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CAS8 ECOTOXICOLOGICAL STUDIES ON THE ACTIVE SUBSTANCE

INTRODUCTION @ @ v

Isoxaflutole (RPA 201772) is an herbicidal active substance. In early 199§ the onglna‘f\Ann@%l
dossier was submitted to the Netherlands being the designated Rapparteur Meml@ Sta‘t@ Thez,
representative use supported for the peer review procesgsyas pre-emeggence treatment of maize

) cxgence treatmgtt of maize af

rate of 100 g a.s./ha in central and southern Europe. \g Q @ L =« &@
In this renewal of approval dossier, the safe uses in It.lze and swe&@:om will bg&resen@ un§ ne‘q&©
scientific and regulatory aspects. % R &° N & © &
A N
. S
List of synonyms and codes & @ @3\’ @% > @

In the original study reports on metab(%sm oefﬁ’so xa@jitole the e@bgs are@%no@te%z}bgf
different synonyms. In order to present@‘ﬂcon@%n s \m ofonomenclatyréfor thg evaluation &f*this

parent substance and its degradatlon du%% th% ssier 4 complete @s} of @ abol@es is placed in

L X
front of this Section. & @, N %, §@ @@ @@ S %@)
R 9 © S S  « © 0 \J@ RS

Report name 9 .5 v oM ectlar fo¥mula ~ (0] \i're

P QN ole
Structure v % § & olar mags N ©
IUPAC name % Q N @ I%%er names ~Codes ° ©
CAS name N 9 § S S $ @t&
[CAS registry number] (@\% & Q h@ Q" «. ©)

Isoxaflutole (palg?substz@ce) @9 § §g © Q S
S

@ Parent substance used as

> N é\ 359§ g/l § test material in all
K@j 2o @@ @ reports
\@ A - & o @ é’?
S R

(s-eyclopropyl-13- xaﬁoﬁ g2 -mefhyisulfonst4- Crsonftutole

(trifluoromethy phe ethanone PAGQ%% L (cpitnon name)
Methano -cycopy Qisoxazolyl ©
xazoly N

201772
(methylsulfonyl)-4- (trlﬂ@rom Dphenyl} ) §PA 591428
(CAS % @l @;@ @(C%@ ?&9@ AE B197278
CAS@MIIIZ @@ N N L ©\ BCS-AH21981
S
N § N RS
@

“@
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Report name Molecular formula Occurrence
Structure molar mass @ @
IUPAC name Other names / codes ‘N §
CAS name S &
[CAS registry number] N & ﬂ%
v Q
Diketonitrile A v Q @ %
O O  SOCH, CisH FsN 04 S < 9 Soil, aerob§© S
3@1 g/mol @& Soil, anagg ic s Q @
Q Soil phelysisd "« &
Q Abiotig hydrelysis & S)
Q@ & O RS o
CN Q) R oo | & & o
CF, o S @ R \© R
A
2-cyclopropylcarbonyl-3-(2-methylsulfonyl-4-& DRPA 202248 * v\y@) @6 S %
trifluoromethylphenyl)-3-oxopropanenitrile (I@’A%@ AE @4009@& b@ > & % .
Benzenepropanenitrile, a- (cyclopropylcarb%yl) -2-Qy B(@—ABS@OS Q Q @7 @
(methylsulfonyl)-b-oxo-4 (trlﬂuorometh@ CA\S DKN S &% O« §
CAS no: 143701-75-1 S LS O LS &
S
Benzoic acid % %@ @ @)
oil, 4erobic” \
@ éﬁe bic
oi hot@/sm
HO , @@
‘”\a
& o 8
2-mesyl-4-trifluor thylb@zm@ld AC)@ @A 203328 © S
Benzoic acid, 2 ethy@ifony@ (trify ron&thyl) WE B@SSS& @
(CAS) N\ & & Pyr@lfot eng@
CAS no: 14209 @ S K@j x| adig
9 _AS29990 ©
g % % N S-AB49990 °
O @ SIS, A
S > & & Toid A
S w@ § § IF 1d A
RPA 205834 N N
Dtomen & v . .
Enamine- amldm\g> utometic fo N @ 5 14 NO4S Soil, aerobic
90 @O 06@43 Y @ g/mol Soil, anaerobic
S S L . O Water/Sediment

S
> SRS
2—&- mi thylidene)-cyclopropyl-3-(2-mesyl-4- | RpA 205834
i uoroﬁ@ethylp@nyl)@pane 1,3-dione (IUPAC) AE 0692291
A Qn a
@ na. BCS-BY16134
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Report name
Structure

IUPAC name

CAS name

[CAS registry number]

Molecular formula
molar mass
Other names / codes

Occurrence

Peak 14
O

CN

(trifluoromethyl)phenyl]methyl} -5-oxohex-2-
enenitrile (IUPAC)

CAS no: n.a.

O

CisHsFsNOs S %Q

3 @gmol @
Sy

Q7

Peak 20

enenitrile (ITUP
CAS no: n.a. @Q
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CA 8.1 Effects on birds and other terrestrial vertebrates
CA8.1.1 Effects on Birds @ @b
5 S
© @
CA8.1.1.1 Acute oral toxicity to birds @,Q S \@
For information on studies already evaluated during the first EU review &i%soxaﬂutole @%ase@er ;@
corresponding section in the Baseline Dossier provided b{Bayer Crop%&lence and 1mﬂg¥ M %gra@? @
A R ¢ §F s &

> ~ y Q@ & 0

CA8.1.1.2 Short-term dietary toxicity to birds %@ Q @ @

For information on studies already evaluated du@ the first BY rev1e@ of 1so¥uﬂ t@e pléase 1.
corresponding section in the Baseline Dossmmgrowd@by B@!er CFQpScwg@é ar@‘l e@onogpaph.

F e ¥ T
One additional study on dietary tox101tyi§§blrd<@as pg@o S which wasrot submltte&rl fQ‘:
first Annex I inclusion process and is @bmﬂs@ Wlt@ thlsppl@enta‘l\Dos& for the iso utole
Annex I Renewal. This study will b@mm& ed lpetow @ > o’ > o

\ S & S
Q © @ Q L

Table 8.1.1.2- 1: Additional Stl%gﬂ)n avian dlet@y to@y of RPA 28 & ©®

@

©@7@

Test Exposure | “Fest species @ndp%nt & o ¢ | References
RS S
substance eh Q © AN Béc. No

5d dic ﬁob 2 Sday @ @20 @ D(1998)
RPA 203328 ) y P 572619 ;&(g bwid” | B004404
) OEL% 5630 pp @ | M-241327-01-1
O (O] & VN % S KCA 8.1.1.2/04

Y

P & o o % @b S @
Metabolite. RPA 203328 ¢, 8 & @
D > & & s ¥ s
¢ @ S N @
Report: @ _ ] : 3 :1998; M-
87 241327- S Q" .
Title: 2 | RPA 203328, @’\\ble@%’ LC@@ Study with the Northern Bobwhite
ReportNo: & MB004d04 -~ T
Document No: MQH132701-1 @ S
Guideli@ @ECD%S @@PN =EPA): FIFRA 71-2; Deviation not specified
GLP/GEP: “Nyes %% @j ©
%o %, Lo A
Ob]\ectlve § @\ Q §

The obj ectlve@@thls%wdy to s@racte@e dietary toxicity potential of RPA 203328 (metabolite of
isoxaflutol ollomng f 1ng 1n t%ﬂlet over 5 days to juvenile Northern Bobwhite (Colinus

virginian@b) @ @ @

N
RN
@ & &

&
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Materials and Methods:

Test item: RPA 203328 (metabolite of isoxaflutole) technical, Batch No: NM1874, CAS No: 14@01- ©©
06-7, purity: 990 g/kg, white powder S @
Groups of five 10 days old Northern Bobwhite were fed in duplicate a di%@ontaining i@ler ,
1000, 1780, 3160 or 5620 ppm RPA 203328 for 5 days. A control grou@’of 30 animaals was fed
untreated diet. Following five-day exposure, all groups were given untre%% feed for thred dgy@§ \245@
The average temperature during the test in the brooding (4 partment@the pens w, ?8 °€§Rela@§e @
humidity was 63% and the photoperiod was 16 hours &f light and 8 l@rs dark (2 x). S é\a &
Birds were observed at least twice daily for mog%@ and sublethdl effects. Anithal bo% W@t w@

measured at test initiation, at the end of the exp period o&day 5 @@ at t@ ter@ﬁati% on d@&
° <

