52276, 1000 | 1.605 26 % 0.3 %Q §Q
MON 52276, 2000 1.394 52 % 0.6 & &
VB, 10 1.141 83 % 1.6%* 0.04-3.48 0.§9-5:70
CBPI: Cytokinesis-blocked proliferation index 0\?2{ é\\
CP: Cyclophosphamide & Qf\
VB: Vinblastine o S
& O &
$ o \{b'
$.&°®
N
> L
Historical negative and positive control values are presented below: G ST
& v@’{(@
SEE
HISTORICAT CONTEROL VAITUES @A @ <
MICRONUCLEUS INDUCTION & F Q:o‘z’
2013-2015 NIGS
\L}Q Q\(b (ZJ;\Q/
NON-ACTIVATED TEST SYSTHEQ’Q) '\Q’QK‘Q
S o0&
S a $
Micronucleated Bimitleted Cells (%)
Historical Values Negative Control’ P~ fb?\o(?Pusitif;e Controls
4hour | 24hours § P4-hour? 24-hour’
Mean 0.36 0397 37 176
Standard Deviation +0.23 H30 s | =166 =0.86
93% Control Limits | 0.00-0.82 | §0&L07 046708 | 0.04-3.48
Range ° 0.05-143 ¢ ©10:2.00 1.00-10.10 |  0.50-5.70
oLE
S9-ACTVATED TEST SYSTEM
D o oR
NN
© & SMhcronucleated Bimucleated Cells (%
Historical Vi 6660 “0‘, 3 I T — {%}4
SIS § Negative Control Positive Control
Mean o Q0 & 0.33 151
Standard Degiation =0.23 =0.50
95% Cényeol Fimits 0.00-0.78 0.50-2.51
Ragged® & 0.10-1.50 0.40-3.30
TS

SponseRsupplied vehicles.

3

Q
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Sol*.‘e::/ﬁ *ﬁ’c&ﬁd& water, saline, DMSO, ethancl, acetone, and other mon-standard and

Pos'i\ti%'e&mtml for non-activated 4 howr studies, Mitomyein C (MMC).
\é@t@% ccntrol for nen-activated 24 hour studies, Vinblastine (VB).
sfive control for S9-activated studies, Cyclophosphamide (CP).
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II1. CONCLUSIONS $
Based on these results, MON 52276 was considered to be negative for the induction of micronuclei in th§?
non-activated and S9-activated test systems in the in vifro mammalian micronucleus test using hurgan

peripheral blood lymphocytes. .\&
NG
Q§
3. Assessment and conclusion @@ @0
S
o
. . ¥ \
Assessment and conclusion by applicant: Q& O
> Q
ESES

The study is in concordance with the OECD guideline 487 (2014). Under the exgéfgnqﬁﬁal conditions
reported, the test item did not induce micronuclei as determined by the in vitxo g}ngi*onucleus test in
human lymphocytes. Therefore, MON 52276 is considered to be non—m@?a‘gebm“\c in this in vitro

micronucleus test when tested up to cytotoxic concentrations. Q& Q\x
However, considering the deviations identified in the study, the study is 88@ dered supportive only.
‘\,

e
\&QQJ 6\)@)\
Assessment and conclusion by RMS: NG
QJQJ S &
RN
\\~/\ &U \/QU
@O\&\\»Qb@@é
S c?@
1. Information on the study \,@Q(Q@@bo
Data point: CP7.1.7/003 &9 &
NI
NS
Report author - @Q§@§ S
Report year 2020 & @\,@‘b
Report title MON 5227@51«ﬁgconucleus Test in Human Lymphocytes in vitro
Report No Wczzpcg@“g &
&L
Document No CV—2Q5]§35@6@

Guidelines followed in study OE@)#&? (2016)
<

N 3 <
De.v1at.10ns from current test g{@g\é $
guideline 2 Q& &
Previous evaluation A\@&Q}ﬁo@% study for AIRS
LN
GLP/ Officially recogmsed@{\ S @ es
testing facilities & &S Q}N&O
Acceptability/ Reliabifity & Valid

Category study in Alg\%,bo Category 1
dossier (L docs) &5
2
oS
&S

2. Full snt?n;fnary

The test sgﬁ ance, MON 52276, was tested to evaluate the potential to induce micronuclei in human

perlpherglb b?fbod lymphocytes (HPBL) in both the absence and presence of an exogenous metabolic

actlvat,b@r@ystem Minimal Essential Medium was used as the vehicle.

S &

Th@ dﬁges tested in the Preliminary Toxicity Test ranged from 19.53 to 5000 pg/mL. No precipitate of the

t\@stﬁtem was observed in the parallel blood-free cultures at the end of the exposure in the 4-hour exposure
&gg;bups or in the 24-hour continuous exposure group. Microscopic assessment of the slides prepared from

(j?he exposed cultures showed that binucleate cells were present at up to 5000 pg/mL in all three exposure

//290
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groups. The test item induced some evidence of toxicity in the 4-hour exposure group in the absence of S9 S
and in the 24-hour exposure group. There was no marked toxicity demonstrated in the 4-hour exposure ,@o\\
group in the presence of S9. The maximum dose level selected for the Main Experiment was the maximutg}*
recommended dose level and was 5000 ug/mL for all three exposure groups.

Uy
K2

The dose levels used in the Main Experiment were selected using data from the Preliminary Toxici\@i\o Fest

where the results indicated that the maximum concentration should be limited by toxicity. ”l;h%%cﬁoses
selected for the Main Experiment ranged from 321.5 to 5000 ug/mL for the 4-hour treatment \&?Tgibut S9,
4-hour treatment in the presence of S9, and 24-hour treatment in the absence of S9. \@Q& é‘;@

S &
Duplicate cultures of human lymphocytes, treated with the test item, were evaluated @?ﬁﬁcronuclei in
binucleate cells at up to four dose levels, together with vehicle (quadruplicate culture@i),%mcgﬁositive controls
(duplicate cultures). Three exposure conditions in a single experiment were used‘z(f%b\?tb‘g study using a 4-
hour exposure in the presence and absence of a standard metabolizing s g:ﬁb(‘g% at a 2% final
concentration and a 24-hour exposure in the absence of metabolic activatio@@@.gﬁé end of the exposure
period, the cell cultures were washed and then incubated for a furthelg@éD hours in the presence of

Cytochalasin B. QJO\A bq',\%@
S HE
The test item demonstrated some modest toxicity in the 4-hour expogﬁrs@%@he absence of S9 and achieved

. .. . 2
near optimum toxicity at the maximum recommended dose leveldn ¢ @4—hour exposure. There was no
&

marked toxicity demonstrated in the 4-hour exposure group igﬁ; 7: esence of S9 up to the maximum
recommended dose level. S&SE

q
3,
G

The test item did not induce any statistically signiﬁcan\&“zf@@g?toses in the frequency of binucleate cells

containing micronuclei in the 4-hour exposure group @O‘@é Cv‘p&ﬁ:sence of S9 or in the 24-hour continuous
exposure group where the maximum dose was the mgaﬁgil@ recommended dose level.

FES
The 4-hour group in the absence of S9 includeéﬁ@i@ﬁ% level (1250 ug/mL) which induced a small but

statistically significant increase in binucleate{\ 1§’§8ntaining micronuclei. However, since this increase
was well within the laboratory historical cog?r&}@r\ahge (within 95 % control limits) for a vehicle and was
not part of a dose related response it was c@t&siﬁg?\ed to be of no toxicological significance.
G
. . AR . . .
The dose formulation analysis perf,gﬁ@%&?or the Main Experiment demonstrated that the test item

formulations were accurate and withgr acgeptable limits.
u W u WQK%SK < @p
) N . .
The test item, MON 52276 was g%g@?@%red to be non-clastogenic and non-aneugenic to human lymphocytes
in vitro. & &
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I. MATERIALS AND METHODS S
N
L
A. MATERIALS 6\@\*
5. Test Material: MON 52276 o
.. . . O
Description:  Yellow liquid &
Lot/ Batch#: AZE200810A S &
Purity: 30.8 % w/w glyphosate acid (41.5% w/w 1sopr0pyla{a%1§;
glyphosate); tested as received, with no correction for@ftgﬁty
Expiration Date: 2023-05-20 N
&S
,{o )
6. Control Materials: &
Vehicle control: Minimal Essential Medium (MEM) (Batc]gﬁﬁ gi) 1547)
Positive control: Mitomycin C (MMC) (Batch No. SLBR@%Q&X) 0.2 pg/mL
for 4-hour/-S9 exposure Q o
Demecolcine (DC) (Batch No. BCB,@?“ % 0.075 ug/mL
for 24-hour/-S9 exposure ‘° N S
Cyclophosphamide (CP) (Batc]ﬁi@ 65%3 89648): 8 ng/mL
for 4-hour/+S9 exposure S S
\S@g& &
(‘)
7. Metabolic activation system: Rat liver S9 mix & & f\
8. Test organisms: Human peripheral blo\é}d@\? ﬁlphocytes were obtained from

healthy non-smokin, hﬁ 1duals 25 year old female for
Preliminary TOX1CLFy\ g§t and 35 year old female for Main
Experiment
& \&\Q}q}

Demecolcine (DC) is not one of the suggested pom@%@oﬁrol substances listed in the OECD 487 guideline
but the substances are recommendations onl ahQSQDC is a derivative of Colchicine, one of the
recommended substances. There is sufﬁc1q é%b(?ratory historical control data to demonstrate its
effectiveness and suitability as an aneugen. @0 & .o?\

&\\i@@\
B. METHODS s
§ S
DL
1. In-life dates: 2020-01-3 &@0@@—03—25
O
: N
2. Test concentrations NN
R \@ S
WG

a. Preliminary T0x1c1ty$%§t 3
0, 19.53, 39.06, 78.13, 15&8\3 12.5, 625, 1250, 2500 and 5000 pL/mL for 4-hour treatment without S9,
4-hour treatment Wlth,Sﬁp) Iy 24-hour treatment without S9.
G

b. Micronucleus AssS:
0, 312.5, 625, 125(}§Z§00 3750, 5000 pg/mL for the 4-hour treatment without S9, 4-hour treatment with
S9, and 24- hour E&@bment without S9.

o
c. Mlcron@@s Evaluation
0, 1250, 25%)@; 3750, 5000 pug/mL for the 4-hour treatment without S9, 4-hour treatment with S9, and the
24- hourﬁ‘e@%ment without S9.
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3. Collection and Treatment of Cells

For each experiment, sufficient whole blood was drawn from the peripheral circulation of a non smokings
volunteer (18-35) who had been previously screened for suitability. The volunteer had not knowingly be@n
exposed to high levels of radiation or hazardous chemicals and had not knowingly recently suffered froé?n a

viral infection. N &
Q&

Q0
Cells (whole blood cultures) were grown in Eagle's minimal essential medium with HEPES bufﬁ&(‘??/IEM)
supplemented “in-house” with L-glutamine, penicillin/streptomycin, amphotericin B and 10 % 1 bovine
serum (FBS), at approximately 37 °C with 5 % CO, in humidified air. The lymphocytes of fr&hbﬁeparlmsed
whole blood were stimulated to divide by the addition of phytohaemagglutinin (PHA% o q}@
¢

The Preliminary Toxicity Test was performed using the exposure conditions a&‘zdggzzﬁbed for the Main
Experiment but using single cultures for the test item dose levels and duphcgcte mgﬁlres for the vehicle
controls, whereas the Main Experiment used duplicate cultures for the test 1tejh én@quadruphcate cultures
for the vehicle controls. Parallel flasks, containing culture medium w1th0u§W§%QLleood were established
for the three exposure conditions so that test item precipitate observaﬁ «z;ould be made. Precipitate

observations were recorded at the beginning and end of the exposure %ﬁ“

NN \
a. 4-Hour Exposure With Metabolic Activation (S9) @‘Z’QJ@O’ >
After approximately 48 hours incubation at approximately 37 °(§ g%/&OZ in humidified air, the cultures
were transferred to tubes and centrifuged. Approximately 93@ f the culture medium was removed,
reserved, and replaced with the required volume of MEM (m%l@éﬁ'g serum) and 1.0 mL of the appropriate
solution of vehicle control or test item was added to eac\kﬁc ufe For the positive control, 0.1 mL of the
appropriate solution was added to the cultures. 1.0 mL@?@‘)@ S9-mix (i.e. 2 % final concentration of S9
in standard co factors) was added to the cultures of thgng? iminary Toxicity Test and the Main Experiment.
All cultures were then returned to the incubator. Tge n@nﬁlal total volume of each culture was 10 mL.
v‘@

After 4 hours at approximately 37 °C, the cu‘l\&?\resoﬁere centrifuged, the treatment medium removed by
suction and replaced with an 8 mL wash of £ulture medium. After a further centrifugation the wash
medium was removed by suction and replﬁg(eﬁ\ Q§§1th the reserved original culture medium, supplemented
with Cytochalasin B at a final concentrg@@ Q@%f 5 ug/mL, and then incubated for a further 24 hours.

o‘

b. 4-Hour Exposure Without M&fakk)iiﬁ Activation (S9)
After approximately 48 hours 1%©1@1‘g\;©n at approximately 37 °C with 5 % CO; in humidified air, the
cultures were decanted into tgﬁe\sb @%d centrifuged. Approximately 9 mL of the culture medium was
removed and reserved. The %él\logﬁxéﬁe then resuspended in the required volume of fresh MEM (including
serum) and dosed with 1. Oﬁgoé}he appropriate vehicle control, test item solution or 0.1 mL of positive
control solution. The nogﬁné*l total volume for each culture was 10 mL.
@ N
After 4 hours at approxﬁn,j@tely 37 °C, the cultures were centrifuged, the treatment medium was removed
by suction and replag@o‘\%lth an 8 mL wash of MEM culture medium. After a further centrifugation the
wash medium was> removed by suction and replaced with the reserved original culture medium,
supplemented w@ Ggltochalasm B, at a final concentration of 4.5 pg/mL, and then incubated for a further
24 hours. Q@ OQ
L&
c. 24- H(gﬁufxposure Without Metabolic Activation (S9)
The expésgfe was continuous for 24 hours in the absence of metabolic activation. Therefore, when the
cultures'wiere established the culture volume was a nominal 9 mL. After approximately 48 hours incubation,
the g‘ti(l)@ﬁ\res were removed from the incubator and dosed with 1.0 mL of vehicle control, test item dose
sqﬁl‘u"ﬁn or 0.1 mL of positive control solution. The nominal total volume of each culture was 10 mL. The
& tfures were then incubated for 24 hours, the tubes and the cells washed in MEM before resuspension in
D%sh MEM with serum. At this point Cytochalasin B was added at a final concentration of 4.5 ug/mL, and
en the cells were incubated for a further 24 hours.
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L
The extended exposure detailed above does not follow the suggested cell treatment schedule in the >
Guideline. This is because it avoids any potential interaction between Cytochalasin B and the test 1terq§
during exposure to the cells and any effect this may have on the activity or response. Additionally, as the
stability or reactivity of the test item is unknown prior to the start of the study this modification q)@the
schedule is considered more effective and reproducible due to the in-house observations on @\1@
lymphocytes and their partlcular growth characteristics in this study type and also the significant lngoqﬁtory

historical control data using the above format. \A
A\

Q)Q

At the end of the Cytochalasin B treatment period the cells were centrifuged, the culture me ntlQWas drawn
off and discarded, and the cells resuspended in MEM. The cells were then treated \A(t}b@ mild hypotonic
solution (0.0375M KCl) before being fixed with fresh methanol/glacial acetic acid @@d B@kv) The fixative
was changed at least three times and the cells stored at approximately 4 °C prior t@%eﬁnakmg
S

The lymphocytes were re-suspended in several mL of fresh fixative before cegﬁ*@gﬁ%on and re suspension
in a small amount of fixative. Several drops of this suspension were drop @8@ clean, wet microscope
slides and left to air dry with gentle warming. Each slide was permanen iabeled with the appropriate
identification data. When the slides were dry they were stained in 5 %%:‘? e\ﬂ&@a for 5 minutes, rinsed, dried

and a cover slip applied using mounting medium. Q\,§ 5 Qf}
& SE
I . S "o
4. Cell Cycle Kinetics Scoring \\\/ $

@

A minimum of approximately 500 cells per culture weres s@\)géd for the incidence of mononucleate,

binucleate and multinucleate cells and the cytokinesis blqﬁ%ﬁeﬁferatlon index (CBPI) value expressed as

a percentage of the vehicle controls. The CBPI mdlcate@fhgrglmber of cell cycles per cell during the period
Q}

’77

of exposure to Cytochalasin B.
e
N
5. Micronucleus Scoring & "§\'“§b
é‘ KRS

The micronucleus frequency in 1000 blnucle‘g‘fg\d@c@is was analyzed per culture (2000 binucleated cells per
concentration for the test item and positive eémafr\ol and 4000 binucleated cells for the vehicle controls).