Feed consumption was determined by weighting the feed. &’ & 6\ LB
. L S N N

Samples of the test diets were collected at test initi@ion from t 62$ 56@@3pm treatr%nt level

test homogeneity of the test substance in t% diet@%lso s@mplesIrom 1000, @80 an@® 16@13m re

taken at test initiation to verify test co@%n‘cra{iﬁls. N\the éad of @ ex&@ure @@riod sampl@vere
g @ R A Q & O

@ S
taken from all treatment levels. %G N %
SIS
. S SRS RN
Dates of experimental work:Q @Auguseso, 1@ to @ust&@, ‘gé ©© S
E TR TS
R N
Results: & é @@ @ v N ‘@@ \25@
Validity criteria: > 2 § @ QN NS

SRS L O & :
The tested paramete@bf th@ybird pul%?tgjon us@ pa&feularl@of tl%scont&& pairs, were within the

acceptable limits a@%eci@ed in thg respertive te tin@ideli@@s. The deﬁ@tive test criteria for control
groups as set ogtin ©resp@g}1ve testmg&\idel@ss anddthe §esp@ing values obtained in this
study are shopr'in thestabledelow © AN S

\ ©)
Z) % D K >
lidity Critexig L finitive testCriterials v Present study
& @ .S & o L0 %O
Mortality of contr?oug S ,&@f °\© @% & %c 0%
Stability of test i@ MBOAEES | 0 oo Vg o & .
(after 5 days ¢@test p@%d) @© © ©\ >8? K 84-91%
Mortality at Towest tréatm N omp@d-rel@d .
level % %@ @ %;@ mg@alit& No mortalities
SR P
All validity criteria for th@pdy Wreme s
N © o N &
Analytical resufté: > Q@ Q&

N
Mean valu r thne%t%vo concwe\fltrat@s (562 and 5620 ppm) sampled at test initiation were 545 +
9.4 ppm @id 55@% I@pm@ereﬁe the standard deviations were 1.72 and 3.04%. Diet samples
collec;i@at St inity tion@ 1000, 1790 and 3110 ppm showed 99, 101 and 98% of nominal
concgutratiaps. A{f@i;@st fnination 84, 91, 85, 88 and 90% of nominal were measured for the test
1eé§g of §62, 1000, 178%; 3160 and 5620 ppm.
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Biological results:

No mortalities were observed throughout the study at any treatment level and in the control. Qn@ird @©
at the 562 ppm treatment level showed displayed lethargy, reduced reaction xternal stim@g@and g
ruffled appearance on day 7. The bird had recovered by morning of the nextday and wasnorm
appearance and behaviour. Based upon the fact that clinical signs were ig)lated to a siggle ¢ and
were not observed at higher test concentrations, they were not considereds{p’be treatme%@elqt\e@. R
When compared to the control group, there were no appgeent treatmer@elated effe@ﬂon body weight @
among the birds in the treatment groups. Additionall& there were n@%eatment—r [#ed cts @fee@i é
consumption at any of the tested concentrations. %@ Q& . &© < @© @
F s IT el
Conclusion: N SRS wY %@’ O \% %,
It was concluded that the dietary 5-day 50%—@thal€§cen®‘tion Q@Cso@m’ﬁ(@%%@ (met&olite of
isoxaflutole) in Northern Bobwhite w@high\@’ th%@the hhes tesonce rati@j of 0
ppm RPA 203328. The No Observed Effect Level (NGEL) \%§ 56§>pp PA 2@328&9 ©§
@Q Qix . SRS > § @ @ ©
R O N

Ve o & § O .0 &
CA8.1.13 Sub-chronic an@epgo@ctive@’xicit@&@ birdy @ @ @© N
For information on studies aleead ev\alua@ durglg the ﬁ$st EQ@GVE\\@M i@aﬂuto@, please refer to
corresponding section in iﬁ@ Basdline [@@ier id&d y B@axer C@Sci@e an@&% the Monograph.

RN

One additional studgon r@@id ('&/\)/e @;%tg{@ bi@%@wiﬂ&he @etabiﬁg@RPA 202248 and a
statement justifyiggie Qse gf§: @Ved endpeiit’ in He lo&g—tem@risk assessment were not

submitted during,the ﬁg‘[ Aﬁn\ex (&inclu&@\ pri@ess and a§bmj§§d within this Supplemental
Dossier for toxa@utole Bnnex Renewyal. g@& ©© S @
e O ® & & @ S
The do@) ents will be@mn@&ed @W Q> Q@ \@7
o @ ° .@% o @ * X @
S-S T
¥ & . %,
Table 8.1.1.3- 1: @i}é\%l Stl@ oré) @@o?%@e %@it)«é)\@letabolites of isoxaflutole
@ ¢ . Q |, O
Test substanée sc@/St%@Q {%t sp@ies @\ @ Endpoint g:})iel;r(:ces
type "S) @ @ o
é@’” 9 g Y NI B 2. (1999)
Re@dueti e Bobwhite ~ | @ JEL =500 ppm B008788
RPA 202248 mxicité ) @’qu (ONOEL  >43.6 mg p.m/kg bw/d | M-238510-01-1
> @ | q KCA 8.1.1.3/01
0*® N Y Risk assessment is based on primary | | N A. (2005)
Egzaggzt;le/ S %%Exﬁ state&t Q and longer available metabolite RPA | M-254543-01-1
@ N @@ 202248 instead of isoxaflutole KCA 8.1.1.3/02
& N\
<7 §§ %Q @
&% SO SRS
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Metabolite RPA 202248 .
Report: I I I N (500235510
01 A @
Title: The Reproductive Toxicity Test of RPA-202248 with t]@or‘[hem B&@Vﬁite@
(Colinus virgianicus): RPA 202248 @ nS
Report No: B002788 S X o
Document No(s): Report includes Trial Nos.: < g*f ’ y;\ \\J é\ﬂ ‘
029809 \a @ G @
Q @ A
14518 o S . V' Q& O
M-238510-01-1 @ S e R 9 &
Guidelines: US-EPA, Subdivision E, §71-4 (1982); Deviation notspecified &
GLP/GEP: yes & ? o 7
v N N
S @ O O & N
Objective: w\% \@ N @ % ©@ @
. . . 8. A _ \.e . .‘,w . .
The objective of this study was to ccte,ri%e thproo@ 10x101t§g potential ok RPA 0@248

(metabolite of isoxaflutole) followir@eed{% n t@odiet@er a@eriod@ Q}?M@ys @ult Bobwhite
Quail (Colinus virginianus). & S v ®\ S < %
R ©  § O 9 ¢
RS S A
Materials and Methods: «:§ > @@ o s &@ . %
Test item: RPA-202248 (@etabc&e 0f®ox§@ole), @tch No: D@M— pur'&f@ 99.9%, CAS No:
143701-75-1 N 2 o & = S
Groups of 18 pairs (@ﬂwle a§ 1 fegfale) ogdu@ob@te Q&l 6\ fed diet containing 62.5, 125,
250 or 500 ppm R@NZ&% f(}or§4 dags. A cﬁtrol@ﬁ)up vzgs fed untreated diet.
Birds were exar@ed %@y f0§}10rtalsi%\§f al@suble‘ﬁga eff@@@s. B@%y weight was measured 4 times at
regular inter\@@. FegdPconggmption akl@asu wegkly fos23 we&s and six days. At necropsy,
birds were %(amine@’exter%}ally ay(d int allyr ma@@co ic@lly vig@l)ﬁale changes.
During @ laying per@d n T o@ggs was d@min@dai gg quality (number of broken or
crackeégeggs) was drma{@ weekly, t@%he&@ickﬁ%s ofthe intact eggs from each female was
measured Weekly@ other in - egg&were@acub@. he fertility eggs were determined after 14
ay, 1 t}rﬁ‘lumgér of @@ble éryos was recorded. Hatched chicks were
counted, weighed a@@hou d for\%nh<@4 d&)@ Whil@fhey were observed daily for mortality and
sublethal effects. @ ©\ '%'Q @g@ @)
Throug@‘t the test pegsod, t eampg@ature\f‘hﬂ the experimental area was 22.7 °C (range 20.0 —
27.8 °C) and the rei@fve h%midit%ms @\% on\@erage (range: 21 - 76%). The lighting cycle was as
follows: VST /RS

First 8 weeks ofést period: &Q @7 h %@h‘t : 17 h darkness

After week@atil t\e?%?e atioﬁ&a'@ 1@1 ight : 7 h darkness
& éﬁ O & 9
al
Dates @éxp@me&ta W@(: January 27, 1999 to August 19, 1999

days of incubati6a an
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Results: o

Biological results: . @ @6
N

Mortality @ ©

During the test eleven birds died. These mortalities were not considered to b @eatment—rel@ged Q@
were a number of females that died early during the egg laying perl%i The causeQf m@ahty@
appeared to be from impacted eggs. The lot of Purina basal diet most rec&g y mixed was analyzed a
determined to have a Vitamin D deficiency. This deficicgey apparent fected calogy @%nt 0

egg shells during the early days of the egg laying pe@d The diet 1@ was 1mme\é7%tel veforns ate&@
with a different lot of feed. This corrected the pro within a@y, and onl&ge b{rd sub@uen&t@
died from an impacted egg. There were no o@vatlons ma@e on @e pos@nor\e@l do@jme@on

7o

regarding any toxicity-related effects. o v\, v
S %@@ & & b@%/ (§ S b SIS
o K Q N

@
Behaviour, feed consumption and body W@%ht N N @ % § y\g @j §
were

N

There were no behavior abnormaliti @13 woul 1@110 e%ny tfea tm \rel @” Th
notations of cage injury and pair a Wholc‘@ls ty;\g al 1r@ bo ite qudil @1 Ehere were
no significant differences in feed @nsu%ptloné)rﬁ bo@z weil det@d b@ee @/ the treatment
groups and the corresponding c@ntrolss, @ @j@ @ @ (S
AN Q A &@
Reproductive parameters & & @ & v @
No significant differences’compared to%le 01 \@%@ d cleg\g 1 the ﬁumbe%\f laid eggs, impacted
eggs, egg shell thic@ss § 1ty, V1able thrx\js\, nun@er atc&éd chicks and surviving
chicks.
A statistically s@ﬁ @dlff@%nce was d&%ted for the@rvw@% chl“@ in the 500 ppm treatment
group. The @ht C@]
vigour, ger%ral hea@@l an&urv@l of ¢he h 1ng the o4~ group, this difference was not
cons1de® to be treat@%nt-l@fed @' blologlca@ sigwit 1cant\ hlS opinion was substantiated by
comparing the me A 4. su&vﬁlvor \@ﬁghtx@gams?txhlsmgcal control data from five previous

reproduction stuc@a The&niﬁodkgelg@ of & trgatment groups from this study were not

is ifgatmerd gr as‘& 4 $ ss t in he control group. Based on the

different from th@mea@o 1ght@f hxi&lcal@ontrol@
©@ ©© @ \ \
Conclusi @ \ %Q @g@ @®

Dietary @mms‘[ratlon@or 2@ days Bf ul@SOOé\\p’m RPA 202248 (metabolite of isoxaflutole) had
treatp&?nt related ef@t onthe grq%@th or@prod&@ﬁve performance of Bobwhite Quail.
TheWo Observed %ffec@vel@lOELjQ/as @ ppm.

@° S @ S
&S SR
& @
S © KQ
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Report: I I > 005; M-254543-01

Title: Long-term avian risk assessment of MERLIN - response to the Italian min@y of @
health ° @§

Report No: M-254543-01-1 > 2 A

Document No: M-254543-01-1 o> NS

Guidelines: n.a., Deviation not specified L &

GLP/GEP: n.a. i ) RN

)

The purpose of this statement is to provide a JuinYation on@ selected @proa@ of @yer@
CropScience why the notifier considers an avian gproductlon %\dy with pﬁ@t isox ut@@ to %&
@) R @ & @}

dispensable, also considering animal welfare asp N
In environmental fate aspects, the normalised mean DTso ﬁg@? of | bxaﬂu@te m®ﬂ Wef§detq@§ned

to be about 0.6 days whereas the normalise@®rean@) Tso 3 bo]ie RP 202248

v &
(which still contains the active mmety/tox%phor)@’as beén deté@mn d b@l6 -tinfe} 10 Legy- 8
days. & \ \ &

In studies on plants (as potential fo@ten&%nly&ne@uptak@of 15@%ﬂu Qha Geen dbserved.
Further, isoxaflutole was not dete% in apy plant’ matfix due\t@ 1ts@1d mdtabolisation. Btudies on
animal metabolism showed as 11 rapid and) ext @abo{i@tm&@gf 1s§aﬂuto¥a No parent
isoxaflutole was determlned 1rna£%‘xcrete@1551@, eg@ r n@ LS

o @)
Based on the rapid degrag@tion § the ive @%stagce %@ en ﬁnme@@ an @treated plants and
animals, the long—terrg%awan asgsme@ is hased orio\t?he I&C of > 43.6 mg/kg

bw/d derived from av1a@rep@fuct1(@ stu(§w1ﬂ§ghe pru@lry & lomger available isoxaflutole
metabolite RPA S N Q @ g @@

8© o - N
§§$&@©§§%
CA8.1.2 % Effé&¥s on %rrest@yll ve %:bra%)her@n blr@
CA 8.1. @ Acute @I tox@’y to Mifdammals Q @
For 1nf0rmat10n on ‘3%1(1165 alread evalu@d duning the first Fg@ review of isoxaflutole, please refer to
corresponding sen 1&11&63 B@éﬁle@sswr@ﬂowd@ y %ayer CropScience and in the Monograph.

i Ky dTe & o
CA8122 © Lon@terl‘@ld r&g?odu@n tog}ty t(@aammals
For 1nf(@1on on stu%es alre \ e@%a‘[ § urlngg e first EU review of isoxaflutole, please refer to
corresponding sectl@n tl% sek@e Dosg T pl‘@lded by Bayer CropScience and in the Monograph.

N ~ T Q @
CA 8.1.3 @ffects of actite sub oncentration in prey of birds and mammals
Substances %h %i?gh acc&ulat@n potential could theoretically bear a risk of secondary
poisoning&or bl@ﬁf f@ @vcontaﬁ@mated prey like fish or earthworms. For organic chemicals, a
log Povﬁl@ 1s d to%trlgge&@ in-depth evaluation of the potential for bioaccumulation.
<

AQ?G I@OW of@ a@ve substance isoxaflutole and its metabolites is below the trigger (<3), no
evalua@@ of secondary poisoning is needed. See MCP point 10.1.1.2 for more details.
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CA8.14 Effects on terrestrial vertebrate wildlife (birds, mammals, reptiles and amphibians)

Since isoxaflutole is of low toxicity in birds and laboratory rodents, no risk for reptiles and amph@%ns ©©
is to be expected. N K
S S

& N
CA8.15 Endocrine disrupting properties N @\ &
%)

@)
The following definitions were used as the basis for eva]@tlng the pot&ﬁﬂal impact &Ns &Qutol@
wildlife: \g @\ Z @
Q S *”\g S

N N
WHO/IPCS (2002)! provided the currently w1dely%@cepted deﬁ@%on “dn ermi dzsru;ﬁgr is &
exogenous substance or mixture that alters ﬁ@on(s) of the endderine s%te G@nd cepsequéitly
causes adverse effects in an intact organism, 07 its peggeny. u@op&@’zon > Ano{%‘zerse@ fect
has been defined also by WHO/IPCS (2069)%: % @zn té@ mo@olog@’ phy@oloqu%grovglg
development, reproduction, or, life span Wg&\gn Q<@ms<@§yster@or (s ub)panon@lat @lts imuan
impairment of functional capacity, an zﬂqpatrnﬁﬁnt o@e ca& zly c m& te@yr a%llona@ess
or an increase in susceptibility to oth&pin ces. D ©

prbiliy 10 oY f%{&’ S 5o &

8 o &
Wild Mammals 95@ @,@9 Q @ ©© ©©

@ Q
Based on a complete tox1coi:§ ‘@%iﬁa s herexls no ev1den§¢ﬁ" asn%bnd(%%rme dl@lptlng potential
of Isoxaflutole in mammajs. F er@@e isp¥aflutole” does not @l u@r th&%terlm criteria for
endocrine disruption. ~ % S @} § §

Studies submitted eval@‘uo@urm@ the §tlal ‘Zetyaluatlon ofésoxaﬂutole demonstrated that
Isoxaflutole is an uce@f hepa h@s I nd pha@% xelotm‘%met@hzmg enzymes. Secondary
to this inducti 1te®ons o%thy@d ho@%ostasﬁgﬁ wn mechanism may be observed in
some sens1tlv@pe%§ Is&@lut%e@tselﬁﬁoes nép pos@ en rme@lsruptmg properties.