Cells with 1, 2 or more micronuclei wer@gquged and included in the total.

A&o

The criteria for identifying m1cr0nuq~§e@v§‘fe that they were round or oval in shape, non refractile, not linked
to the main nuclei and with a dla%iétg,‘r t was approximately less than a third of the mean diameter of the
main nuclei. Binucleate cells \X‘e\rq@saﬁacted for scoring if they had two nuclei of similar size with intact
nuclear membranes situated 1ﬂ-th@ sﬁ’me cytoplasmic boundary. The two nuclei could be attached by a fine
nucleoplasmic bridge whlcb?\zgaos@pprommately no greater than one quarter of the nuclear diameter.

6. Statistics &

3
%

The frequency of bi IRQ:‘Léﬁte cells with micronuclei was compared, where necessary, with the concurrent
vehicle control Valﬁe@wsmg the Chi-squared Test on observed numbers of cells with micronuclei. A
toxicologically s@\gffcant response was recorded when the p value calculated from the statistical analysis
of the frequenc AO@Qf binucleate cells with micronuclei was less than 0.05 and there was a dose-related
increase in tl:@ quency of binucleate cells with micronuclei.

QJ() \O

S K
The dos&r@fatlonshlp (trend-test) was assessed using a linear regression model. An arcsine square-root
transfoﬁja}i‘tlon was applied to the percentage of binucleated cells containing micronuclei (excluding
posg\*&é@%ontrols) A linear regression model was then applied to these transformed values with dose values
ﬁg{edf’as the explanatory variable. The F-value from the model was assessed at the 5% statistical

ficance level.

Glyphosate Renewal Group AIR 5 — July 2020 Doc ID: 110054-MCP7_GRG _Rev 1_Jul 2020



Annex to Regulation 284/2013 MON 52276 M-CP, Section
Page 52 of 121

N
i
$
>
S
S
R
&

7. Evaluation Criteria IS
S
L
Providing that all of the acceptability criteria are fulfilled, a test item is considered to be clearly negativg?
if, in all of the experimental conditions examined: o
1. None of the test concentrations exhibits a statistically significant increase compared with the concysrent
negative control. o &

S &
2. There is no dose-related increase when evaluated with an appropriate trend test. @Qo)o@
3. The results in all evaluated dose groups are within the range of the laboratory historical co\gﬁtg}\data.
Lo
L
The test system is then considered to be unable to induce chromosome breaks and/or gain (gﬁb'@%s.
AR

» O @
Providing that all of the acceptability criteria are fulfilled, a test item may be cqﬁtg&@lc\g@d to be clearly
positive, if in any of the experimental conditions examined, there is one or more of g’b‘foj,fowing applicable:
1. At least one of the test concentrations exhibits a statistically significant ificteasé compared with the

. NI
concurrent negative control. P&
2. The increase is dose-related in at least one experimental condition whe‘g‘oe&%l\u%ted with an appropriate
trend test. > bq',\%@Q
3. The results are substantially outside the range of the laboratory hi%)t‘gigé\ ’negative control data.
\§ szr Q,}\Q)

. . . ) . QO .
When all the criteria are met, the test item is considered able to 1ne£uq€°’gﬁ\romosome breaks and/or gain or

QO
loss in this test system. S
S
. . . . .. SISES
There is no requirement for verification of a clear positive oﬁne%@ﬁve response.
S @fzﬁ B
&

>
In case the response is neither clearly negative nor cle ;&3 tive as described above or in order to assist
in establishing the biological relevance of a result, thcgil%ﬁ\ should be evaluated by expert judgement and/or
further investigations. The Study Director may m i}@o judgement based on experience and the biological
relevance of the data and any justification for accgp@& of the data will be included in the report. Scoring
additional cells (where appropriate) or p‘:\g%ﬂ%;glog a repeat experiment possibly using modified
experimental conditions (e.g. concentrati%r‘\\@ﬁgﬁ}mg, other metabolic activation conditions (i.e. S9
concentration or S9 origin)) could be usef@%? Q;@
)
II. JQR@EO@LTS AND DISCUSSION
SN
The dose range for the Prelimingj@?ﬁ%&ﬁ:ity Test was 0, 19.53, 39.06, 78.13, 156.25, 312.5, 625, 1250,

2500 and 5000 pg/mL. The maﬁrgﬁ%\q@dose was the maximum recommended dose level.

IS

.. . QS E . .

No precipitate of the test 1t(@0w09@\observed in the parallel blood-free cultures at the end of the exposure in
AN . . .

the 4-hour exposure groupscorgin the 24-hour continuous exposure group. Microscopic assessment of the

slides prepared from the? g}?{i@ged cultures showed that binucleate cells were present at up to 5000 pg/mL
in all three exposure gr&ﬁpﬁ
S

S
The test item induoéﬁ@gme evidence of toxicity in the 4-hour exposure group in the absence of S9 and in
the 24-hour equﬁl@ogroup. There was no marked toxicity demonstrated in the 4-hour exposure group in
the presence o§§gfb
The maxinau r'dose level selected for the Main Experiment was the maximum recommended dose level
and was&()ﬁg@ ug/mL for all three exposure groups.
2]

S
G

>

Glyphosate Renewal Group AIR 5 — July 2020 Doc ID: 110054-MCP7_GRG _Rev 1_Jul 2020



M-CP, Section

MON 52276

Annex to Regulation 284/2013

Page 53 of 121

Table 7.1-16: CBPI Data: Preliminary Toxicity Test, 4-hour exposure without metabolic activation

Cytostasis
(%0)

14

10

27

CBPI*

1,81

1,59

Multinucleate
Cells

44

44

46

Binucleate
Cells

319

317

286

291

295

271

Mononucleate
Cells

137

139

168

179

169

216

Treatment/
Concentration
(ng/mL)

Vehicle
(MEM)

19,53

39,06
78,13
156,25
3125

625

1250

2500

5000

Mean value for vehicle

Not selected for scoring
MEM  Minimal Essential Medium
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Table 7.1-17: CBPI Data: Preliminary Toxicity Test, 4-hour exposure with metabolic activation IS
&
,'\(\Q
Treatment / . . . NG
c rati Mononucleate Binucleate Multinucleate " Cytostasis o
oncentration .
Cells Cells Cells CBP (%) ©
(ng/mL) Z.
N
S
. 177 285 38 Q&
Vehicle DO
(MEM 1.73 0 N
) 184 262 54 SO
B9
S
19.53 - - - - - Lk
o Y
T O
& Q" \’b'
39.06 - - - - SEL
NN
78.13 - - - - AR
24 ny'\\b&
9 K
156.25 - - - - 6‘05 S -
N AN
U
IS
3125 - - - SN -
INISES
N
625 223 242 35 & G6d 15
NN
3 Ku’\,QU'
1250 204 259 37 ®§ @@®&1.67 8
RIS
2500 154 303 43 ,° g\q’é‘) 1.78 0
&
RS
5000 187 277 BE & 1.70 4
S-S o
¢ Mean value for vehicle QJ@Q §° O§
- Not selected for scoring S &
i Cytostasis reported as 0 as the CBPI value i§‘eguabto or higher than the solvent control
MEM  Minimal Essential Medium N © Ao)\OQ
\‘Z’QQ &
S&ES
<
NI
O &«
SIS
RSN
NS
L&
‘\@‘Zf QrQ @Q
o & &
RS
& S©
[SHEEN
NS
N R
RN
& &
S
AN A&\o,bob
R
N
S\
Qé Qo
[fog @Q’
S
¢
£
NS
&
XN
& O
¥ R
< @
L.
9 <&
N
o &£
S
NIRS
S
N
O &
& N
S5
N
@ Q
NN
DR
N\
NS
&
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Table 7.1-18: CBPI Data: Preliminary Toxicity Test, 24-hour exposure without metabolic activation = o
N
Treat / S
reatment . . . P
. Mononucleate| Binucleate |Multinucleate Cytostasis S
Concentration CBPI¢ S
Cells Cells Cells (%) N
(ng/mL) &
< @
S
Vehicle 104 339 57 L6 . @,\of
MEM ’ v &
(MEM) 132 332 36 SO
gL
X O
g o
19,53 - - - - - RS
N (4]
g I
¢ Yo
- - - - ISR
39,06 SO
TS T
78,13 - - - - @ .0
Uﬁfgx@&\éov\\
= \ vO
156,25 - - - _ N
S o
T Y )
NS @
3125 - - - @,\@% -
NG
SRS
625 148 320 3 KAy 10
N
SIS
1250 137 348 15 & 476 12
NN
LB
2500 218 280 S 1,57 34
S
& S
5000 285 215 SH S 143 50
O
. Y VO
c Mean value for vehicle &@\@@ @
R Not selected for scoring \@Q’ & 5\\
MEM  Minimal Essential Medium NP
@\NQQ} '\0’(0
SIS
(@) & (%)
)

In the micronucleus test, the quahtatlve«és\sé’ssfhent of the slides determined that the toxicity was similar to
that observed in the Preliminary Tox@ﬂ@ Test, and that there were binucleate cells suitable for scoring at
the maximum dose level of test 1tel\1$ é&l@ pg/mL, in all three exposure groups.
rb S Qg\‘
The CBPI data confirm the uﬁlﬁatﬁ/e observations in that a dose-related toxicity was observed in the
4-hour exposure group in th }@e of S9 and in the 24-hour exposure group and no marked toxicity was
observed in the 4-hour exg@@\ﬁg@roup in the presence of S9.
SO
AN
The vehicle control cu‘Ift\uﬁ ad frequencies of cells with micronuclei within the expected range and were
considered acceptable QﬁSgaddltlon to the laboratory historical negative control data range.
b o
The positive con@@ltems induced statistically significant increases in the frequency of cells with
micronuclei w1t@r§§ponses that were compatible with those in the laboratory historical positive control
data range. T\hils@%he sensitivity of the assay and the efficacy of the S9-mix were validated.
0 '\@”
O
The test @%@8 demonstrated some modest toxicity in the 4-hour exposure in the absence of SO at the
max1mgﬁ1 dose level and achieved near optimum toxicity at the maximum recommended dose level in the
24-h Qf@;posure There was no marked toxicity demonstrated in the 4-hour exposure group in the presence
of S§ ljﬁ to the maximum recommended dose level.
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. Q\
The 4-hour group in the absence of S9 included a dose level (1250 pg/mL) which induced a small but ,\QS\O

statistically significant increase in binucleate cells containing micronuclei. However, since this increases
was well within the laboratory historical control range (within 95 % control limits) for a vehicle and was