@

9 . @

Further&%{glls of the re&yant@vdlei@ be %ﬂd @ se 5. 3\@3 5.8.2.
L - \
Q\ N & O &,\ L

. NY S @ ©O
Birds ) % @ % % o @
The popula rele@% ef@ of@he @nary @etabo@e of isoxaflutole, RPA 202248 (DKN), on
birds were studied in a rd@w }@ny g@@ @obwhlte quail. The active substance itself was
not test@r reprodu%ve effects begduse envf%@nmental half-life in potential avian feed items is

hort an os&e to th@gparet\mole@e is therefore expected very limited in time.

N

extreme
B LN
No effects on adult birds; off@mg erep&ctlve parameters were seen up to and including the

highest test lev@) 0 %J pp &As P odu@on was not affected in this avian species, it is concluded

that there no PO rele%nt a@/erse effects of isoxaflutole to be expected. No additional

studies are\d eem@nec
¥ @©
% @ @ N

S
< 8

! WHO/%%/S (World Health Organization/International Programme on Chemical Safety), 2002. Global Assessment of the State-of-the-
science of Endocrine Disruptors. WHO/PCS/EDC/02.2, 180 pp.

2 WHO/IPCS (World Health Organization/International Programme on Chemical Safety), 2009. Principles and Methods for the Risk
Assessment of Chemicals in Food. Environmental Health Criteria 240. 689 pp.
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CA 8.2 Effects on aquatic organisms

In order to complete the aquatic risk assessment and to address new data requirements accord@ to @6
Regulation (EC) No 1107/2009, additional studies were performed. In addition, tests on@lariné@’
species and test with metabolites, which were no data requirement according € the old reg&l@io

hence were not evaluated during the first EU review of this compound, will b summarigas \@ %

% S P
CA 8.2.1 Acute toxicity to fish & @ @@ § %”\g@ &
For information on studies already evaluated during@e first EU rQ/QW of isoxa@rtole,@ease er %®
corresponding section in the Baseline Dossier prd by Bayer @op(%@énce d in@he Mon%’gra.
Voo N @ D LS
Additional fish acute studies were performé; wh@ we&eﬁ%ot i&bmi durfig the “first Abnex 1
inclusion process and are submitted within this gguppl nta@ssie@for thg@jisoéﬂut(@ml@gg ‘1

Renewal. These studies will be summariZed below. S > NS
. X

. N
L Ry oot s mehe
Table 8.2.1- 1: Additional studies fo ute toxicity of isoxaflutole a s metaboli ©
a o S & %

Test substance Test specieﬁstud@type g [(\@ poim(U RQ rencey
g .

v Q
SNIIERN ¥ & @R . (1994)
Isoxaflutole ”\Flsh,@%:ute § S LCsoRy 9 mes. L. 9 R002592

Cyprinodagyvarieggius @ g&sL - M%2973-01-1
\J@j %@* RIS A 8.2.1/06
v e 9Oy P& o - (2000)
is

N
SSEEG te §LC S 578 mg 1. | B002804

RPA 202248 . D
Csp rznod@varz?@tus NS @ M-238523-01-1
&\ *o N ‘N

S 9 o« |Kcas2.1/07
& B S RN
S xS . kS 9
Report:, 9 ] R :1994:M-162973-01
Title: &@ @' PA2QLT sehni tox@’ to @eepshead minnow (Cyprinodon
Report No: S R002592,. 8 > Q)
Document No(s)% @)oﬂ &ud@%ﬁf rial Nos.: @Q
@ Y 10566:01946320.505 @
O OMIE9730-1 & &
Guidelines), UST%PA&@QEPK% FIFRA 7%;%eviation not specified
Deviati& .| Phe guideline Imit &£0.1 \7L of solvent was exceeded in order to maximize
“Qosolubility gEthe tesbsubstarice.
GLR/GEP: vei N o
X7
> & @ A
C &S 8
ective: SN @
Objective; OISR S

The obje@ive afthis sty v@to evaluate the acute toxicity of RPA 201772 (isoxaflutole) technical
to she@pshe@ mi@w @prinodon variegatus). The study was designed as a flow-through

ex&®%nen@%r 96 fvurs @
N

&
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Materials and Methods:
Test item: RPA 201772 (isoxaflutole) technical, Batch code: 39 ADM 93; purity: 96.8 %; light }@)W
powder N @’
Ten fish in each treatment were exposed in duplicate to nominal concentrati@ of 091, 1 @2 5,49
and 7.0 mg a.s./L (corresponding to mean measured concentrations of 1.0 @’6 2.6, 3. and 64 mg
a.s./L). In addition, a negative control (dilution water) and a solvent co%ﬁ (0.5 mL a@tone/@ WC&
tested. @ @& g}g \\ @Q @
The endpoints were expressed in terms of nominal co&centrations. Q @ § Y
Dilution water was natural filtered seawater with @salinity of % 31 %o an@a pH’f 7
temperature was 21 - 23 °C during the test, thtoperlod was 6@@1rs ﬁlght@%d 8%ours @rk

Q& N \
(300 — 970 lux). S D
After 0, 24, 48, 72 and 96 hours fish were obée§rved @r m %ty%gd S W@%hal &ects In the % 91,2.5
and 7.0 mg a.s./L test levels, the concent@;uons @” the €ést suistance was I@asure@at t@nm@on

N D )
and test termination at 96 hours. & \ N ). Ko §
@ @& 0 %\ >SS

Q S N 2o @)
Dates of experimental work: &© M hlzg 994&3@@ 18,5994 §” @ @2

R > & & & &
Results: @ «:»5@ @J@ > @® Q& & @© N
ults: Q \ o« T8 @ 9, o
Analytical results: -~ @ @& @ © @ 2 9

nominal. Therefore, ittis appropriat ?@ us @rm est ¢oricentiation o @
gﬁ & st gtcenitions,
@ @ @ @
Biological resultsdy N 9 SN
& SN O

Throughout t é% h mor@aty or@bled\él effts WC@ bserved at any treatment level.
The mortal%ie in tl@ﬂcontm an%solve%t contr@g@rm*@w ®oth & throughout the test.

. (o

N % % @ Q@ N
Concléision: @ @ o @Q %, @

It was concluded@t th&%6 h@ar 5(&/@16&%@ @tratio% (LCso) of RPA 201772 (isoxaflutole)
technical in sheéphe @mnn@ ba@% on ngmln conc@ratlon was higher than the highest tested
concentratwn@ @f7 O . @
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Metabolite RPA 202248 O & « Qb
Report: I I 00:1-238523-01 S _©
Title: RPA 202248 - Acute Toxicity to the Sheepshead Mlnn@j(Cyprmod@Q/arl@us)
under Static Conditions A
Report No: B002804 Q o o .9
Document No(s): Report includes Trial Nos.: ©) & %\ RS N
10566.6574 \g @ & 9 2
GOod #18308 < o Q& O
M-238523-01-1 @ S S S @
Guidelines: USEPA (=EPA): FIFRA Guideline 72-3;Devigfion n@ specified . o
GLP/GEP: yes RN NN
N A
o & N A& S
I A & @ °
Objective: NIRRT § %
S S
The objective of this study was t Val%%e th@\gcute\%xw@ of @A 48@eta® ite of
isoxaflutole) to sheepshead m1nn0®§€y%dnodo\§§ var@tus\)@fheg@@dy S de@%ed@ a static
experiment for 96 hours. Q S S O @@ @Q \W\?
SO < BN e
Q@ N KRN &@ Q D«
Materials and Methods: = @ &@ @ % S}

Test item: RPA 202248 @etab&e oé%oxa ole) @zjuch No D@slé@ CA%Q-NO 143701-75-1,
purity: 99.9 %. §

Ten fish in each trea@ént W{§e e sed @1 dupl e t&?mmm@ coné&ntrat@ﬁs of 10, 17, 29, 48 and
80 mg RPA 2022 (c&rreslgo g ‘E@mean d co@zentratlons 10, 17, 29, 46 and 78 mg
RPA 202248/L@§n Qtlona;ga n&ga‘uve Q}ntro “@dllut@a § an@a solvent control (0.5 mL
acetone/L) W@tes‘[@} he@ndpoifiis WQ@@X}) ed 1rﬁerm no nal concentrations.

Dilution v@er wa natural ﬁlt@jed awatw1th@f sahmty 0fi\J 3 %0 and a pH of 7.9. Water

tempera&%e was 21 - 2@5@ du@ng ﬂ@ést the pho@perm@@ws ©- ours of light and 8 hours dark.
After 0,324, 48, 72 a G 96\%ur§\ﬁﬁsh ¢ 0 <?Ved for mostality and sublethal effects. In all test

levels, the concen@lons of th@t s@tance@ere r@sm%l at test initiation and after 96 hours.

@ N @ N
Dates of e P lm@al @k \ &(@em@r 19©1 9 to November 23, 1999
o A & @
Result@ .9 QQ @
i N AT,
Analstical results: = @ v Q@ <

The result of analcysm foPtest @stal@:e condehtration in the test solution was 96 — 100% of nominal.
&
Therefore, it 1§%pr()%rqat ﬁ:se riéininal fest concentrations.

v @
Q
BlOlOQlC&%’GSU]&@ @© ©§§9
Throu%%ut t6 hq%udy,@ mortality or sublethal effects were observed at any treatment level.
The@ortag@@es in @ co@l and solvent control groups were both 0% throughout the test.

&
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Conclusion:
It was concluded that the 96-hour 50%-lethal concentration (LCso) of RPA 202248 (metabolite o@ @b
isoxaflutole) in sheepheads minnow based on nominal concentration was hlghe%han the h1gh@teste(@’

concentration of 78 mg RPA 202248/L.
R S & .o
< < O N &
CA8.2.2 Long-term and chronic toxicity to fish V @ @ Q\ @ @

Q S
For information on studies already evaluated durlng@e first EU r@w of 1soxa@vtole @ ase@er t
corresponding section in the Baseline Dossier prd by Bayer @op%énce@ﬂd in the Mon%’gra.@

&
An additional fish chronic study was perfod h é? notgs w\\dbm n ed du@ﬁg the\ﬁrst Atinex 1

%ﬂpple@ﬂal @sme or ge 1s0}§ut0 nn% !

Q

inclusion process and is submitted withi

Renewal. This study will be summarizedshelow:s, N > % )
RS AN S
& o SN %@&\§§§
Table 8.2.2- 1: Additional studies fo&@ronkéish t%%ity &glsox@ @@ (@ %@)
a8 P
Test substance Test species/study¥type O Endgppint "~ DRefexehces
K o eR 13)
Isoxaflutole %ﬁh’ L§ § NOEC &0 l(ﬁ@r)n %L EBISX07
Pi@phalérom S v 0 \ NM- 469@7 01-1
o & ES S SPreaw2.2.102
NEEESEHCEESEE - O

TS o S %0 ¢

CA 8.2.2.1 Fﬁarl@ife stag@toxi?&?y test . @@ N
o L@ 5S>

(o}

Report: ) 20130-469827-01©

Title: o\@ isox@ﬁuto@ (techiyto fish (Pimephales promelas) under
QO o

Report No: ‘N a NS

Document No: 87 M-46932701-1<~ o

Guidelines: & @A-F RA §72-4a7SEP-EPA-56076-82-002 (1982)
12@-92 @92 @ @DT

O Y oesPP 850:140 199@2 @
S 0 D No. 210°1992)%
@ “ @IHOI'QEVHIHO S, V\@houﬁgny influence on the biological outcome of the study
GLP/GEP: QPyes N RN
N FSMEN GRS
> & @ A

Objective: &@ %“ § N
The aim 0@6 %y WS 'to gigtermthe toxicity of the test item during the early-life stages of
fathead r@nnov@@zme}@ales@})melas), expressed as NOEC, LOEC and MATC.
@ @ @ S

% 1a1s‘}1d M@hod@
Te i isoxaflutole (tech.), purity 98.7% w/w, specified by origin batch no.: 6464/5/8/9,
spec1f1€§in no.: 102000002961, Tox-No: 08283-02.
Test organism: Fathead minnow (Pimephales promelas), freshly fertilized eggs (< 24 hours old) were
used at the start of exposure.
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Eggs starting at <24 hours old were observed for hatch rate; young fish were assessed for abnormal

behavior, physical changes, mortality and growth (length, dry weight). @ ©©
Observations of fish were recorded daily throughout the study. In all test levels, the concentr@ons oft’
the test substance were measured weekly (+ 2 days). IS &@ ©)

Early-life stages of fathead minnow (eggs, larvae/fry) were exposed to ¥ test con@ntrati@g% a
control and a solvent control under flow-through conditions with four rq@%ates per toe\s@evoel@ er ;%é@
days (28 days post-hatch). The definitive study was C(@cted at thminal test@gnceﬁgﬁtion@%f @
10.0, 32.0, 102.4, 327.7 and 1049 pg a.s./L. ©Q %@ § é\a $
Water temperature was 23.8 — 24.8 °C and a pH 0% to 7.0 du@&g the test. Méan disglve@@xyg@

(DO) concentrations ranged from 103 to 105 p@ t oxygen\saturat@@f Lig@ int@’ity i@%the r@m
£16-hours Ii ‘8h kD L O
@ours 1@%% ouwr%@ar D .

A
9 & & N G N

was between 404 - 791 lux with a photoperio%g

&4
Dates of experimental work: S&%embd@% t0 @ctober 0, O% Q ) @§
LTS O S
N o FATN S &
@ A o © %, @ Q
Results: @Q (Eix & @ S § @ @
Validity criteria: @ KRN 6&’ S @b @@Q @Q . ‘”\9@
AN
o < & &P ¥
Validity Criteria N @ecomm%ded& Ob@ined iy O
& {O'byghideling, | fhisstady | D o
Mean hatching success (é@gl?rol) > © §>66‘(’7 F@“ 9079% s §
Post-hatch average m@val (@;ﬂ&i@ %U >@®A) w;g\ él\oo‘%x é\
Survival per repl@ (co@tol) o\® $ ;)70 @@ I,Q;Q% «g
Dissolvedox%@tl@ @6 s & (@ >,60% 5 d 165:105%>

B 2 < © N
& it i 1 cecl > -
The tes@l illed the V@wlty@nen@ th th ex@pnm@@two\@nor cases. Short-term incidents (a
decreaenin water tqn@%rawl%nd precipi@tiongs &P the test su@@nce) were observed during the study
. . ) NS Q o he biologi
without resulting ny fhfluenCe on- ¢t re%is a@‘or on“the biological outcome of the study, as
demonstrated by¢he 011 cc&ol d@ Y ©©
e o .0 & 5 @
9 00O SN D
Analytical results: S © %,Q f@@ @
The me easured ceﬂ%ent@ns d®isoxg to]&?ﬁq the test solutions during the test were 10.2, 32.7,
102.5, 302.9 and IQ@ pg/l. These overill mc&@measured values ranged between 92 and 102 % of
nomﬁ}?ﬂ during the test @od ge;g all te@lev@Results are based on nominal concentrations.
e . g & Q
Biological resylts: = § v @
Egg hatché% beghn on ghidy 3 atfd was completed on study day 5, when 100 % of all fertilised
and livem@s in t%% po@ed control had hatched (defined as post hatch day 0). On this day mean
hatclﬁ\ﬁg sucEdss/e 0 suf ival (based on the number of inserted eggs) ranged overall between 89
arQ@ ‘%§@nd sh@ved@ significant difference in any test concentration compared to the pooled
control-@ata.

Larval/fry survival was analysed between study day 6 and test termination on study day 33 (post hatch
day 28). Data analysis showed a slight significant difference at the concentration of 327.7 pg a.s./L
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and a clear significant difference at the concentration of 1049 pg a.s./L compared to the pooled control
data. Mean larval/fry survival at test termination ranged from 83 to 100 % in all test levels 1nc@ng ©©
controls. N

Up to the test concentration of 102.4 pg as./L and including the con@ and solv&t@ co @1
observations of single or few morphological and behavioural symptoms weld made onlyn singlé or

few fish and in single or few replicates. These observations are in lln&%lth historjc4) contey da%@
without any test item relationship. Starting with the tes centratlon@Q 327.7 pg a&h ani\up o@ @
highest test level (1049 ug a.s./L), it was evident, that the quantity o@mptoms ob&érved ,,~ 1nd@lual &
fish was dose-dependently increased. Only in the& two highest test level (@ervat 10ns g@spmé%
deformities were made, starting in most cases rox1mate{ on s da@ 1, @ilch @esulte@m

0
association with other symptoms in death or in abv1o;1sly g@hwegtﬁtness@f 6\

Larval/fry growth, expressed as standard le ry weight @sureq@ test termination on
study day 33 (post hatch day 28). Data a%lyms @owe@a stat@lcally 51g cant (@crea n le@th

and dry weights in comparison to the gi%’oled\%ntroi\,}ata @the Qv h1 st t concentrat s of
327.7 and 1049 pg a.s./L. No s1gn1ft d@g}ease‘v\fpr bdth para@ ter as gﬁlt ny (@er test
level when compared to the poole&@ontr@ Meaq standard 16& d from 16 18@? mm and
mean dry weights from 14.5 to 199 mggver aki@fest 16@15 1 d1n