Glyphosate Renewal Group AIR 5 — July 2020

not part of a dose related response, it was considered to be of no toxicological significance. &
S
Cytostasis and micronucleus data are presented in the tables below. @Q@o@
RN
SO
Table 7.1-19: CBPI Data: Main Experiment, 4-hour exposure without metabolic activa\ﬁﬁg@
SO
Treat t/ > 0§ V\\QM
3 <
rea men. . Mononucleat| Binucleate |Multinucleat Mean, b ean .
Concentration|Replicate CBPI1 o o Ol Cytostasis
e Cells Cells e Cells EBPLY
(ng/mL) NS (%)
A 193 262 45 170§ 5
Vehicle A, 189 273 38 1,705° Q«D\Q,\o*\\l - 0
(MEM) B, 220 251 29 G
B, 234 220 46 3,627
- - - RN
312,5 A R - ]
B : : DS AR
A - - - O -
625 @m S\ o - -
B - - RPN -
~J O\)
1250 A 180 288 \‘& ﬁ\vjb 1,70 171 0t
B 196 253 S SIS 1,71
2 @“’
2500 A 180 292 1.68 1,68 0t
B 193 275 Sl 832 1,68
IR N7
NES
3750 A 238 240‘21&@1\5& 22 1,57 152 2
B 283 206 &7 11 1,46
NN
5000 A 299 J90°. & 11 1,42 141 30
B 311 S P81 8 1,39
@ o
MMC 0.2 A 267 e &7 6 148 1,48 27
B 266 & 3230 4 1,48
MMC  Mitomycin C SES
- Not selected for scoring QQ,Q Q &
i Cytostasis reported as 0 Qé‘L %@!BPI value is equal to or higher than the solvent control
MEM  Minimal Essential Me Ngs\\,&of’
S&.8
S8
SRS
AN ;\\0)600
R
SN
RS
v @Q’
S
S&
Q}Q %90
NI,
& O
¥ R
@ @
RS
@ O
o
o &£
S
& O
S
AN
O &
& Q)QT
N
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Table 7.1-20: CBPI Data: Main Experiment, 4-hour exposure with metabolic activation IS
S
Y'\(\Q
<
Treatmen.t/ . Mononucleate| Binucleate |Multinucleate Mean A b\
Concentration | Replicate Cells Cells Cells CBPI |Mean CBPI| Cytostasis |
R
(ng/mL) *% )§® X
A, 139 300 61 1.84 %Q §Q
Vehicle A, 165 282 53 1.78 - A%\@
(MEM) B, 162 294 44 1.76 : @@ ©
B 192 273 35 1.69 ISES
A - R R - S
312.5 Fog -
B - - - - &> 2.
A - - - - RIS
625 > P ]
B - - - - LS
A 203 255 42 168 &5
1250 < 174 4
B 149 305 46 1&@ NN
A 199 268 33 671
2500 de 4 1.73 6
B 161 288 51 O 1789
NS S
A 180 275 45 - 173
3750 SO 1.77 ot
B 147 300 53 & o 5181
A 163 295 0 S Fs 176
5000 SN s 1.76 1
B 163 294 By S 176
A 267 229 240 F 1.47
CP6 s &, 1.47 39
B 279 214 O &S 146
. U
CP Cyclophosphamide &
. NI
- Not selected for scoring SES
i Cytostasis reported as 0 as the CBPI value is‘zf:ﬁ ?,g@“ or higher than the solvent control
MEM  Minimal Essential Medium & & &
NS
S LS
<
&L
NN
(@) & QQ}
@ o @
NS
O &
X
RSN
@Q,§ N
NN
‘\&‘Z/ QrQ @Q
% & $
~ &0
& @
[SHEEN
S@ 8
AR
S
S
N A&\o,bob
R
SN
RS
[fog @Q’
S
¢
£
NS
o @
F&
N
)
L.
9 O
s
S
& O
A
S
O &
&l
S5
N
@9
NN
DR
N\
N
&
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Table 7.1-21: CBPI Data: Main Experiment, 24-hour exposure without metabolic activation IS
&
Y'\(\Q
Treatment/ . . Mean NG
Concentration | Replicate Mononucleate | Binucleate |Multinucleate CBPI Mean CBPI| Cytostasis |S°
Cells Cells Cells N
(ug/mL) (%) P
S &
A, 120 377 3 1.77 S S
Vehicle As 171 321 8 1.67 1.69 Ai%\@
(MEM) B, 180 314 6 1.65 ’ S @
N
B, 175 321 4 1.66 &S
A - - - - S
3125 \@ © 4
B - - - - & &S
A - - - SS
625 D '\‘%Sb -
B - - - - 0;0006
A 141 359 0 1.72 Pl
1250 <4 1,70 0%
B 164 333 3 1.68 QS
A 220 280 0 43567 S
2500 & 1.60 13
B 184 315 1 O 15639
NS S
A 303 196 1 ) VL(@. )
3750 e 1.44 36
B 261 239 0 & [ 5148
A 385 115 0 & e 123
5000 SURS ) 1.27 61
B 346 154 O S 131
A 354 111 @35 F 1.36
DC 0.075 R 1.36 48
B 360 106 O & 1.35
f\ . S
DC Demecolcine &S
. § S
- Not selected for scoring SES
i Cytostasis reported as 0 as the CBPI value isqyﬁ 01’,@3“ or higher than the solvent control
MEM Minimal Essential Medium & 0@ &
NS
IS e
ARSI
Q &
S &
g
AN
NS
O &
DFS
TS
@Q{\\'\ S
L&
‘\&‘Z/ QrQ @Q
© & &
~ O
& S©
QO
$&8
AR
RO
S
A A&\o,bob
SIS
S
Q S
[reg @Q’
LS
S
'\OQQ{D'
K S
& &
NS
N
< QO
L.
9 O
N
o &
S
& O
S
L
Q&
QJ{} 0)%
S5
N
@'
N
DR
Y
S
&
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Table 7.1-22: Cytostasis and Micronucleus Data: Main Experiment, 4-hour exposure without o°\
metabolic activation &
N
&
Treatment/ Mean Binucleated cells containing micronuclei I~
Concentratio |Replicate | Cytostasi TTeTITg §@®~
n (pg/mkL) s (%) % Mean % | p-value® | testp- %Qeo@e
A 0,40 @%ﬁ
Vehicle A, 0,30 NS
0 0,43 - Lo
(MEM) B, 0,50 S
X
B, 0,50 I
&S
A 0,90 N
1250 0% ’ 0,90 0.0228* Q?Oo ~
B 0,90 56,6599
ISR
A 0,60 OO
2500 0% ’ 0,55 S PR
B 0,50 O e
4] P
A 0,60 SN RS
3750 22 ’ 0,80 0,061 45
B 1,00 FS &
IR
A 0,80 oS
5000 39 ’ 0,75 SEE
B 0,70 R
F \Q @W
MMC 0.2 A 27 4,50 4,05 S|©58E-25%*x
B 3,60 2 PO
N

p-values are for comparison with the control using (%(ﬁq—}éq@e test
Trend test p-values using Linear regression modelq‘a\pﬁﬁgyﬁ3 to control and test item concentrations

. . Q
MMC Mitomycin C S §o§o
MEM  Minimal Essential Medium Q>@§ &
* P<0.05 SRS
ESQES
o P<0.001 SER
i Cytostasis reported as 0 as the CBPI Vg}ﬁﬁg&%@ual to or higher than the solvent control
I @
@Q)@' @Q
S &S
S L
N
S ELD
QKO&Q@
‘\\Q‘Zf QrQ @Q
O Qj\ OQ
SIS
& S©
(ORIRN
Sa s
SN
SN
S O W
SO
A .&\0,600
R
QJO \’\\'Q
Qé 9
o @Q’
S
£
NS
F &
XN
O
¥ R
& @
.
*Q({? ¢
o £
> §
RIRS
S
N
O &
& &
.
NPS
5.9
¢’
N
DR
N\
NS
o
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Table 7.1-23: Cytostasis and Micronucleus Data: Main Experiment, 4-hour exposure with metabolic S
activation &
N
&
&
Treatment/ Mean Binucleated cells containing micronuclei ;\\o@
>
. . . &
Concentration | Replicate Cyt(‘))stasm Trend test §\\ QQJ)\
(ng/mL) (%) % Mean % p -value” a Q>
p -value Qr@ @0
A 0.10 S &
. S©
Vehicle A, 0.30 S
0 0.50 - S
(MEM) B, 0.60 L&
B, 1.00 SOk
JIFSES
A 0.90 NS
1250 4 0.65 0.4589 S &
B 0.40 IS
1o :6.365
A 0.30 AL
2500 6 0.40 - SIS
B 0.50 S ”’E@Q\
A 0.20 F S
3750 0% 025 S
B 0.30 OEE
A 0.30 ¢ S¥
5000 1 035 | J.5
B 0.40 Ses
A 2.60 T & 9
CP 6 39 2.50 SORT.GAB-117%%* -
B 2.40 SN S
b p-values are for comparison with the control using l&iﬁqﬂb@e\rtest
1 R

CP Cyclophosphamide <§@o(§§°®
MEM  Minimal Essential Medium @Q.gb(z)o
#*k  P<0.001 & B
i Cytostasis reported as 0 as the CBPI Valug\cﬁ\ @&g@‘f to or higher than the solvent control
e&\ ‘Z}@ﬂ?\
IS
S
A
o @
NS
N
SIS
RSN
QN
N b@@
‘\\Q‘Zf QrQ @Q
o & &
~ O
S S@
o N
Sa
S S
SN
SO
SO
A .&\0,600
R
QO\’\\'Q
Qé Qo
o @Q’
S
¢
&8
NS
F &
X N\
O\
¥ R
& @
o
*Q({? &
o &£
> §
NIRS
SO
N
O &
& @
S
NS
o
RS
NN
S R
N\
NS
&
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Table 7.1-24: Cytostasis and Micronucleus Data: Main Experiment, 24-hour exposure without

o
QO
metabolic activation &
N
o
Treatment/ Mean Binucleated cells containing micronuclei ;\\OQ
Jod
. . . T
Concentration | Replicate | Cytostasis Trond test §\\¢‘2}
(ug/mL) (%) % Mean % | p-value® N
p -value® Qr@ @0
A, 0.00 &\*@5\\
Vehicle As 0 0.10 0.03 S
(MEM) B, 0.00 ' S@
N (O Q)\'
B, 0.00 Sl
A 0.20 NS
1250 0% 0.20 - S @S
B 0.20 G LT
2 08
A 0.30 SIS
2500 13 0.30 - NS
B 0.30 SIS §
U o &
A 0.00 ISYRS)
3750 36 0.05 NS
B 0.10 DES
A 0.20 ¢ S¥
5000 61 010 | &L
B 0.00 SHTE
A 4.30 N
DC 0.075 48 ‘ 470 STINTASE-42% -
B 5.10 FRS
YO

p-values are for comparison with the control using @-Sqﬁb@ test
~

DC Demecolcine &QQ}OQ\ K
MEM  Minimal Essential Medium @@" L &
sk P<0.001 & S
i Cytostasis reported as 0 as the CBPI Valu@i\ @&g\a‘? to or higher than the solvent control
NN
P

$¢
The test item was formulated within \@8:11@%11‘8 of it being applied to the test system. Stability and
homogeneity was evaluated, and the é@srg\t@n formulations were shown to be stable for up to 24 hours.
Dose formulation analysis was pe@\ & on the dose formulations of the Main Experiment, which

demonstrated that the test item f@%gﬁlgﬂons were accurate and within acceptable limits; the results are

presented in the table below. %‘Q’\‘ZS &
é@\@@@@
. SRR .
Table 7.1-25: Results oio'cgg\gglatlon Analysis
A@b@o\\?@ . . X
Nominal Conceﬁr\ ion Analytically Determined Concentration
(mg/mL())QQj@% mg/mL Percent of Nominal
050 None detected -
3.3 2.71 86
625 5.19 83
> 425 11.9 95
& 8725.0 24.3 97
&Y 375 37.2 99
250 48.8 98
\§) S
. &
Historical Control Data
QQ bq)
,Qg?& any experiments with human lymphocytes have established a range of micronucleus frequencies for
§\§ control cultures. The current in-house historical ranges (July 2016 to May 2018) are presented below.
N
NN
R
&
&
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Table 7.1-26: Historical range for vehicle control cultures &
N
P
4 hour exposure without . 24 hour exposure &
S9 4 hour exposure with S9 without S9 .(;z}\
% binucleate cells with % binucleate cells with % binucleate cells>wi

micronuclei micronuclei micronuclei  ©
Minimum 0.05 0.05 0.15. 5
Maximum 1.20 1.30 0.90.2
Mean 0.56 0.51 AT
Standard Deviation 0.29 0.29 509
95 % Control Limits 0-143 0-1.38 T 1.04
Number of Experiments 50 50 & & 50

DI
SR
N v\\'Ql
FSELF
Table 7.1-27: Historical range for positive control cultures $ N S
S
O o
R
4 hour exposure without | 4 hour exposure&%i&l\\g@ 24 hour exposure
S9 (MMC) (CP)S @ without S9 (DC)
% binucleate cells with | % binucleaté eélls'with | % binucleate cells with

micronuclei micromuckel micronuclei
Minimum 1.33 O 15755 1.80
Maximum 11.80 & 2885 6.70
Mean 5.51 & 5, 879 3.41
Standard Deviation 243 S & 51.39 1.04
95 % Control Limits 0-12.8 ST 0-7.96 0.29 — 6.53
Number of Experiments 50 S 50 50

$o @
PARSES
N 0@‘{\6‘
III. CONCLUSIONS STES
NS
RN $

X
9 & £

Assessment and conclus@\laﬁ

NS

© o
vapplicant:
s

g &

§~Q‘Z’ O
ST . . . L.

ddn¢a guideline study on its clastogenic and aneugenic potential in human
&@N 52276 did not induce any toxicologically significant increases in the
frequency of binuclgate cells with micronuclei in either the absence or presence of a metabolizing

system. MON S%g“?@&was therefore considered to be non-clastogenic and non-aneugenic to human
lymphocytes in 6Wé§&'

MON 52276 was test
lymphocytes in vitéo,

—
.S
(7

Assessmen

tand conclusion by RMS:

b

Glyphosate Renewal Group AIR 5 — July 2020

Supplementary studies for combinations of plant protection product

Doc ID: 110054-MCP7_GRG_Rev 1_Jul 2020



Annex to Regulation 284/2013 MON 52276 M-CP, Section

OQ
Page 63 of 121 S
>
O
&K
CP7.2 Data on Exposure &
"\
\\QQ
&
Table 7.2-1 Summary of representative uses (risk envelope approach) S
&
[y
Maximum S
total Minimum | Appli ation
c . Water kg, L c . R )
Application Number of application | application timing
Crop volume o, product . D
method applications rate per interval |& @?e.g,
[L/ha] /ha d @ BCH
year [days] o' ]
[kg a.s./ha] L ¢
All crops Field & o &
. spraying, 100- @Q@ S Pre-
(pre-sowing, 1 4 1.44 &
. tractor- 400 @\agth@ le | emergence
pre-planting) mounted EAASES
PO
Field SFTHS Post-
spraying 100- §@Q Q harvest, pre-
Vegetables : 2! 6 24685 28 .
tractor- 400 LA @ sowing, pre-
mounted L& planting
TSI
Ground § O
directed SN é@
shielded | 100- SES Post-
Orchards 2! 8L ¥ 2.88 28 emergence
Spray, 400 SR of weeds
band &Q’@Qﬁ @bc
: f 2 N X
application 1O & $§
Ground & B
directed, 100- S g"oéo Post-
Vines shielded 2089k 8 2.88 28 emergence
400 ¢ S
spray, band S &0 of weeds
application’ LLS
RN
Ground 100- |58 N Post-
Railroad tracks directed, 400 \;)\(’(;‘ @Q? 10 3.6 90 emergence
NS f weed
spray - 3OQ §0\\\ of weeds
Invasive species AN
in agricultural Spot NN Post-
Not
and non- treatment | \@gﬁ 1 5 1.8 applicable | cmergence
agricultural (shielded) & 7&0@ & pp of weeds
areas x\@’ s@
N
12 applications at higher rateécﬁrgk%%ldered worst case compared to 3 application at a lower dose rate, hence the selection of
the GAP with 2 apphcatlong ora §§ envelope approach.
2 Band application in the fov efow the trees or as spot treatments. The treated area represents not more than 50 % of the
total orchard area. The ap}o@ca\aon rate with reference to the total orchard surface area is not more than 50 % of the stated dose
rate.
3 Band application in t@ r@ws below the vine stock or as spot treatments. The treated area represents not more than 50 % of
the total vineyard arsé e application rate with reference to the total vineyard surface area is not more than 50 % of the
stated dose rate. OQ

L
K N
P

&S
The Wors&\c%& uses are presented to cover the different scenarios in the GAPs (risk envelope). Moreover,
the calgﬁlghons were performed considering that the total area is treated which is also a worst case

com@rg& to the real conditions for band and spot application.

O/'
"9//

]@eéfollowmg table provides the endpoints used in the evaluation:
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¥
O
X
Table 7.2-2 Endpoints used for risk assessment S
S
é‘\o
o)
Endpoint Endpoints used for risk assessment Nb
Y
.y Concentrate: 0.096 % .(sz}\
Dermal penetration o NS
Dilution (1:150): 0.69 % Y&
oS
AOEL 0.1 mg/kg bw/day g
. o 11s NP
Oral bioavailability 20 % s
! Dermal penetration data — please refer to Section CP 7.3 for further details. (OQ)Q\Q:\\Q
SRS
>
NG
(%) ,QQ} Xe)
ANSNEN
0@ @0305
CP7.2.1 Operator exposure G T
F &9
SFOPS
S
Risk assessment for operator (ﬁb%%gg
(/]
QL

MON 52276 is formulated as a soluble liquid (SL) containing nominaﬁ?@ ngglyphosate acid/L as the active
substance. The product is used as herbicide for the control of annugﬁ@%gé\nnial and biennial weeds.
SL
Applications are made pre-sowing, pre-planting and post-harggs&%ﬁ\\t\he crops, as well as post-emergence
of weeds. S, o (9@
\S‘Z}@@ @bo
The formulation MON 52276 is commercialised in 1 L 138@1%55\ —20 L container, 60 — 120 — 200 — 640 and
1000 L for agricultural and amenities uses. Q@*\Q*\
S
With respect to the intended use on railway tracksgﬁxé\o)gg%duct is applied using special designed spray trains
releasing the product as a coarse spray and wi;\g‘%&‘;’é@? low risk of spray drift.
For this use the maximum recommendedq)c‘ﬁ , \'ga\ation rate amounts to 1.8 kg a.s./ha twice a year.
Recommended spray volumes are in the ra@%@‘oﬁ] 00 — 400 L/ha.
o @
Concerning the application with a spra K@ﬁ@@? it has to be noted that for loading of the formulation tank of
the spray train only 1000 L bulk co@i\\n%&@\o(IBCs) are used. The transfer of the product to the formulation
tank is performed in a closed systé%g,@é@ a hose connecting the product container to the formulation tank.
For this purpose, both the prod%&@ gﬁlzfainers as well as the formulation tank of the spray train are equipped
with a fast couple system, u@@%g}lo—break couplings. With this system, the transfer/loading process is a
vacuum operation (not pung%i@ﬁ é’fthere is any break in a hose, only air gets sucked in rather than chemical
being pumped out. Thereforg, operator exposure during loading is very unlikely to occur. Furthermore, the
spray train protects the® qg:gr from exposure to the spray. Thus it can reasonably be concluded that with
the use of a train—multiégil\g)p%se—vehicle significant operator exposure to MON 52276 is unlikely to occur.
SN
In this respect, the izﬂ?gnoded use with vehicle mounted ground boom spray equipment obviously represents
a worst case as fgf this type of application the mixing and loading is done manually by the operator. In
addition, with r\@%gf% to the model approach used for the assessment, i.e. the EFSA model, it has to be noted
that large scalte \g‘aoray conditions in the field are assumed (= boom sizes >24 m) which obviously represents
a worst ca@é\ &@ compared to an application with a spray train (treatment width about 5 m). Furthermore,
with tha\&?’lge the maximum application rate relevant for the railway use is covered. Considering the
maxi “application rate relevant for the railway use as worst case also no adaptation of the dermal
absgﬁ@@n values to account for a lower in use concentration is triggered. Therefore, it is concluded that
thg)agsoessment being conducted regarding the intended vehicle mounted ground boom spray application in

Otﬁ’%Qﬁeld covers the intended application on railway ballast with a spray train.
"
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(}*\C @ﬁtdoor downward spraying, manual hand-held
&
@(q\i:\éé\c Spray application Potential exposure 0.0421985 42.2
<
A
S°

Regarding the application of the product with a knapsack, it is obvious to consider that the situation is not S
different as compared to the situation when the product is applied with knapsack type application Q§
equipment. Here as well it has to be noted that the maximum application rate relevant for the railway us@*\
is covered and furthermore as far as the maximum application rate is concerned - as worst case - an
adaptation of the dermal absorption values is not required. Therefore, it is concluded that the intediﬁed
application to railway ballast using knapsack type application equipment is covered by the assessmerg;\B@ng
conducted regarding the intended hand held uses. @ &

A summary of the representative uses for MON 52276 is presented in Table 7.2-3. S®

CP7.2.1.1 Estimation of operator exposure . o\“% 5

below. Q>>o° Q}b@

As guidance on the derivation of acute endpoints for non-dietary human posure has not yet been
published, it is not possible to carry out an acute risk assessment for opeﬁkﬁ at'this time.

§ Sy’
Table 7.2-4 Estimated operator exposure to Glyphosate Q}Q§Q®Q’
(ORI
NS
SES Glyphosat
&O $ &@ yphosate
& & S
Model data Level of PPE X a;\ab?orbed dose % of systemic AOEL
& (mig/kg/day)
AP
Pre-emergence of crops (bare soil) F Q‘Z}
Tractor mounted boom spray application outdoors (dog@gyﬁrﬁpraymg)
N
Application rate \@‘b \@i\ &.44 kg a.s./ha (4 L MON 52276/ha)
.. NS
Spray application Potential exposure & Q}@.o?’ 0.0056187 5.62
RSN
(AOEM; 75™ Q* & <°
percentile) Work wear — arm ,gb% nd
Body weight: 60 kg legs covered (no &}(@@e\ 3 0.0038142 381
J
Vegetables g bQi@

Including: Root & tuber vegetables, B‘ugp \@getables Fruiting vegetables, Brassica, Leafy vegetables, Stem
vegetables, Sugar beet) & Qr
Tractor mounted boom spray ap{p‘?gﬁtmﬁ outdoors (downward spraying)

Application rate §‘° ,\* 2 x 1.08 kg a.s./ha (6 L MON 52276/ha)
Spray application ggv O@ 0.0044526 4.45

exposure . .
(AOEM; 75t A \Z\é?n

percentile) CQ%/ erq( wear — arms, body and
Body weight: 60 kg g’ ée\gs covered (no gloves)

@J

0.0030224 3.02

Orchard crops 6
Including: stoneﬁi@ome fruits, kiwi, tree nuts, banana, and table olives, citrus
Outdoor, dowxﬁ/gpﬁ spraying, vehicle-mounted

Apphcatlo@rag 2 x 1.44 kg a.s./ha (8 L MON 52276/ha)
Spray %13{131@&“011 Potential exposure 0.0078501 7.85
(AOEQI@I g5n

perg;é e) Work wear — arms, body and 0.0038465 3 85

.Q&g{&velght 60 kg legs covered (no gloves)
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Table 7.2-4 Estimated operator exposure to Glyphosate
S
So
Glyphosate o
Ne)
>
Model data Level of PPE Total absorbed dose % of systemic A(gﬁ’,’lé«
(mg/kg/day) AQ\}O\%Q
QO
(AOEM; 75" NN
N Work wear — arms, body and NN
percentile) legs covered (1o gloves) 0.0066923 669
Body weight: 60 kg g & S
Outdoor, downward spraying, manual knapsack \@‘ & {b@\
T ED
Spray application Potential exposure 0.0114136 \Q’Q@'@@Q 11.4
(AOEM; 75 Q\OQ' g
percentﬂ?) Work wear — arms, body and 0.0022052 o}?c,& 50'\8} 221
Body weight: 60 kg legs covered (no gloves) SIS
Vines & bq}&g@
Ground directed, shielded spray NS S
Outdoor, downward spraying, vehicle-mounted \¢0Q§fz§0\é\
SIS
Application rate 2x 1.44 kg ?{\S’?’/,}gﬁ’ gﬁ MON 52276/ha)
. NG
Spray application Potential exposure @%@9@1 7.85
(AOEM; 75 VOQ PSS
percentile) Work wear — arms, body and LAY
Body weight: 60 kg legs covered (no gloves) & &ﬁé“%%%s 3.8
Outdoor, downward spraying, manual hand-held Q@ (}vé\z\@*v
. RIS
Spray application Potential exposure S 0.0421985 422
(AOEM; 75t (\N‘ZJ&“ K
percentile) Work wear — arms, bod J
Body weight: 60 kg legs covered (no glovg\®2§@\ X'Q\%o’ 0.0066923 6.69
. @
Outdoor, downward spraying, manual kna;\)\\sg(i’l?(7 .\Q)Q
. . QY
Spray application Potential exposg?eQé‘ N 0.0114136 11.4
(AOEM; 75™ FE
percentile) Work wear@o%ﬁhs, ody and
Body weight: 60 ke legs cove@ét}@(gz,\loves) 0.0022052 2.21
N0 O
Railroad tracks (bare soil) Q{\‘ O§@Q
Ground directed, spray — ap;gl@%tiggfby spray train
O X N
Application rate A@b@oﬁé@ 2 x 1.8 kg a.s./ha (10 L MON 52276/ha)
. 158,09
Spray application Poténtial exposure 0.0067407 6.74
(AOEM; 75® Qiﬁ\
. > _
percentﬂ?) & ) ork wear — arms, body and 0.0045770 458
Body weight: 60 kgy & legs covered (no gloves)
S
Invasive speci Q1 (ggricultural and non-agricultural areas
Spot treatme\gﬁ((\\@helded)/ spray application — manual knapsack
Applicati@\%@% 1.8 kg a.s./ha (5 L MON 52276/ha)
\Ior .
Spra fo> cation Potential exposure 0.0030263 3.03
(A(gE 75M
P itile) Work wear — arms, body and 0.0014121 1.41
@gé?y weight: 60 kg legs covered (no gloves) : :
&CO;&
&
i
o
>
NS
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IS
P
(@)
>
Q
L
R
. <
Conclusion S
N
L

Based on the EFSA model predictions for tractor-mounted and hand-held application techniques, thes
operator exposure is predicted to be within acceptable limits and below 7 % of the AOEL for glyphqsogke

. . . i
for an operator that applies the product without using PPE. Q’\\&@\'
SRS
Thus, according to the EFSA Guidance calculations, a safe use could be demonstrated for opera dﬁsing
MON 52276 for proposed uses, even if no PPE is worn. \Afz’ é\&
S @

S

CP 7.2.1.2 Measurement of operator exposure %@%«\Q
AR

» O @
Since the operator exposure estimations carried out indicated that the acceptable %p\%@t\gi? exposure level
(AOEL) will not be exceeded under conditions of intended uses and consideratioﬁzpﬁlﬁabove mentioned

personal protective equipment (PPE), a study to provide measurements of gp@ﬁg@ exposure was not
N

necessary and was therefore not performed. 04? @&A\o\\
S
NI
. SN
CP17.2.2 Bystander and resident exposure @O\ T
QL
. . L &
Risk assessment for bystander and resident S
@QJ KQ’O)Q&

NS

The estimation of bystander and resident exposure was performe@?ggcgffding to the EFSA Guidance on “the
) S o
assessment of exposure of operators, workers, residents agﬁ\ﬁng\anders in risk assessment for plant
protection products” (EFSA Journal 2014;12(10):3874). Qoo %@6005
{a
2}

\‘\\Q S

Regarding the spray train application, spray drift (dire@ﬁeﬁ‘gé\nd drift deposition in adjacent areas) can be
regarded as the most relevant source for exposure fo/\r@e@lﬁght/ bystander. In this context, it has to be taken
into consideration that spray trains are specifically @gﬁgﬁi to release the spray as a very coarse spray with
an accordingly very low risk of spray drift. né\\ St is concluded that in terms of spray drift and
subsequently drift deposition in adjacent area\@\ kﬁb Oplication with a tractor mounted ground boom field
crop sprayer represents a worst-case surrogal&%&@ﬁ\ckﬁa\ccordingly covers the application with a spray train.
With regard to the intended application&,%ﬁ\l\df)N 52276 using vehicle mounted ground boom spray
equipment, resident/ bystander exposun\e@g@s\\@gsessed using the EFSA model. Beside exposure via spray
drift, the model also considers the gﬁ%sil%ﬂity of re-entry into treated crops which can reasonably be
excluded as far as applications on rgﬁz\@g\%acks are concerned. Furthermore, the model assumes exposure
via vapour whereby the exposureq,@?i(&egproposed by the model refer to large scale applications performed
in the field. This obviously coﬁ&%&é&’s‘[—case conditions with regard to a railway ballast treatment which
can be characterised as a bao\grg?gi%\t;hent.
Accordingly, it is conclugled that the intended application to railway ballast using a spray train or other
vehicle mounted boomé?q@? ent is covered by the assessment conducted regarding spray applications in
the field using Vehicle@ﬁ\gﬁnted ground boom spray equipment. For this conclusion, it is also taken into
account that, as far ag@%ﬁica‘[ions performed on railway ballast are concerned, maximum application rates
as well as maximumrinuse concentrations are covered. Furthermore, no adaptation of the dermal absorption

. s
values is requlr'\eo:gkQ r§b
Concerning \g,i) %ations performed with hand held spray equipment, the EFSA guidance indicates: “It is
noted thatga%gr ta are available for manual application. Therefore, the WoG proposes that the same data be
used for&%\@ﬁual application as for vehicle application as a first tier assessment (i.e. deposition values for
broa@g’a%s@(’air—assisted sprayers for upwards manual application, and field crop sprayer values for
dov@b%éa(?ds manual application)”. Hence, with the assessment conducted to assess the vehicle mounted
agﬁlgéation, the application with knapsack type application equipment is covered as well.
S

Q>
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Regarding the use in invasive species, the scenario “golf course, turf or other sports lawns” was selected S
for non-agricultural areas as it is the appropriate model to evaluate recreational exposure for non- A\Q\S‘\

agricultural areas according to the EFSA model. The application is made by spot treatment with a knapsacé@*\
sprayer. o
For agricultural areas, scenarios for cereals, low berries and small fruits, etc. were selected to cove rz?ﬁns
use. S &

N

NS
S8
The outcome of the estimations is presented in Table 7.2-4. Detailed calculations are in Appen\gﬁ%&i
S @
@
NI
CP7.2.2.1 Estimation of resident exposure (0@°®\\°’
&
The estimated resident exposure to Glyphosate is summarised in the following tablg,%o@: \o@
0@ '@S’QGA
Table 7.2-5 Estimated resident exposure to Glyphosate @Q’A\§ @b(b
SEL
R IJ
Gly;] gﬁe
< hS)
T3
Model data Total absorbed dose (\lﬁggﬁg‘b@ % of systemic AOEL
72 <
bw/day) g @Q’Q‘Q
NP
Pre-emergence of crops (bare soil) @0 82} é‘@
Tractor mounted boom spray application outdoors &o\é\ N
Buffer zone: 2-3 (m) Q}oo & S
Drift reduction technology: no & @. @b
DTso: 30 days @\Oé'\\ 8
DFR: 3 pg/cm*/kg a.s./ha 0@&\( §A®O
Number of applications and application rate 1.44% \gbg(z@%a (4 L MON 52276/ha)
Q
Drift (75 perc.) §Q’A\@~\ & 0.0029810 2.98
Vapour (75" pere) S 0.0010700 1.07
Resident child . " RN
Body weight: 10 ke Deposits (75 perc.){Q j< 1< 0.0003785 0.38
Re-entry (75" perc?) S 0.0016767 1.68
> NN
Sum (mean) K8 S 0.0043954 4.40
Drift (75" péresy & 0.0006622 0.66
Vapour (738 pérc.) 0.0002300 0.23
Resident adult ENIY
Body weight: 60 kg De%gszés%}y perc.) 0.0000677 0.07
A th
/l}é’;’g &@75 perc.) 0.0009315 0.93
Sum(mean) 0.0013469 135
Vegetables @Q@é
Including: Root & g}%a‘f”vegetables, Bulb vegetables, Fruiting vegetables, Brassica, Leafy vegetables, Stem
vegetables, Sugar
Tractor mounted bdom spray application outdoors
Buffer zone é}@—i@’m)
Drift redu@oﬁechnology: no
DTso: 3(&@2@%
. 2
DFRSQ?I@?cm /kg a.s./ha
Ng)ﬁﬂg)@ of applications and application rate 2x 1.08 kg a.s./ha (6 L MON 52276/ha)
§ @ﬁient child Drift (75" perc.) 0.0022358 2.24
9 .
,Qjc?b?ody weight: 10kg | vapour (75% perc.) 0.0010700 1.07
NS
N
oA
S
RES
v Glyphosate Renewal Group AIR 5 — July 2020 Doc ID: 110054-MCP7_GRG _Rev 1_Jul 2020