Q@ ' @ & &@ @Q @ @ é
Conclusion: v % g N f@

Kog
The overall chronic 33- &&%) N%)E@ ob@ed th1s§tudy 402 pgg%a . %@an §? respective overall
chronic 33-day-LOEC is 32 ag/L ed oiRurvia , th and mo 1
y-LOEC i @g@y(b@uv\ grawth, and’ mof
effects). S §9 Qo &
The resulting Maﬁﬁm@scep&@ T %ar&Concei@atlo@ﬁe/IA@) is 183.2 pga.s./L.
& D S« > N § N
oL & O Oy @
CA 8.2.2.2 Fiskgrull llﬁwycl%est

S 73 X
See pon@&% 2. No ad@%na@adle@re pe%orn@ Q@ \@’
o,

\ S RN
CA 8.2.23 Bi§)nc ntrati § ﬁg& @ é

o
See point 8.2. @No a@lon@&tudl@@ver@erfo@d @§
AN
& &85 P

CA8.23 % Endocr@ge disgapting @rope N )

ogical/behavioural

Popu\zlo\gtlon relevant@ect fIFT ﬁs]@vere ialed in a juvenile growth test with rainbow trout and
in an, early life- stage t@§ (EL@ undé@ﬂov@rough conditions with fathead minnow (Pimephales
promelas). In h¢ ELS the @WOE%W% 102 pg/L, based on the most sensitive endpoints
larval/fry m %lit %gw@ sWi ehaviour. In the juvenile growth test the NOEC is in the
same ran @tg/L @om) §x 80 /L (mm)) with the most sensitive endpoints being likewise
mortal% growd and swimnding behaviour.
Alsoiﬁi ea@hfe@a ¢ test (ELS) with fathead minnow was performed for the main metabolite
02&@ (DKN). [@0 a concentration of 10.0 (9.59 mean measured) mg/L no effects on any
param@ in fish were observed.
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Based on the absence of relevant effects it can be concluded that isoxaflutole is not a (potential)
endocrine disrupter. No further testing is indicated to evaluate the endocrine disrupter potential @F T

to fish. S @ é§
& &
3 S &£ o
CA 824 Acute toxicity to aquatic invertebrates &% N é\a
For information on studies already evaluated during the%st EU reV1 ,.~ Pof 1soxaﬂ e p Fto @

corresponding section in the Baseline Dossier pr0V1d | by Bayer C{@ cience argﬂn th (@%p

Y

Additional acute studies on aquatic 1nvertebrat®@vere perfo ed w@ch e Qubgrg@ed

the first Annex I inclusion process and are submétted W@hln ﬁhs ~- al D‘@sswr For the
isoxaflutole Annex I Renewal. These studies will sumgar Irize lowb o
g : SN
% %9 ©@ @j @

RN

S N
Table 8.2.4- 1: Additional studies for agi{# aquatic in e@%ebr %s of isoXaflutele a ;s me@olite@
dugnic TRErehRIS oS <

Test substance Test species/smﬁ)ﬁf typey| %Endgqf)ﬁt K@) V] R enqg@
N S
R o |o S O 0 (2603)
Isoxaflutole Inverte‘t@te acute @48 }&50 @, mgas/L BIXNO14
Chzrog% us ripavius S ) & M-468785-01-1
Ol & o S .9 A 8.2.4.2/06
\V@ b%l@ @\f §J RN (1994)
InVertebiate, acute @ v 033878

Isoxaflutole ééme &yﬂ& hza q 48©C59 0077 mg a.s./L, BM 27961-02-1
@ @ S § O S | KCA824.2/07

. S @ B 995)

nverte‘&ate cute N v @ R005386

RPA 2022%© @mer@mysz&ahz%@ 4&&]“(:5 § mg pn./L M-170861-01-1
> 2 & o @ KCA 8.2.4.2/08

o 2 Q Y @ | [§EED)

N < D
koo | bt a@b o { shlcis | @mepmiL |l
g Ameanyss b kS
SRR v A KCA 8.2.4.2/09
&

9 & :
& @Q @ SCC @
CA 8.24.1 % Acute tox@ity g@ph ‘%ﬂag@? @

For 1nf@atlon on stu@es alfGady e\%uat@dur he first EU review of isoxaflutole, please refer to

corre@ondlng sec@ n ‘@Bas@e Da@}er %@Vlded by Bayer CropScience and in the Monograph.
@° &@ @

CA 8242 & Acu%ﬁ)xic' oa %ditio aquatic invertebrate species

No acute &t ies vy an tiona] aquafic invertebrate species are required since isoxaflutole is not an

insecticid®’ and does no@hov&@% insecticidal mode of action.

However, s‘u@ws o@mer %myszs bahia (mysid shrimp) for the parent compound and its metabolites

( 20 S, REK 20@28) are available due to US-EPA requirements, which have not yet been

subrm'@@o the EU. In the US, the above mentioned studies on marine organisms are in support of the

development of isoxaflutole for its use in field crops, particularly for those selected areas, where

application is in direct vicinity of brackish or estuarine water bodies.
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This situation is not relevant for the field use of a maize herbicide under European considerations.
Since in the European risk assessment for plant protection products the ecosystem of concm@% a O
freshwater body neighbouring fields of agricultural use, marine species are not considered f Vant@ﬁ
However as Americamysis bahia is explicitly listed in the new data requigeitients (EC €320
endpoints derived with this species are also taken into account for fresfRvater edge@f—ﬁel"@krisk

assessment. % @ @)@ \;45@

Where the mysid endpoint is lower than the endpoint ved with @Aphnza mag@uor @Q¥0n0 @
riparius the risk assessment for aquatic invertebrates exposed to iso@utole is bas@i on i 51d imp &
data although not required by the new data requ@ents (EC @83/2013) for@n her%1d@@hl @
clearly a worst case situation. Yoy

@ é&} "\ @Q \ @ Q@
For information and to complete the data pa@ge d@scrlb égute %@flcny@ﬁl&o?lso%aﬂutole
an acute study with Chironomus rzparl% has <@§én c@aduct@ Chll”Ol’lO}’@@' rlpo@us e piore
relevant second invertebrate species to @%Se a%@%sh W&er e(@—of— ms@ass ent on an the
preferred second species to be tested £o 1nse@fmde&pr c@oun& 1th@%ec@n 1ty a@ordmg

to the EFSA panel (EFSA Journal i@ 1482000 = S S &
©) 8) @
The summaries of these studi%e p@e%ented@élow@a@ &@ Q& S @© K
. AN &@ 2 ¢ S}
Qr S ¢

Report: I 2013:M-468785:01 & .~
Title: % c1ty@3f iso @t utoech @% la% e of C’hﬂron@us riparius in a 48 h

gb orathy test systems LIMIT - te€d C& N

Report No: LEBISNOIA Y O @

Document No: " | MA#I68785-01-1"Y &, ¥ 9O o8 &7

Guidelines:_ o~ |COECD éul ine Ng: 23$§§u1 eline §‘ estiitg of Chemicals, Chironomus
@ QF SP-: Cute I mobq‘fhsatufa

estaN dop Julg28, 2011); EU Directive
S 91/414/EFC; Résulation (ECfNo 1407/20§9; US EPA OCSPP 850.SUPP.
GLP/GEP: oS N L X o
\@ Q° © N
@ Q> & @ &,\ I
O d
Objective: Q Q@ & O

The Ob]eCtl%Qf th]@@tudb@ﬂlas ‘e@geval&a@ the\Qfect o@jlsoxaﬂutole on immobilisation of larvae of
Chzronomg riparius. Th@tuc@as d%%ne@? a 11@ test under static conditions.

2 Q & @\%
Materials and Me{g@ds: AN @ @} N
Testn\tem: isoxaflutole (@§h.),°@urity: 8.5 /w was tested, specified by batch-ID.: AE B197278-
01-01, TOX-nc@8283 -03a petio : 102000002961.
Larvae of onogIus rigarius (T¢ instgys < 2 3 days old, 6 beakers for the limit test concentration
and the co@rols,@ﬂh 5§1ma§each)®ere exposed for 48 hours in a static test system (water only) to
the only@onc@atlo of l@g a.s./L (practical solubility limit of isoxaflutole in the used test water).
Measﬁq\éme@o %Ngté& temperature were done continuously in one negative control vessel and
re@%ed @rly by a da@ogger (non-GLP data). Additionally water parameters (temperature, pH and
oxyge@'ere measured in the controls and freshly prepared test solution of the limit test concentration
on day 0 and on day 2 in the combined test solutions of the limit test concentration and the controls.
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Quantitative amounts of isoxaflutole (tech.) and its metabolite RPA 202248 were measured in the
freshly prepared test solution of the only test concentration and the controls at test start and on @ 2, ©©

o,

%
?

the end of exposure.