Annex to Regulation 284/2013 MON 52276 M-CP, Section &
Page 69 of 121 (}\O
¥
O
KX
Table 7.2-5 Estimated resident exposure to Glyphosate ;\\OQ‘
S
9
So
Glyphosate o
;\O
>
Model data Total absorbed dose (mg/kg % of systemic AOEé? &
&
bw/day) Q@Q >
&
Deposits (75% perc.) 0.0004326 043 & &
Re-entry (75" perc.) 0.0019160 1998
oas
Sum (mean) 0.0041979 & oﬁﬁ
Drift (75™ perc.) 0.0004967 @&A\@Q’@.so
Vapour (75" perc.) 0.0002300 @OQ*®b§v 0.23
Resident adult . " ¥
Body weight: 60 ke Deposits (75™ perc.) 0.0000774 o O\Q;§® 0.08
Re-entry (75" perc.) 0.0010645 O\AQQ‘g%Q 1.06
T O
Sum (mean) 0.0013789 0%%@ 1.38
N 0 \Q/
Orchard crops & S
Including: stone and pome fruits, kiwi, tree nuts, banana, and table oliv(gfg, ,g‘l‘zf
Ground directed, shielded spray, band application & 82} N
: SLEE
Buffer zone: 2-3(m) I
Drift reduction technology: no Q}oo & oc?
DTso: 30 days & @@5@6
DFR: 3 pg/cm?/kg a.s./ha \@\O Q}(\: &\\Q
Number of applications and application rate 2x1 {gtﬁ C@g & /ha (8 L MON 52276/ha)
. ¥ YO
Drift (75" perc.) o$@§?,§b0.00298 10 2.98
Vapour (75% perc.) £ 7 00010700 1.07
Resident child . - (TS
Body weight: 10 ke Deposits (75™ perc.) JQ\Q Qg‘é@\ 0.0024676 2.47
Re-entry (75% perc;&)@oq éQ 0.0025547 2.55
Sum (mean) & @ 0.0067710 6.77
. T
Drift (75t peg?i@ © 0.0006622 0.66
T N
Vapour (7§ga éj@roé\@j 0.0002300 0.23
Resident adult S O
Body weight: 60 ke Depoikts é@%&“‘\ﬁberc.) 0.0004413 0.44
Re-ghitty (5™ perc.) 0.0014193 1.42
RIS
Sug (wiean) 0.0020355 2.04
Vines QOQ\\@%
Ground directed, shie(m%§ spray
Buffer zone: 2-3 (@?’ £
Drift reduction t@u@ogy: no
DTso: 30 days & &
DFR: 3 ug/q(&é@ a.s./ha
Numbe; (@Qé\p%lications and application rate 2 x 1.44 kg a.s./ha (8 L MON 52276/ha)
& Q}Q\U Drift (75" perc.) 0.0029810 2.98
&L
R%;fd@ﬁ child Vapour (75% perc.) 0.0010700 1.07
C@%@ weight: 10kg | peposits (75% perc.) 0.0007106 0.71
S
ST Re-entry (75% perc.) 0.0025547 2.55
NES
o
oA
NS
3
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Table 7.2-5 Estimated resident exposure to Glyphosate ;\\OQ‘
N
.49{\0
Glyphosate Q?
QO
>
Model data Total absorbed dose (mg/kg % of systemic AOEé? &
bw/d &
widay) NG
&
Sum (mean) 0.0053590 536 . &
: N
Drift (75" perc.) 0.0006622 0.66 S
Y

Vapour (75" perc.) 0.0002300 N 5023
Resident adult . " o T
Body weight: 60 ke Deposits (75™ perc.) 0.0001271 'Q)Q@&@j@ 13

Re-entry (75% perc.) 0.0014193 Q? N bfz? 1.42

FoF

Sum (mean) 0.0017830 SN 1.78
Railroad tracks (bare soil) O\%Q,&@QQ}QK
Ground directed, spray & %b S
Buffer zone: 2-3 (m) ‘Qo)\ S

. . ) S @

Drift reduction technology: no g NS
DTso: 30 days @{0 %‘Q}@\
DFR: 3 pg/cm?kg a.s./ha NS N

Number of applications and application rate 2x1.8kg a.sé&%ﬁl}:@éj MON 52276/ha)
Drift (75" perc.) 035037263 3.73
Vapour (75" perc.) 1200010700 1.07
Resident child . o Y
Body weight: 10 kg Deposits (75" perc.) (\Q)@\ bw 005323 0.53
Re-entry (75™ perc.) 53 fg‘ 0.0023579 2.36
Sum (mean) §°0§°®o° 0.0054789 5.48
Drift (75" pere) 5,5 0.0008278 0.83
Vapour (75" perc.g\\{i\@i@q 0.0002300 0.23
Resident adult . LS
Body weight: 60 ke Deposits (75 ,& G 5@ 0.0000952 0.10
Re-entry (752@11\6?0 0.0013099 1.31
S0
Sum (mc;ﬁ&)@} cJOQ 0.0017500 1.75
. . PR
Invasive species in non-agri¢ultural areas
Spot treatment (shielded)/sprag application
Buffer zone: 2-3 (m) & & N
. ; NS
Drift reduction technologx@h@
DTso: 30 days K
DFR: 3 pg/cm*/kg a.%dﬁqe)ls\
Number of applic%ﬁ\ligf and application rate 1.8 kg a.s./ha (5 L MON 52276/ha)
K
\Q’\O@*‘ Drift (75" perc.) 0.0175730 17.6
O.Q&
\®§Q\o\‘ Vapour (75" perc.) 0.0010700 1.07
Resident ghild’ . .
Body v{gél\@@: 10 ke Deposits (75" perc.) 0.0003185 0.32
§@@Q’ Re-entry (75" perc.) 0.0022860 2.29
S
& AOO Sum (mean) 0.0127953 12.8
xCQl{)@{;dent adult Drift (75 perc.) 0.0029124 291
& o
b%.\egody weight: 60 kg | vapour (75" perc.) 0.0002300 0.23
OF
oA
NS
&
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Table 7.2-5 Estimated resident exposure to Glyphosate ;\\OQ‘
N
N
go
Glyphosate o
X
>
Model data Total absorbed dose (mg/kg % of systemic AOF§§ &
bw/d &
widay) NG
&
Deposits (75% perc.) 0.0000123 0.01 o &
N
Re-entry (75 perc.) 0.0000274 0,038
oass

Sum (mean) 0.0019044 & oo%ﬁ
Invasive species in agricultural areas @&. §®§
Spot treatment (shielded)/spray application S \Qq (b@
Buffer zone: 2-3 (m) &Q,Q’»\\oQ S
Drift reduction technology: no O@’Z’ @(’éo\&
DTso: 30 days § Q*OQ'\O
DFR: 3 pg/cm*/kg a.s./ha (9\65@ @

o
Number of applications and application rate 1.8 kga.s./ha (5L MO}L@%%{;Y@%Z G/ha
\k
Drift (75" perc.) 0.0175730&‘2’@031-@@ 17.6
th 2000 &

Vapour (75" perc.) 0.00IO@ @ 1.07
Resident child . [h % &
Body weight: 10 kg Deposits (75" perc.) O.O(Q@%%\:%S? 0.32

Re-entry (75% perc.) Qi(%(\l@g§8 0.30

\’f\
Sum (mean) 200129790 13.0
Drift (75" perc.) £00029124 291
TFZ

Vapour (75" perc.) @cz;* o 5\"9 0.0002300 0.23
Resident adult . th QP
Body weight: 60 ke Deposits (75™ perc.) \w§§§<® 0.0000123 0.01

Re-entry (75" perc.) §Q§:\®§ 0.0001688 0.17

N .
Sum (mean) é\q’i\\&\@q 0.0020116 2.01
S 0
QQJ}\-'\G &
Q@bs\ @@
X
Results N
o & &

~ &0
According to the EFSA Gui{égqr}@%qz\ e total estimated systemic resident exposure of children and adults to
glyphosate, after applicag@\’ro(%@%he intended crops, is much lower than 100 % the AOEL. The highest
exposure for the residert child is expected for invasive species in agricultural and non-agricultural areas

and is lower than 50 % of thi¢ AOEL (44.6 %).

Ay
S

Therefore, it is conghi)g%d that resident exposure to MON 52276 is acceptable in all crops for adults and
children. NG
Qj b
S
C® e .
<2 Estimation of bystander exposure
\QKD'A\,\'Z«‘
QO

S\
The prqgﬁ?g@%/[ON 52276 contains the active substance glyphosate that has acute toxicity and/ or the
potential 1@7’ exert effects after a single dose and hence in this instance according to the EFSA guidance,
repeaf exposure estimates (using 75™ percentile values) and acute exposure estimates (using 95™ percentile
valiies) are required.
§§1§éno AAOEL has been agreed for glyphosate, only estimates of resident exposures (using 75™ percentile

CP 7.2.2.2
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X
CP7.2.2.3 Estimated recreational exposure (EFSA Guidance) S
N
0
S
Table 7.2-6 Estimated recreational exposure to Glyphosate gv\
&
O
&
N £
Glyphosate OsQ &
KIS
Model data Total absorbed dose % of systemic AOEL
(mng/kg/day) N
2 é;\\
Knapsack sprayer application outdoors to low crops' @@i@"\
S
Application rate: 1.8 kg a.s./ha (5 L MON 52276/ha) \ég @9\,§’
. . L& N
Child Recreational NS
Body weight: 10 kg exposure 0.0056880 o@?oo\ b(§ 569
. L& §’
Adult o Recreational 0.0002190 JES 022
Body weight: 60 kg exposure SRS
! As a worst case, in the EFSA Guidance calculator the crop type “golf course, turf an\gb\(-)/@?% ®0ns lawns” was chosen in order
to present the corresponding recreational exposure scenario. N
Q\}‘PQ Q\(b' QJ,\Q)
& @0) N
S
Results § &8
LS
NS

According to the EFSA Guidance, the total estimated syste??)& gf:'sidential exposure after application on
non-crop areas (recreation area) of children and adults tog? osate amounts to 0.0084492 mg/kg bw/day
and 0.0015111 mg/kg bw/day, respectively. These va uﬁ:os "ogi?espond to 8.45 % and 1.51 % of the AOEL

of glyphosate, respectively. & § &
S
&
Conclusion Q}@v‘@\?&@
S5
Therefore, it is concluded that there is no u%é\l}ggrgs to any bystander and resident, child and adult, after
exposure to MON 52276. This has no labelfi 31 iplications.
_\Q & QQ}
@ o @
A
%o S S
CP7.2.24 Measurement of by tander and resident exposure
Q@é@ (;%

Since the resident and/ or bystanderse \osure estimations carried out indicated that the acceptable operator
exposure level (AOEL) for @ \}o)ﬁsate will not be exceeded under conditions of intended uses and
considering above mentiog@qdq,?lgl? mitigation measures, a study to provide measurements of resident/
bystander exposure was nét g‘ggéssary and was therefore not performed

9 &
NHE
CP7.2.3 Worker exposure
QOQ\\\'Q\
Risk assessment fof\@rker
NS

The estimation.\é%ﬁ)rker exposure was performed according to the EFSA Guidance on “the assessment of
exposure of (@%&ggtors, workers, residents and bystanders in risk assessment for plant protection products”
(EFSA Jo J\@P\2014;12(10):3874).

@ &
.
Cp 7332,‘%?? Estimation of worker exposure
N
Fop most of the intended uses of MON 52276 there are no foreseen re-entry activities. The only reasonable
tetehtry scenario for orchards and grapes is inspection of the crops and it normally requires no dermal
“oéntact to the foliage, but rather consists of a visual inspection. However, the AOEM model does not take

% s¥hto account worker tasks such as inspection and irrigation for these crops.
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Therefore, in accordance with the transfer coefficients proposed in the EFSA Guidance and the default S
value of 2 hours for inspection activities, the worker exposure was calculated with the following formula: ,\Q\S‘\

S
2
Systemic exposure [mg a.s/kg bw/day] = (AR (kg sa/ha) x DFR [ug/cm?] x TC [cm?/h] x T [h/day]) x Mo /

1 000 x DA [%]/ BW &
S
SE
Where: SO
Dislodgeable foliar residue (DFR): 3 pg/cm? of foliage/kg a.s. applied/ha x application rate [kg &.s/ha]

Transfer coefficient (TC): 12500 cm?*/h (total potential exposure) and 1400 cm*h (arms, lgé\%?@and legs

covered). No gloves for this scenario. (0@0‘2}
Work rate (T): 2 hours - oo*‘@%‘
Multiple application factor (MAF): 1.52 (2 applications, 28 days interval, DTso = 3 ays f
Dermal absorption (DA): 0.096 % concentrate and 0.69 % dilution 0@(\'@'@)@4
Body weight (BW): 60 kg NN

' Q

3
The estimation of worker exposure after entry into a previously treated areé\oo&
with MON 52276 according to the critical uses is summarised in Tablegﬁ 7. Detailed calculations are in

. o
Appendix 1. ‘Qo)& (&oé&/\o@
N Q\ (Z’;K
@Q’Q} N
Table 7.2-7  Estimated worker exposure to Glyphosate & = &
ST
"2 \\\§Qf
)
QQ,Q’ @beboo Glyphosate
NES
Model data Level of PPE @«@Q@gﬁ;"xfgﬁl‘;’se % of systemic AOEL
Lo
Pre-emergence of crops (bare soil) Qf ,\@@ NS
No worker’s tasks NFS
O O L
™
Vegetables \@Q&Q@ é;of’

Reaching, picking

Outdoor

Work rate: 8 hours/day, NS
. o &KL

DTso: 30 days NN

DFR: 3 pg/cm?/kg a.s./ha (,\\\@ &

Number of applications and @ﬁi(%ﬁan rate 2 x 1.08 kg a.s./ha (6 L MON 52276/ha)

O N N
PatBntiak®
”B‘(\,ﬁgﬁ\b cm?/person/h 0.0263418 263
ﬁzmﬁ? wear (arms, body and
'1egs covered) 0.0113542 11.4
STC: 2500 cm?person/h

Body weight: 60 kg & |

Work wear (arms, body and
legs covered) and gloves 0.0026342 2.63
TC: 580 cm?/person/h

Inclugizr?%t*stone and pome fruits, kiwi, tree nuts, banana, and table olives, citrus
Insg:iico@ n, irrigation
oor
Watk rate: 2 hours/day
s50: 30 days

PDFR: 3 pg/cm?/kg a.s./ha
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Table 7.2-7 Estimated worker exposure to Glyphosate ;\\OQ‘
N}
&
89
Glyphosate o
Ne)
>
Total absorbed dose o . \ &
Model data Level of PPE (mg/kg bw/day) % of systemic A;g%k
QO
(b: ,\/
Number of applications and application rate 2 x 1.44 kg a.s./ha (8§ L MON 52276/ha) & 5\\
O
Potential S S
TC: 12500 cm?/person/h 0.0189237 0&&%‘9\
OO
Work wear (arms, body and . 0\’5\
o legs covered) 0.0021194 & § 212
Body weight: 60 kg | 1. 1499 cm?*/person/h Q> (\éb 3
Work wear (arms, body and o‘ﬁj\q’i\.
legs covered) and gloves NA § Q*DQ@ NA
TC: NA cm?/person/h O
F Ab R
Vines NS
. e e e SO @
Inspection, irrigation X S o
< Q &
Outdoor @@ N
Work rate: 2 hours/day @q 82} ,\é‘
DTso: 30 days &0 § @@Q
DFR: 3 pg/cm?¥kg a.s./ha S @\0@»
O
Number of applications and application rate 2x 10*2}(\\4%@' .s./ha (8 L MON 52276/ha)
. N S
Potential & &
TC: 12500 cm?/person/h §)§°§° 0.0189237 18.9
2
Work wear (arms, body and@q}Q y;o\\,;&@’
. legs covered) SEL 0.0021194 2.12
BOdy Welght. 60 kg TC: 1400 cmz/person/h Q)§Q}>@o§0
NS
Work wear (arms, bo@ Q?\dQQZS
legs covered) and gléves ¢ NA NA
S
TC: NA cmz/perﬁgﬁ/ob* N
T
Railroad tracks (bare soil) Q@Q\{\\“(S
No worker’s tasks & %Qb@(\‘
Invasive species in non-agricultn@ aa?'oeas
Mai > &
aintenance SR
Outdoor I
Work rate: 8 hours/day, . @b@o \}é@
DTso: 30 days TS
. 2 .
DFR: 3 pg/cm?/kg a.s./il)oQi&@
Number of applicati%&&@‘ﬁd application rate 1.8 kg a.s./ha (5 L MON 52276/ha)
& o Potential
o Sro entia
Q@QOQQT TC: 5800 cm?/person/h 0.0041760 4.18
> S
6&{210\@ Work wear (arms, body and
NG legs covered) 0.0018000 1.80
Body v&;e\(:%bt@@ ke TC: 2500 cm?/person/h
CPN
§,° @@Q' Work wear (arms, body and
o & legs covered) and gloves 0.0004176 0.42
\Q .
S (Z@ TC: 580
G L. .
& \Iﬁvaswe species in agricultural areas
SIS
S
NS
3
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Table 7.2-7 Estimated worker exposure to Glyphosate ;\\OQ‘
N}
.45\0
Glyphosate @b
Ne)
>
Total absorbed dose o . \ &
Model data Level of PPE (mg/kg bw/day) % of systemic igio*k
QO
(b: ,\1
Inspection, irrigation & 5\&
Outdoor N
Work rate: 2 hours/day, (0@0‘@"\\0)
DTso: 30 days - OOQQ)?S
DFR: 3 pg/cm*/kg a.s./ha @\@Q;.' O\é‘
IR
Number of applications and application rate 1.8 kg a.s./ha (5 L MON 5227 Q’a&a m@
T3S
Potential B P &
Dl L7
TC: 12500 cm?/person/h 0.0022500 FES 2.25
SHFQO
Work wear (arms, body and @@bz&%g,Q
S legs covered) 0.0002520 8 & @ 0.25
Body weight: 60 kg TC: 1400 cm?/person/h D &
FE
Work wear (arms, body and ®QJ®’\Q’ q%\
legs covered) and gloves ﬁAb‘Z} é‘@ NA
. S
TC: NA S5
S & oc}’
\S‘ZJ@@@b
. SR
Conclusion 2@ &
NS
N

Q
3 er wearing adequate work clothing, but no PPE,

According to the EFSA Guidance, for a professio@
&%§g§emic exposure to glyphosate is much lower than
N

when performing re-entry activities, the estim@
100 % the AOEL. CES
N

A
. . N . -
With respect to the intended use of MON 52 n pre emergence crops and railway tracks, it is concluded

: ~PR ,
that worker exposure is not relevant. Ing@gé;@ re-entry and worker’s tasks are expected.
N

(\A‘b‘\}

S
Therefore, it is concluded that ther&@@%\&\unacceptable risk anticipated for the worker wearing adequate

work clothing (but no PPE), wheaﬁfgéggféring crops treated with MON 52276. As a standard rule, it should
be mentioned on the label thatg‘(el@fe’ogﬁ’:rops should not be re-entered before spray deposits on leaf surfaces

have completely dried. &i‘”

%,

<
) $
CP 7.23.2 Meas«t\i@igﬁt of worker exposure

N o

RSB
Since the worker exge?@?e estimations carried out indicated that the acceptable operator exposure level
(AOEL) will not be" ¢Xceeded under conditions of intended uses and considering above mention PPE, a

study to provideQﬁvigésurements of worker exposure was not necessary and was therefore not performed.
S
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CP73 Dermal Absorption
The percentage absorptions used in the exposure assessment are in Table CP 7.3-1. &$
S
L
Table 7.3-1 Dermal absorption end-points for the risk assessment ,\\(g?\.
SN
Adapted values used (§1§
in calculations for NEN
Test results risk assessment Reference @@15,0
(%) S
2010 5 Po
Concentrate 0.086 0.096 EFSA Guidance onﬁg\gm\@f’Absorption
(EFSA Journal 2087515¢6):4873)
.20107 & @
Dilution (1:12.5) 0.17 0.23 EFSA Guidag&g’qb@{b@ermal Absorption
(EFSA Jouak2037;15(6):4873)
) 20103
Dilution (1:150) 0.34 0.69 EFSA@lg%%g%e on Dermal Absorption
(EFSA Jougnal 2017;15(6):4873)
F S
éZJ @ &
’ \Q@Q}@ &
FEL
CP 7.3.1 Dermal absorption study QO@ ,§°§
\Q‘Z’ (b%‘\ bO()
. o )
1. Information on the study &8
\%\ Q}Q (‘4\
Data point: CP73.1/001 &&&
Report author - @Q\g)izo
Report year 2010 ‘o\@@&@‘ &
Report title In Vitro A@%@%ﬁn of Glyphosate through Human Epidermis
Report No JV2084C§<EQQ§
Document No DTLO*O‘%QB\QXJ

Guidelines followed in study | OECD 428 (2004); OECD (Guidance Document No. 28 (2004). The
@D%ﬁg%t of Skin Absorption Studies; European Commission Guidance
&’p%@\ment on Dermal Absorption (2004)

De.viat.ions from current tgg’t Os(\l}ﬁjne
guideline P d
Previous evaluation A@boo,é\@@ Yes, accepted in RAR (2015)
GLP/ Officially recognised | Yes

testing facilities & NG

Acceptability/ Reliapility: | Valid
Category studgﬁg\@;’IR 5 Category 2a
dossier (L decsy
\\é{:@%
2. @%‘F&% gﬂ%ummary of the study according to OECD format
o

S L
Thgo\gcl)jfective of this study was to evaluate the potential dermal absorption of glyphosate from a 360 g/L
%ﬁ Qﬁérmulation concentrate, as well as from two representative in-use dilutions prepared as 1:12.5 (v/v)
&@Egd 1:150 (v/v) aqueous dilutions.
b@f Qé,K’C-glyphosate was incorporated into the concentrate formulation and dilutions prior to application. The

.5 doses were applied to human epidermal membranes at a rate of 10 uL/cm? and left unoccluded for an

\9(/

4
D,
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N
;\\'0
S
>
S
N
R
Q&

exposure period of 24 hours. The absorption process was followed by taking samples of the receptor fluid S
(physiological saline) at recorded intervals throughout the exposure period. The distribution of glyphosate ,\Qo"\
within the test system and a 24-hour absorption profile were determined. All samples were analysed b@
liquid scintillation counting (LSC). o

3
%

For the formulation concentrate and both aqueous dilutions, the vast majority of the applied glyphos@\g was

S
removed from the surface of the epidermis during the washing procedure at the end of the 24 hourg&gﬁsure
period (mean 97.4-99.0 %)). AN
NN
N
The mean total amount of glyphosate recovered from the epidermis was 0.120 %, 0.235 %@@’1&%.505 % of
the applied dose (concentrate, 1/12.5 v/v dilution and 1/150 v/v dilution, respecti\ge.l@:\“ Fhe amount of

potentially biologically available glyphosate (absorbed + epidermis after tape stripi&gﬁl&o&ﬁt\he concentrate,
S

1/12.5 and 1/150 dilutions were 0.064 %, 0.134 % and 0.277 %, respectively. 0@ @0\;@
(</‘ OQ\ be
I MATERIALS AND METHODS "¢ &
LS
O
A. MATERIALS NN
S 06 0@
1. Test materials: \»Poo’sr& @,\‘z‘}
S
a) Non radio-labelled test substance: Q@Q’@@%S
. RN . .
Identification: Isopropylamine salt of g%g?gg%ga e technical material
(glyphosate-IPA) S N
& S

Description:  Clear, water white s‘&@%ﬁbe% viscous liquid (solution in water)
O
S0

2)

Lot/ Batch #:  A8B60170S0 @O
S A
Glyphosate—IPg&Qf §§’1 %
RS

Glyphosate fcid: 47.28 %
Stable u\l@fﬁg\‘ﬁo@ient conditions
Explrg@@g%&mz-m-zs

b) Analytical reference standard: @C:J giQ@\
Identification: g@ﬁﬁate acid
Description@é?&‘i@% solid
Lot/ Batc;%@%.%ol@fP—OSIO—l%lS—A
Chemical g@roé A \@ $99.8 %

Stability of test co&ﬁ\;@u{aﬂ: Expiry date: 2011-01-31
O &
¢) Radio-labelled tes&@i@%@%ce
I/ag%ﬁ%;lﬁ’%ation: 14C-glyphosate (as glyphosate acid)

S
Qécg@*t/ Batch #:  53463-3-23

S@gé’mical purity:  99.8 %

%@ﬂqu@hemical purity:  97.8 % (confirmed by analysis)
O

Chemical purity:

Stability of test compound:

@Q}b\@\ Specific activity: 47 mCi/mmol; 1739 MBg/mmol; 277.9 uCi/mg; 10.28 MBg/mg
N
%ﬁ%\bﬁty of test compound: Stable under deep freeze (-20 °C)
N
$&
S
TS
RS
S
O &
. QS} Q;U
S
N
>
S

Glyphosate Renewal Group AIR 5 — July 2020 Doc ID: 110054-MCP7_GRG _Rev 1_Jul 2020



Annex to Regulation 284/2013 MON 52276 M-CP, Section

S
Page 78 of 121 S
¥
J\O
X
A. MATERIALS &
S
¢) Blank formulation . é{\o
Identification: Proprietary surfactant blend (MON 8153) @b
©
Concentration of a.s.: 0% Lo
Q9
Description: Not reported AQQO§
S o
Lot/ Batch #: Not reported $? &
N
¥ X
S
Stability of test compound: Not reported N SN
> U@
d) Formulated test substance 05 & o\"&
N
Identification: MON 52276 \5@\@ S

The formulation concentrate used was rﬁt @I}é@bhed as complete
formulation, but had to be prepared fr@n&?@ ingredients a) and
¢) described above, to allow the 1n@ifggrg§on of the radiolabel.

The test substance concentrationsifi &Q@repared formulation was

S <O
confirmed by analysis. N 3{& &
SIS
. <
2. Test skin source: & @@@
SA L
. . . . N (4) N
Species: Human excised skin & Qb @&

@
Source: Tissue bank (not furth@r@ ﬁed)
Glass diffusion cells NS

3. Test system: N
¥ Physiological sa@ 2 6\
FSL
S
N
S
B. STUDY DESIGN S s
© §0‘ &
\m 2
1. In life dates: 9 June to 26 August 2009 §@ & ¢
N
@o(;( @Qz
2. Test apparatus and treatment & & E
S F S
SRS
a) Assembly of diffusion cells @QS\\ N

&

The type of glass diffusion cell @36(8’ in"this study had an exposed membrane area of 2.54 cm?. Discs of

approximately 3.3 cm dlameter é}ﬁgﬁrepared skin membrane from several different skin samples were

mounted, dermal side down&%ﬁlﬁﬁmon cells held together with individually numbered clamps. The total

volume of the receptor ﬂugd\eh%lﬁ\ber was approximately 4.5 mL.

A@b@oo

b) Assessment of meﬂmye integrity

Membrane integrity 8@@4 assessed by measurement of electrical resistance across the membrane.

Membranes with a r ls$ance <10 kQ were discarded. After the completion of the integrity assessment, the

contents of the dog@r&md receptor chambers were discarded.

o

¢) Selection o\ﬁc\eﬂs and dosing

Each dose (g@@qéntrate 1:12.5 dilution and 1:150 dilution) was represented by six diffusion cells with intact

membran@\s ﬁom at least three different donors. The receptor chambers of the cells containing small

magneu)é\gﬁrrer bars were filled with a recorded volume of receptor fluid (physiological saline) and placed

ina gzagézr bath maintained at a temperature of 32 °C £ 1 °C. The physiological saline receptor fluid was

ch @%@@0 ensure that the test substance could freely partition into the receptor fluid from the skin membrane

a‘éﬁ{@ever reached a concentration that would limit its diffusion. The receptor fluid (saline) provided

@a@quate solubility because glyphosate has high aqueous solubility (water solubility of glyphosate acid =

L& cﬁ) 5 g/L at 20° C, The Pesticides Manual, 2006). The area of epidermis exposed to the test formulation in

\@‘Q\ each cell was 2.54 cm?, with 10 pL/cm? applied to each diffusion cell. Glyphosate concentrations for each

\9(/

4
D,
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>
S
S
R
&

dose were 3693 pg a.s./cm? (formulation concentrate), 296 pug a.s./cm? (1:12.5 dilution) and 25.2 pug S
a.s./cm? (1:150 dilution). After dosing, the cells were replaced in a water bath maintained at 32 °C + 1 °C. Q§
The formulation was applied to the skin membranes and left unoccluded for the duration of the eXposurb S

period (24 hours). o
9
d) Sampling of receptor fluid S

Samples of the receptor fluid (500 pL) were taken from the receptor chambers at 0.5, 1, 2,3, 4, 6 {&,Q kﬁ, 12,
16, 20 and 24 hours after application. The receptor chambers were stirred continuously and thg?gfume of
fluid in the receptor chamber maintained by the replacement of a volume of fresh receptor ﬂ‘tu&k equal to

the sample volume, after each sample was taken. Q& N
S
& O @
e) Measurement of mass balance S o

All apparatus and epidermis upper surface were washed with deionised water andﬁ@g \1® L and sponged

thoroughly until decontamination appeared complete or until it was apparent tHa\?é:a(g%label may be being
extracted from the epidermis using a Geiger counter. All sponges were dlgégedgm Soluene 350®. The
digests made up to a recorded volume and a sample taken for analysis. Q*‘ Q\OQ