&

& O

Dates of experimental work: September 19 to September 20, 20§ Q> @ %
@ < W &
Results: \a Q@ @& Q\ %@ &@
> Q

@ & & Q¥ & s

Test system: N Q PRRNEN @) @

S &
Dissolved oxygen concentrations ranged fron@ to 8.7 mg O,/19(8.7 % %@4 =99 % @ -
saturation), the water pH values ranged from &8 to 7¢)and the wam\te @étur @nged;%fom%ﬁoc
to 20.7°C over the whole period of testing, fu@dlli%@le %?j@’eli S qui@nts@’ & % o

8 o
‘”\% N N > %% § @j @

Q

78

Analytical results: @} \\ @} & o S é\g 2o §
. . . . KN R 9

The analytical findings of 1soxaﬂué% ané\lts n@abok@ RP 025@ (DKN, 40%9 , BCS-
AB59005) in the only test conc rationGat tesbstart Was @8 % ©@ nongjial. Aptestsend (day 2)
analytical findings of 96 % o@nomi&e@ wa&@oseé 1ca1 rlts @@ based”on nominal
concentrations since the analytital rﬁ%asur@ents sl@wed%orrec @% singand the@es‘[ én was between
80 and 120 % over the tes%yeriodéx §9 @& ¥ S @ @6@ 2

0 X

~ TS e & ©

@ o

Biological results: %, @ ) SERS O K S

S SO0 AN

Control mortality not gxcee "/@ﬂ m %red@'ssol@d oxy@n coneentrations in the control
and all test condghtrations (gti not ‘fall below 3§%g/L©@1rin@%xpe, fulfilling the guideline
requirements @© S o é& @ %& S 2y
Since no immobilit§ydccurred, n&)statistic 1 eyé@atio f the@su]%@as to be performed. The NOEC
after 24 o{% 48 hourgigvas @qual @igh@ th%t egﬁit Q@’ concentration of 1.5 mg a.s./L.
Additié’&ly, no subléthal effpts we obglaveql d¥er thé&w 01& @posure period of 48 hours.
The ECso was detg@ed ig\be h@her \© @;\,\ é& S

5 & & &

SEES NN

Acute toxicisox@tole&éch)%Q%rs%@ar-lQ(@ae f @;’mnomus riparius after 48 h (based on nominal
ns S ©\ Q @5@ @

concentrati&
Test co@'ﬁ)tration SExp @ @ N Immobility
[mg a.s/L] Nchirqnomids, SN S
%, % @ @ o 24 hours 48 hours
R SR Q NS o o
N O N /) %o n %o
Control @* %&v «\@ (§O 0
Solvent cg@%l @ g, O 0
N
18" &) Q308 |9 o0 0
4 @
O

S O
- SR
AT .
C@%lusi@: N

The E@value was determined to be greater than the limit test concentration of 1.5 mg a.s./L.

skskoskokok
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Report: I 0o/ Mi227961-02
Title: RPA201772 technical - Acute toxicity to mysid shrimp (Mysidopsis bahia)@hder O
flow through conditions X @§
Report No: R002591 > 2 A
Document No(s): Report includes Trial Nos.: @,Q S . @W
10566.0194.6319.515 @\ %
10566.1094.6319.515 @\% \© 2N
M-227961-02-1 @ N RGN
Guidelines: USEPA (=EPA): FIFRA 72-3; Q @ § X &
Deviation not specified o &© S @Q N
GLP/GEP: yes ) R e & o Y
v oo > D . & &
- NN YO Y
Objective: Q @ é\a @ S

& <
The objective of this study was to evaluatd the a@t(&e to&icity OQ{P% 1722, (isox@luto@%‘[o n@%id
ugh

shrimp (Americamysis bahia). The stu%vaso dgs\fgne sa &@—th&g eQQringgt fog\ﬁ% ho@
N 5 %, S Q
R & & © » O
Materials and Methods: &© % ~ % \@ @@ @Q@ § )

N
R
Test item: RPA 201772 (isoxaﬂut%e), Batch Nor 39 @M @uri& : 96., 1ig@ello%powder.
. . ) @R O .
Ten mysid shrimps in each trgafmentwere exposeddn du&lcate@nor%nal co ntr@ons of'4.7, 9.3,
19,37 and 75 pg a.s./L (cor?%‘spoﬁ@ingt eaneasu@ con&ntr@ns of %1, 9.% 18,36 and 77 ng
a.s./L). In addition, a n@@@t’?ve coritrol giluti ater) and @SOIV@RJ; cor{lﬁ@ (O@mL acetone/L) were
tested. ., Y 9 O @@ O .
. g S QLN S
The endpoints weregxpressed in &éﬁs ot@aean@asugd concentratigns. &
Dilution water w: natt@l ﬁltg s&§ate&witho 4alinigy of %@Q - 31 @0 and a pH of 7.8. Water
temperature Wéﬂ4 @5 °C éﬁrinhe te%the gb\otol%r%d §s 16 hours of light and 8 hours dark
@0-8s0ty & O Y n o O & e
At test i;r{?@tion and akf‘ger 24%%8@and@ h m@sid @rimpere observed for mortality and
subletl@ffects. In @5.1,@ and\F7 p g.s./l_@%st leyels, toncentrations of the test substance
were measured at tg8tinitiation ajidat tegbterminatiomafter 96\Jours.
i o oSiminiong

9 S &
Dates of experimental worpk: ¥ Apiil 1§,@§94 {@April 20, 1994
%Q My § S &
Results; O @
@7 °\@ Q @

O\%

@ YN
N\

Analyfical results: *~ @ \@ Q §

The results of @mlysis@(j)r gf’ suk@anc&ﬁ;;oncentration in the test solution were 93.3 - 108% of

nominal. T@fbre%ﬁ is appropyate @) se nominal concentrations. For US-EPA requirements

however rgs ts @ repofted as mean@easured.

S S
Biolc%i@al rg&s: @ §
A@t tet@%ynatio@(96@urs) mortality of 65, 75 and 95% was observed in the three highest test

concev@ons of 18, 36 and 77 ug a.s/L. At concentrations of 9.8 pg a.s./L, 25% mortality was
recorded and no mortality was observed at the lowest test level of 5.1 pg a.s./L. Sublethal effects (e.g.

lethargy, erratic swimming behaviour) were observed among all surviving mysid shrimps exposed to
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36 and 77 pg a.s./L and among several of surviving mysid shrimps exposed to 18 pg a.s./L. In the

control and solvent control no mortality was observed. ©©
S @
o o . @® o
Mortality during 96-hour exposure of Mysidopsis bahia to RPA 201772 (1s0xaﬂut0«l§ & QS
Mean measured Replicate Cumulative Cumulative Cunulative umﬂ@ve Z
concentration mortality after | mortality after | moktality after \morta{%' aft&a
[ng a.s/L] 24 h [%] 48[ %] 20 (%] S %6k [%b | @
Y S
A 0 L0 SR O 0 S 6
Control B 0 w@ 0 @% 0 O R @x}
Mean 0 @@’ 0 @@ OQ Q 2 0 @
GRS PR
A 0 PRINUR v |- Oq
Solvent Control B 0o © ?2\@ 0@9 0@@% %@ 0 @& k. Al .
Mean 9{% N \@0 @Q \ \@;@ - &?O @
A g Sl o %7 g NS
P S s @ o] Dol &
Mean é 0 0 ®\ m@ @© O] LN 0
92 SRS 9 )
A g b o S e 4 b RS 30
9.8 B .S S o % @9 ¢ 10 D 20
Lg
e[S &0 9] To TS 5 5]
o, a EY % d .
e @‘“6) E o 0 % 30930 80
18 OB ] <7 o0 N0 O | & 208 50
G Mean & @ VY Doa | 225 65
) a ° h d
S @%92 N > S JOIRE 90
a d ad cf
6 i [0 [ O w® A7 Ter S "0 60
% Y Meai & 0o ] @ o A 35 75
N\ g cd fh i
§ \g@& & &% N 40 90
S BN 1807 7 10 70 100
N Mean RN 55 95
a  One of the survw’r/ﬁgm serv @ro be°l&\ﬁ%1rglc© S
b  Oneof the@% sids @mlted\d%ke gment K
¢ Two of the surviving my51ere Wedr@%e let}@glc
d One of, urviving m}%ds exhikiéd err@ swiqming bmgwlour
e One e surviving mysids ex ted darkene nand erratic swimming behaviour
f T\&? o of the surv1v1@ysu®hlblt rratic 1mmiﬁg ehaviour
g One of the surviving mys@g xhibited darké dpl@tanon and was observed to be lethargic
h  Several of the @Vlvmg mysids X &X 1b1te(@rratlc£llmmmg behaviour
i All of the syffqving ndysids extifbited grratic swimming behaviour
j  All ofthe ivi \1ysids re obsewed%@ lethargic
& & O &
N <
{x’ O @ N
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The LCso values (95% confidence limit) and No-Observed-Effect Concentration established during the 96-
hour flow-through toxicity test exposing mysid shrimp to RPA 201772 Technical (isoxaflutole) @ @