To assess penetration through human stratum corneum/ epidermis, @ 6&12»@ stripping technique was
employed. The surface of the skin was allowed to dry naturally, prior t Qf&érgﬁfnoval of successively deeper
layers of the stratum corneum by the repeated application of adhesiv@?@%z@cotch 3M Magic Tape, 1.9 cm
wide) up to a maximum of 5 strips. The strips were extracted 1nd1‘a§%l§%l§ for approximately 20 hours in a
solution of 30 % v/v methanol in water. The extracts were seq@n@aﬁy numbered and analysed by liquid
scintillation counting (LSC). If the epidermis started to tearéﬁ@ or pieces came away during the tape
stripping procedure, the process was terminated as soon as &)@gﬁ In such cases, the last strip taken was
digested with the remaining epidermis to avoid underest\lﬁlgﬁ\ng residual penetrant in the epidermis. The
total number of tape strips was recorded for each eplger@\i Sample. The remaining epidermis was then
carefully removed from the receptor chamber and dlgééﬁegz}m Soluene 350®, together with the final tape
strip taken if tearing had occurred, and analysed b}\ngg?@ S

\S

@Q’ y}o\{\\
3. Statistics &O\ &\6\?\000
\N Q) \
The data did not warrant statistical analysis; 3&1@9 than group means and standard deviations.
\@@
RES[&TS AND DISCUSSION
GO

In order to add all the data for the@qﬁ%&hat had been excluded in the study report for the neat formulation
and the 1 in 150 dilution it Wagoﬁq&igary to reconstruct the results from the raw data files. The following
tables and figures are deI‘lVedéfI'QﬂLﬂQllS work and may differ slightly from previously presented tables due
to rounding differences. Th§°Qg ashave been evaluated according to the EFSA 2017 guidance.
bO N
Table 7.3 2 presents tl@@‘?@cﬁom all the cells used for the neat or concentrate formulation test expressed
in terms of percentage Qfl;giﬁloactlwty or dose applied.
S
Table 7.3 5 presentﬁ?@ data from the high dose group cells excluding the two cells considered to be outliers
for the neat or cog@%ﬂ?rate formulation test expressed in terms of percentage of radioactivity or dose applied.
Cells 20 and 2%, &hlch were from the same human donor, showed up to 100x higher diffusion into the
receptor ﬂu1@@1pared with the other cells of that treatment group, which indicated either fragility of that
donor Spegd or membrane damage during dose application. Further support for the exclusion of these
cells is méo ed by the spray dilution results which also presented much lower proportions of radioactivity
in the ré¢éptor fluid than observed for cells 20 and 27 when the trend would have been expected to be in
the gijgé%lte direction i.e. higher proportional absorption from the spray dilutions.
0) Q
"I%ﬁe 7.3 6 presents the data from all the cells used for the 28.8 g/L (1 in 12.5 dilution) representative spray
dzﬁutlon expressed in terms of percentage of radioactivity or dose applied. No cells required exclusion from
\\\Qt is test group.
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Table 7.3 7 presents the data from all the cells used for the 2.4 g/L (1 in 150 dilution) representative spray A\Q&\
dilution expressed in terms of percentage of radioactivity or dose applied.

Table 7.3 10 presents the data from the low (2.4 g/L) dose group cells excluding the two cells consigg'ed

to be outliers expressed in terms of percentage of radioactivity or dose applied. Cell numbers 25 @@28

required exclusion from this test group as the receptor fluid profiles clearly showed immedia{geib‘?eak—

through of radioactivity (see figure A 1.3) implying that the membrane had been dama{ggg\xduring

application. The duplicate cells (16 and 30) displayed much lower levels of absorptiogb&ggﬂ normal
N
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Table 7.3-2 Distribution of radioactivity at 24 hours after dose application of ['*C]- &
. . N N
glyphosate in a SL 360 formulation at the rate of 360 g/L to human skin samples .b@“*
(All cells) &
L
x
&
S &
Group Group Group Group Group Group QQ N
' Human | Human | Human | Human Human Human Group H@%%D
% dose applied HD HD HD HD HD HD Nes= @\\
N
o
Donor N° 1124 | 1124L | 1115B | 1105 | 1110E 1105 ;&é}" 1
Q) '\\
Sex Female | Female | Female | Female | Female Female O\(O NS
MG )
° N
Cell N Cell 2 Cell 3 Cell 13 | Cell20 | Cell 23 Cell i&'&\Mi\%&N SD
Skin wash 24h 92.94 102.81 103.12 | 92.26 97.12 10&@4}\\‘7) (@.18 4.83
<
SC1 0.013 0.062 0.023 0.005 0.023 No)@:‘{(y)\Q‘,&“\i:‘:\o‘\\ 0.023 0.021
SC2 0.005 0.016 0.008 0.006 0.020 (}$ @@089 0.011 0.006
SURFACE DOSE 0.018 0.078 0.031 0.010 0.04%@ 3 9020 0.033 0.025
DY
Donor chamber 9.030 n.d. n.d. n.d. n@”&? 2] n.d. 1.505 3.686
o & '\\'(\Q’
TOTAL NON ABSORBED 101.98 102.88 103.15 92.27 %%@'ZUA 100.86 99.72 4.248
Skin 0.032 0.074 0.073 0 027@§ng®639 0.122 0.061 0.036
o &
SC3 0.003 0.005 0.008 n‘.z(li?%\fb 0.004 0.017 0.006 0.006
SC4 n.d. 0.004 | 0.006 |a1dS 2 |0.010 n.d. 0.003 | 0.004
P&
SC5 0.043 [0.004 [nd & nd” 0.002 n.d. 0.008 | 0.017
N S
TOTAL SC 3+! 0.046 0.012 0.@ > [on.d. 0.016 0.017 0.018 0.015
TOTAL Stratum Corneum 0.064 0.091 @.&4\55\& 0.010 0.060 0.037 0.051 0.027
J Q
TOTAL DOSE SITE 0.078 0.087@& zfﬁ‘gﬁ 0.027 0.056 0.139 0.079 0.037
N XIS
Receptor fluid (12h) 0.0033 0.0&&0 2Qi).0022 7.2786 0.0127 0.9353 1.3724 29173
D ..
Receptor fluid (24h) 0.0057 C‘Q\Qgg%b“ 0.0038 9.4377 0.0215 0.9953 1.7445 3.7895
2 NI AEN)
POTENTIAL Q@\_ @\,@"
(dose site+ receptor) 0 08696% g/jﬁ% 0.091 9.465 0.077 1.135 1.824 3.767
Q QO
POTENTIAL SO
(skin+ receptor) Q\D 0)00 0.164 0.164 9.492 0.116 1.257 1.885 3.753
4 & &
TOTAL RECOVERY Qo‘ 8@0\23\07 102.97 103.24 101.73 97.24 101.99 101.54 2.188
OIS
% Ratio receptor 12h/24h @”\;\“)@713 6526 | 5726 |[77.12 | 59.00 93.97 | 6829 | 14.69
NNON
QA"\' @bv Evaluation according to EFSA Guidance
R
o8 No.
%(é\ &2 Absorption >75 % within half of study duration? | (include SC values except SC1 & SC2)
)
OQQ’ f§v Recovery <95 %? | No correction needed
$
> ,§U Mean (% dose site +% receptor) + (SD*1)
Total 3535@ entially Absorbable adjusted according to EFSA (2017) | =5.6 %
X

SD: stag??i #d deviation
n.d.'{fbe{@@w limit of detection.

_\_
¥ tape-stﬁt% &xcluding numbers 1 & 2 which are considered to be non-absorbed dose.

In ﬁﬁe@ove table, the presented means do not always calculate exactly from the presented individual data. This is due to
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Figure 7.3-3 Cumulative Absorption Profile after dose application of [**C]-glyphosate in a SL s
360 formulation at the nominal rate of 360 g/L to human skin (All cells) .Q\S\\
S
&
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formulation at the nominal rate of
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Table 7.3-5 Distribution of radioactivity at 24 hours after dose application of ['*C]-glyphosate in a S
SL 360 formulation at the rate of 360 g/L. to human skin samples (reported cells). AQS\
N
&
‘O
N
St
Group Group Group Group Group Human HB® &
% dose applied Human HD | Human HD | Human HD | Human HD N=4 @Qo)o@
IR
Donor N° 1124L 1124L 1115B 1110E KN° =§1\6®6\\
QO N
Sex Female Female Female Female Q)&\ \\0)\0
SO O
Cell N° Cell 2 Cell 3 Cell 13 Cell 23 MEAI\&JO\ S SD
RS
Skin wash 24h 92.94 102.81 103.12 97.12 9%}@9@@”;\0 4.890
N &
SC 1 0.013 0.062 0.023 0.023 <>6.o 300 0.022
X Q
SC2 0.005 0.016 0.008 0.020 Py |2 @i 0.007
I
SURFACE DOSE 0.018 0.078 0.031 0.0430\$‘3,Kz 0.043 0.026
.4
Donor chamber 9.030 n.d. n.d. n.dg’ Q\V@ 2.257 4515
O \2}0
TOTAL NON ABSORBED 101.98 102.88 103.15 & 3}15 & 101.29 2.798
P O
Skin 0.032 0.074 0.073 \Q@ @.\Q@ 0.055 0.022
SC3 0.003 0.005 0.008 £ & D.004 0.005 0.002
S &
DO
SC4 n.d. 0.004 o.ggﬁ:\ S | 0010 0.005 0.004
SCs 0.043 0.004 ds S 0.002 0.012 0.021
> o &
TOTAL SC 3++2 0.046 0.012 & (gﬁ){kl 0.016 0.022 0.016
& 8
TOTAL Stratum Corneum 0.064 0.091 &@2\@ 09?045 0.060 0.065 0.019
re) S,
TOTAL DOSE SITE 0.078 0.087 @ S| 0.087 0.056 0.077 0.015
O O &
Receptor fluid (12h) 0.0033 Q002157 | 0.0022 0.0127 0.005 0.005
NFOFN
Receptor fluid (24h) 0.0057 60032 0.0038 0.0215 0.009 0.009
NGl 2
POTENTIAL SIS
. &
(dose site+ receptor) 0.084Q > bQ\ £0.090 0.091 0.077 0.085 0.006
RN S
POTENTIAL I &
(skin+ receptor) Q;Q[ 16 @ 0.164 0.164 0.116 0.140 0.028
o & &
TOTAL RECOVERY Qf“ésilz\sﬂ 102.97 103.24 97.24 101.38 2.804
N b \\
% Ratio receptor 12h/24h boo\’\% &7.13 65.26 57.26 59.00 59.66 3.831
O &
&?Q@ Q\‘? 03 Evaluation according to EFSA Guidance
RORS
ISR No.
60 é‘Absorption >75 % within half of study duration? | (include SC values except SC1 & SC2)
S o
sg@ Recovery <95 %? | No correction needed
O\

G

gﬁﬁ{g@% Potentially Absorbable adjusted according to EFSA
NS

096 %

Mean (% dose site +% receptor) +
(SD*1.6) = 0.

2 tape-strggé’ icluding numbers 1 & 2 which are considered to be non-absorbed dose.

SD: stalg@ér\&deviation
. .
n.d.: ,lgaqw limit of detection.

In the ﬁve table, the presented means do not always calculate exactly from the presented individual data. This is due to
rod gﬁ%g-up differences resulting from the use of the spreadsheet program.
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Table 7.3-6 Distribution of radioactivity at 24 hours after dose application of ['*C]-glyphosate
in a SL 360 formulation at the nominal rate of 28.8 g/L to human skin (All cells)
S
&
\QQﬂ
Group Group Group Group Group Group Group Humanjzf])
Human Human Human Human Human Human N= @ &
% dose applied ID ID ID ID ID ID K N° § ]§°
S
Donor N° 11242A 1124A 1115B 1105 1110E 1110E %jbs\\@
N
Sex Female Female Female Female Female Female V\Q»Q §
N
Cell N° Cell 4 Cell5 | Cell14 | Cell21 | Cell24 | Cell29 | MEAN SD
- ’|O (7\'
Skin wash 24h 100.42 98.15 97.48 97.41 96.42 94.7Z7$U @ 837.44 1.87
NSNS
SC 1 0.028 0.005 0.040 0.002 0.181 1227 & 0.061 0.071
YlE's
SC2 0.024 0.005 0.013 0.006 0.091 Q%&i@v 0.034 0.036
9| &
SURFACE DOSE 0.052 0.010 0.054 0.009 0.272$Q K ka.v§78 0.096 0.106
S O
Donor chamber n.d. 1.837 4.439 0.008 2.5&@3;80 Y4749 2.256 2.067
£ R\
TOTAL NON ABSORBED | 100.47 99.99 101.97 97.43 g@@’,\&}“ 99.70 99.79 1.50
NI
Skin 0.136 0.119 0.062 0.028 < Qz.’ljéi\% 0.138 0.105 0.048
Qo &
SC3 0.009 0.007 0.012 n.dbx\\\/Qb‘Z &7031 0.029 0.014 0.013
% » e
SC4 0.016 0.009 0.010 g?\d\rE ] 0.016 0.015 0.011 0.006
AN
SC5 0.002 0.020 0.005 5\‘ \ﬁ\{ﬁ@ 0.010 0.018 0.009 0.008
I 8
TOTAL SC 3+ 0.027 0.035 0 oz%@‘@ Q@ 0.057 0.063 0.035 0.023
0 O
TOTAL Stratum Corneum 0.079 0.045 %@%9}60 3 0.009 0.329 0.240 0.130 0.125
" <
TOTAL DOSE SITE 0.162 0.154 éeh@@gﬁ 0.028 0.202 0.200 0.139 0.069
NI
Receptor fluid (12h) 0.012 0.010 5‘0@5@16 0.014 0.026 0.011 0.015 0.006
D X X
Receptor fluid (24h) 0.019 0.@*0(; 4°0.025 0.054 | 0.034 0.021 0.029 | 0.014
POTENTIAL NN
o &
(dose site+ receptor) 0.181 S gﬂgé’” 0.113 0.082 0.236 0.221 0.168 0.060
IS
POTENTIAL SSF S
(skin+ receptor) 0 15@,Q qﬁ*b Qé’ﬁ.139 0.087 0.082 0.179 0.158 0.133 0.040
S T
TOTAL RECOVERY 1Q @@& 100.17 102.08 97.51 99.43 99.92 99.96 1.50
[r A
% Ratio receptor 12h/24h Q&y\ .(l% 50.79 62.90 26.29 77.55 54.57 56.01 17.25
faud £'S Yy
@0@0 " Evaluation according to EFSA Guidance
RN No.
S\\&'Q\oi\bsorption >75 % within half of study duration? | (include SC values except SC1 & SC2)
gﬁ\ Recovery <95 %? | No correction needed
Q‘Zf ,§0 Mean (% dose site +% receptor) +
Total "/‘Q*E(gmtially Absorbable adjusted according to EFSA (2017) | (SD*1) =0.23 %
PR

a tape-strip&‘ﬁ@ding numbers 1 & 2 which are considered to be non-absorbed dose.

SD: stand; viation

n.d.: be@z@imit of detection.
In the @%ij"e table, the presented means do not always calculate exactly from the presented individual data. This is due to

roungi
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Table 7.3-7 Distribution of radioactivity at 24 hours after dose application of ['*C]-glyphosate S
in a SL 360 formulation at the nominal rate of 2.4 g/L. to human skin (All cells) ©§
N
&
G G G G G G S
roup roup roup roup roup roup S
Human Human Human Human Human Human GroupI\II-l unéaor\(ﬂlg
% dose applied LD LD LD LD LD LD KNG Q b§°
N
Donor N° 1124A 1115B 1105 1110E 1105 1110E Aibé\@
N
Sex Female Female Female Female Female Female V{2»Q §
[ORS
Cell N° Cell 6 Cell 15 [ Cell16 [ Cell25 | Cell28 | Cell30 | MEAN | SD
4O o
Skin wash 24h 99.49 100.46 95.99 84.40 83.58 97.7@u 2| §8.62 7.62
N
SC1 0.483 0.166 0.032 0.017 0.507 Qﬁg@ \@ 0.215 0.223
SC2 0.174 0.042 0.010 0.069 0.000 fSZ’Q,‘.‘ﬁg@J 0.054 0.064
H.&Q
SURFACE DOSE 0.657 0.208 0.042 0.087 0'507%@0 4 0§“16 0.269 0.253
Donor chamber n.d. n.d. 0.029 n.d. 0. 4@2&80 00.005 0.075 | 0.167
\, N
TOTAL NON ABSORBED | 100.15 100.66 96.06 84.48 8 \xskd,\ 97.90 93.96 7.52
oo
Skin 0.414 0.027 0.134 [ 0.174 =] F057 0.165 [0328 [0379
N2
SC3 0.056 0.024 0.010 nd{oox\\?b cn.d. 0.024 0.019 0.021
SC4 0.049 0.018 n.d. Q,@«@ &> nd 0.025 0.015 0.020
2@ N\ O
SC5 0.030 0.005 n.d. s I{Q{Q\@ n.d. 0.019 0.009 0.013
K
TOTAL SC 3+2 0.135 0.046 0.010(2;\@‘0\@ é,ﬁ n.d. 0.068 0.043 | 0.053
O O
TOTAL Stratum Corneum 0.792 0.254 O&Q/S&bo 3t 0.087 0.507 0.184 0.313 0.285
2 2
TOTAL DOSE SITE 0.549 0.073 @éﬁ%{‘ 0.174 1.057 0.233 0.372 0.374
NN
Receptor fluid (12h) 0.054 0.031 & Qﬁ)éﬁl 12.62 11.52 0.038 4.06 6.21
@ X
Receptor fluid (24h) 0.082 0.039, 5 £0.179 12.54 11.47 0.050 4.06 6.16
POTENTIAL S
(dose site+ receptor) 0.632 NN SPNS 0.322 12.71 12.53 0.283 4431 6.344
A S
POTENTIAL KOV,\\ (O\$
(skin+ receptor) 0 49\2@Q é\b Q§9.066 0.313 12.71 12.53 0.22 4.39 6.38
> A
TOTAL RECOVERY 1&; . @0)00 100.78 96.38 97.19 97.03 98.19 98.39 1.94
(e

% Ratio receptor 12h/24h (\(%g@tgo\ 78.24 73.22 100.65 100.41 76.58 82.48 14.61

. \(OOQ\@Q " Evaluation according to EFSA Guidance

JaN) &
A)’\\; sorption >75 % within half of study duration? | Yes. (exclude SC values)
Q X
GQUS\& Recovery <95 %? | No correction needed
S 2
&AU g Mean (% dose site +% receptor) +
Total % gi?tgl?tially Absorbable adjusted according to EFSA (2017) | (SD*1) =10 %

2: tape-strips e;géﬁgﬁng numbers 1 & 2 which are considered to be non-absorbed dose.

SD: standar

Q@}latlon
n.d.: belo@%

t of detection.

In the ab‘o\zq\»table the presented means do not always calculate exactly from the presented individual data. This is due to

roundmigy(f) differences resulting from the use of the spreadsheet program.
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Figure 7.3-8 Cumulative Absorption Profile after dose application of ['*C]-glyphosate ina SL 0@
360 formulation at the nominal rate of 2.4 g/L to human skin (All cells) .Q&\
N
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Figure 7.3-9 Cumulative Absorption @gﬁl@%fter dose application of [**C]-glyphosate in a SL

360 formulation at th%ﬂ%\gﬁgﬁ@l rate of 2.4 g/L to human skin (Reported cells)
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Table 7.3-10 Distribution of radioactivity at 24 hours after dose application of ['*C]-glyphosate
in a SL 360 formulation at the rate of 2.4 g/L. to human skin (reported cells)

S
&
Group Group Group Group Group Human LD §’ 4
% dose applied Human LD | Human LD | Human LD | Human LD N=4 AQQ §°
N
Donor N° 1124A 1115B 1105 1110E KN°= 1.2?6'\\@
N
Sex Female Female Female Female V{2»Q §
X N
Cell N° Cell 6 Cell 15 Cell 16 Cell 30 MEAN & & SD
O
- PRI
Skin wash 24h 99.49 100.46 95.99 97.78 98{&\\&\@ S 1.97
SC 1 0.483 0.166 0.032 0.086 q92” & | 0.20
IS
2 0.174 0.042 0.010 0.030 ¢ 0062 0.0
SC 7 ég@@ﬁé 7
SURFACE DOSE 0.657 0.208 0.042 0.116 § Q*)QQ.326 0.28
D ¢
Donor chamber n.d. n.d. 0.029 0.005,” &7 <} 0.01 0.01
L O @
TOTAL NON ABSORBED | 100.15 100.66 96.06 % 07 & | 98.69 2.13
o 8L
Skin 0.414 0.027 0.134 < O@éi\ 0.18 0.16
NP
N2
SC3 0.056 0.024 0.010 @§ §A(2§024 0.03 0.02
SC4 0.049 0.018 nd. & o 0.025 0.02 0.02
2@ N\ O
D AT
SC5 0.030 0.005 ng&(\\@&@ 0.019 0.01 0.01
TOTAL SC 3+ 0.135 0.046 Q&lﬁg 0.068 0.06 0.05
Ol o &
TOTAL Stratum Corneum 0.792 0.254 @é‘o)?o&m 0.184 0.32 0.33
2l 2
TOTAL DOSE SITE 0.549 0.073.2 ¥ «~0.143 0.233 0.25 0.21
$ @9
Receptor fluid (12h) 0.045 0@%@%‘@\0 0.125 0.036 0.06 0.04
@ ¥ X
Receptor fluid (24h) 0.082 J&)Q@%} 0.179 0.050 0.09 0.06
~ )
POTENTIAL SAT S
(dose site+ receptor) 0.632 D Q‘Zr &?112 0.322 0.283 0.34 0.22
DN
POTENTIAL RSN
(skint receptor) 0 é§7(\b &7 10.066 0.313 0.215 0.27 0.18
S o8
TOTAL RECOVERY {ﬁ 78 100.78 96.38 98.19 99.03 2.15
(oA I 2
% Ratio receptor 12h/24h §y\\<®6&i§81 78.24 73.22 76.58 73.46 5.51
O % o
. \@Q@Q &’ Evaluation according to EFSA Guidance
L& X
NG No.
C)QQ‘\{Q‘&bsorption >75 % within half of study duration? | (include SC values except SC1 & SC2)
A@Q §® Recovery <95 %? | No correction needed
Q‘Z’ N Mean (% dose site +% receptor) +
TQ@!]O&; Potentially Absorbable adjusted according to EFSA | (SD*1.6) = 0.69 %
SIS

2 tape-str@}s\&ucluding numbers 1 & 2 which are considered to be non-absorbed dose.

SD: st\ a{@deviation
n.d.;below limit of detection.

In thé @%ve table, the presented means do not always calculate exactly from the presented individual data. This is due

\Y
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ITII. CONCLUSIONS S
@S
The dermal penetration through human dermatomed skin of ['*C]-glyphosate in the SL 360 formulati

was investigated at three nominal concentrations corresponding to the neat product (360 g/L) and to two

representative spray dilutions of 28.8 g/L and 2.4 g/L, respectively. \\(,’?}
N

§
Concentrate Qr@ o

The mean percentage of glyphosate in the SL 360 formulation that was considered to b@p&entlally
absorbable (directly absorbed plus total remaining at dose site) over a period of 24 housé ﬁr the neat

formulation was 0.085 % for the human skin. Applying the EFSA guidance (2017) thlg’\’/gﬁle adjusts to

0.096 %. 0‘5&\‘2’ §@
S §
Intermediate Dose level (28.8 g/L, Spray dilution) QQJ\,\\'\Q’G@QG
QO

Q
/}
(S

The mean percentage of glyphosate in the SL 360 formulation that was o@?}g‘é@r&:d to be potentially
absorbable (directly absorbed plus total remaining at dose site) overéﬁ cpfg@od of 24 hours for the

intermediate dose rate was 0.168 % for human skin. Applying the EFSAQé%g&agce (2017) this value adjusts
N

to 0.23 %. 9} S
\Q
Low Dose level (Spray dilution) @‘ZJ%@@\
NS

The mean percentage of glyphosate in the SL 360 formulagi%@q’gg'ht was considered to be potentially
absorbable (directly absorbed plus total remaining at dose sz& Q@} a period of 24 hours for the low dose

rate was 0.34 % for human skin. Applying the EFSA guldafiaog\ gﬂ)ﬁ) this value adjusts to 0.69 %.

Therefore, the following dermal absorption value @anbg\ proposed for use in the non-dietary risk
assessments for ['*C]-glyphosate in the glyphosate SL@\Bﬁgcﬁ)rmulatlon

e (.096 % for the neat formulation (360 g/QIléj*\ & ,\s@
\

e 0.23 % for the intermediate dose (28. &cg/

S

e (.69 % for the low dose (2.4 g/L) 00\@\@ $

6’/
C/

2)
b(\‘

The study is in concordance \@"tlﬁi@ OECD guideline 428 (2004) and GLP compliant. Therefore, the
study is considered accepta&\bfe§

According to the EFSA @ﬁé@e on Dermal Absorption (2017), the dermal absorption estimates to be
used for risk assessmqgﬁ gﬁq&et at 0.096 % for the concentrate, 0.23 % for the intermediate dose and

0.69 % for the low d@ﬁ@uman skin.
RS

Q>
Assessment an(g@?rﬁclusion by RMS:
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Available Toxicological Data Relating to Co-Formulants

CP7.4

CONFIDENTIAL information - data provided separately (Document J)

Appendix 1 — Detailed exposure calculations

Operator exposure calculations

All

Input parameters considered for the estimation of o

soil (EFSA Model)

Table A 1-1
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Estimation of longer term operator exposure towards Glyphosate in bare soil

(EFSA model)

Table A 2-2
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Estimation of longer term operator exposure towards Glyphosate in bare soil

(EFSA model), cont’d

Table A 3-3
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Table A 4-4

Input parameters considered for the estimation of operator exposure in

vegetables (EFSA Model)
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Estimation of longer term operator exposure towards Glyphosate in

vegetables (EFSA model)

Table A 5-5
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Estimation of longer term operator exposure towards Glyphosate in

vegetables (EFSA model), cont’d

Table A 6-6
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Input parameters considered for the estimation of operator exposure in
orchards (EFSA Model)

Table A 7-7
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Estimation of longer term operator exposure towards Glyphosate in orchards

(EFSA model)

Table A 8-8
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Estimation of longer term operator exposure towards Glyphosate in orchards

(EFSA model), cont’d

Table A 9-9
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in vines

Input parameters considered for the estimation of operator exposure

(EFSA Model)

Table A 10-10
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in vines

Estimation of longer term operator exposure towards Glyphosate

(EFSA model)

Table A 11-11
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in vines

Estimation of longer term operator exposure towards Glyphosate

(EFSA model), cont’d

Table A 12-12
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Input parameters considered for the estimation of operator exposure in

railroad tracks (EFSA Model)

Table A 13-13
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in railroad

Estimation of longer term operator exposure towards Glyphosate

tracks (EFSA model)

Table A 14-14
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Iroad

1n rai

Estimation of longer term operator exposure towards Glyphosate

tracks (EFSA model), cont’d

Table A 15-15
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Itural areas (EFSA Model)

icu

Itural/ non-agr

Input parameters considered for the estimation of operator exposure for

mvasive species 1n agricu

Table A 16-16
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invasive

Estimation of longer term operator exposure towards Glyphosate for

Table A 17-17

Itural areas (EFSA model)

icu

Itural/ non-agr

species 1n agricu
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invasive

Estimation of longer term operator exposure towards Glyphosate for

Table A 18-18

Itural areas (EFSA model), cont’d

icu

Itural/ non-agr

species 1n agricu
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Resident exposure calculations

A1.2

Input parameters considered for the estimation of resident exposure in bare

soil

Table A 192-1

dent exposure towards Glyphosate in bare soil (EFSA

Table A 202-2
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Input parameters considered for the estimation of resident exposure in
<
$
N
&
¢

vegetables

Table A 212-3

tables (EFSA

ent exposure towards Glyphosate

in vege
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Input parameters considered for the estimation of resident exposure in

orchards

Table A 232-5

hards (EFSA

1 orc
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in vines

Input parameters considered for the estimation of resident exposure

Table A 252-7

(EFSA Model)

in vines

Table A 262-8
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Input parameters considered for the estimation of resident exposure in

railroad tracks

Table A 272-9

Iroad tracks (EFSA

in rai

dent exposure towards Glyphosate

Table A 282-10
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Table A 292-11

Input parameters considered for the estimation of resident exposure for

Itural areas

mvasive species 1n non-agricu

invasive species 1n

dent exposure towards Glyphosate for i

S1

Table A 302-12
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Table A 312-13

Input parameters considered for the estimation of resident exposure for

Itural

mvasive species 1n agricu

S1

Table A 322-14

1mvasive species in

dent exposure towards Glyphosate for

FSA Model)
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Itural areas

Input parameters considered for the estimation of recreational exposure for

mvasive species 1n non-agricu

Table A 332-15

Itural

ve species 1In non-agricu

Estimation of recreational exposur

areas (EFSA Model)

Table A 342-16
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Worker exposure calculations

A1l3

bar

Table A 353-1

Input parameters considered for the estimation of worker exposure in
<
5
N
@<§
o

soil

bare soil (EFSA Model)

m

Table A 363-2

Not relevant
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Table A 373-3

Input parameters considered for the estimation of worker exposure in

vegetables

tables (EFSA

in vege

yphosate

Table A 383-4

Model)
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Estimation of worker exposure towards Glyphosate in orchards (EFSA

Model)

Table A 393-5
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(EFSA Model)

in vines

Estimation of worker exposure towards Glyphosate

Table A 403-6

Input parameters consi

railroad tracks

Table A 413-7
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Iroad tracks (EFSA

in rai

Estimation of worker exposure towards Glyphosate

Model)

Table A 423-8

Not relevant

idered fi

Input parameters cons

.

Table A 433-9

.

.

mvasive species 1n non-agric
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invasive species in
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Itural areas (EFSA Model)

Estimation of worker exposure towards Glyphosate for
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Table A 443-10

]

Input parameters considered for th

Table A 453-9
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invasive species in

Estimation of worker exposure towards Glyphosate for

Table A 463-10

Itural areas (EFSA Model)

agricu
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