LCso No-Observed-Effe >
(ng a.s./L)* Concentr@ion Throug Hogrs
< (ng a.s/L)& D
24-Hour® 48-Hour" 72-Hour® 96-Hour* v &N
> > 18 5.1 9
77 77 58 ) \@ RS
(39-120) @8-23) & S
2 Corresponding 95% confidence limits are presented in paren%ses. 9 < S © @
LCso value empirically estimated as greater than the highest mean measureg oncentrathgg ste@ Q> ©
¢LCso value and 95% confidence limit calculated by probi@analysis. S @) @© @Q}
4LCsp value and 95% confidence limit calculated by ‘»:7\";\ g average ang% anagySis. @ N &
D N \® 9
S TN AN

@
. RN Y %y > R
Conclusion: @Ci)x @@ N @ @@ §
It was concluded that the 96-hour 50%-%&211 c@cent@on @50) 65 RPA 017@ (1@1ut%€),
estimated by moving average angle analysis in ‘mysi Mimp@based:&sp me§ meg\sgured concent
was 18 ug a.s./L (95% CL: 14 — 23 séisg The @O—Qbélerved@%fecté@onc atio@QNO ,,Q§

X N Ro < N
96-hour exposure was 5.1 pga.s/L.QS &~ . § O S ©
. . Ny S - 2.
According to the new data requlr®ents for EU submigsions @eva 8-h LC@alu{\E estimated

to be greater than the highest mgan megg?lred @pnce tioed@ 77 u@a.s./@ N
<& S @ g o @

(d

v > AN &
N &) Swexssr Q N 2
9 QO & @

Metabolite RPA 202248 .
2y N
S o &S

f@ @
Report: S :1995M-170861-017
Title: ™ A202248 KAcut icit$hto mysids idopssis bahia) under static renewal
B s idopss

Q
& Lconditions B

I
Report No:&y ~ R005386 9 h\ © @ Qy

Docum@ﬁ\!o(s): @@Epo 1ud§§7"rial Nos.: & O &
OPMAT086101-1, © w0 & A

Guidelines: @@V %EPA@@EP : FI ,%—; ©©

@ é@evig%n naspecified o @
GLP/GEP:°Q YyesO S

N
Object@ L9 QQ SN

N .
The &bjective of ng@ stu@y WS> to @1%@@16 acute toxicity of RPA 202248 (metabolite of
isoxaflutole) to mysid impé}/lmerzmys@Qbahia). The study was designed as a static-renewal
experiment for @6 hours. S @ $

AR <R

RS
N ©@

Material@and D@fhm@ §9
Test itefo: RP@@&M%% (%@oome of isoxaflutole), Lot No: DJ A16-R, CAS: 143701-75-1, purity:
999§gg, w@po@r o
T@ mys@hrimps in e§l treatment were exposed in duplicate to nominal concentrations of 1.0, 5.2,
8.6, 1@4 and 40 mg RPA 202248/L (corresponding to mean measured concentrations of 0.83, 4.5,

7.4, 11, 20 and 33 mg RPA 202248/L). In addition, a negative control (dilution water) and a solvent
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control (0.5 mL acetone/L) were tested. After 24, 48 and 72 h of exposure test solutions were renewe:d.
The endpoints were expressed in terms of mean measured concentrations. @ ©©
Dilution water was natural filtered seawater with a salinity of 18 - 21 %o and a pH of 7.2 — 7.p3Watefty
temperature was 24 — 26 °C during the test, the photoperiod was 16 hours @ght and 8 Q@hrs @(
(650 lux). @ & &

At test initiation and after 24, 48, 72 and 96 h mysi shrimps wer%%bserved fg{@lorota@ a@gf@
sublethal effects. In all test levels, the concentratlons the test SI@stance were ‘?ﬁaaea%&e}l at @t @

initiation and after 48 and 96 hours. N R %@@ & § Q§©&
@ S . &© S @
Dates of experimental work: Novemb@@%, 1995 to@ecem@%{} 01, ‘@95\& % @@}
AN Y
N9 Y & g @6 S N
Results: Qo @ & o @ <\ R
y & & ° o g
Analytical results: W\% \@’ N @@ @j @
Throughout the exposure period, a SI@H amount o@andis&@redﬁ nii?agerial @s o%erved§ the

>
bottom of the 11, 20 and 33 mg Rsz(Q)B L te@olub@s T]g%resul@of a sis fpp test substance
concentration in the test solution re 75%87% of nomin al.§here , 1t @ppr 1ate@@%se mean
© N

i o o O
measured test concentrations. 4, &@ @@2 @j@ @® Q& @ @@ «
Biological results: N @) @% Q DN

N NN
At test termination (96 hQ%s) %i)%alit}%f 1@5 , 9§ and @0% was ob@ed@he four highest test
concentrations of 7.4x 11, 2@ahd é@ mg RPA 48@ At &ence trations\ QF 4.5 mg a.s./L, 60%
mortality was rzcgﬁd gl@ nort y V\§ obgwed at the Qowesf\test level of 0.83 mg
RPA 202248/L. on surviving mysidshrimps$i th &vo lovkest oncentrations no sublethal
é@@@gy\&h p3in theé &@

effects were segty. é& %& S
In the solvent@ontr&% mgtalgg was%()%s)er\g&@%nd @@16 in €he dizli?@?on water control.
% S @ W
o\ Lo R \
A &’ \§ &@@ \@Q <9
$ v 0 o D
TS &0 9y
TS IS e 8
@ 9O g © o .0 @
R N
SRS ,@ & @
<) O @ %o
@7 °\@ Q @ N
S @ &@\ O
@%
QNN
@ 3 QO & ©@
SN
@ O
S O



B
Bayer CropScience
R

Document MCA: Section 8 Ecotoxicological studies

Isoxaflutole

Page 29 of 94
2013-11-29

Mortality during 96-hour exposure of Mysidopsis bahia to RPA 202248 (metabolite of isoxaflutole)

©

Mean measured Replicate Cumulative Cumulative Cumulative Cumulative 4
concentration mortality after | mortality after | mortality after | mortality afterQ)
[mg 24 h [%] 48 h [%] 72 h [%} 96 1%l e,
RPA 202248/L] S L
A 0 0 0 L e
Control B 0 A g\aj)O N & 5\4\95
Mean 0 S0 ©@ 0 N 9o Z
A 0 gy © > 0 & 19 & «
Solvent Control B 0 % 0 R & O E ) 0&@
Mean 0 Q 0 @} @ A N 9 SQ@
\\)j o,
A 0 & 1 g2 O < &0 > 9
0.83 B 0 oo &7 O oY @ b &
Mean &G\aﬁ) Y N0 (< % © N0 §g
> @ L
A RIS a9 &0 Qs ®
4.5 B &© 05 S w\\:@ o O (§ é@ €70
Men |Q 0 o & 0 0 & O] 7 60
A P o Ul W 9 Yy 100
7.4 B o 00 o g2 & [7 719 100
M |V o 15 W 0 1S 100
A &) o006 Y @ & hEE 90
11e o B Ul wm & &3 YO s 100
& Men [P« O 3y o @ss 95
MR W 0 JS 40 & s 90! 100
200 O > B | o> 9 &5 6 O s 90
.9 Men .7 g0 O | 7V 4w @ 85 95
A oA O] Vip. O wsec, O 80° 100
33 SN YY) 90 100
o MNean & S5 o | & 85 100
a  Small amounggf undi@%ed mager@ was @Wed@ the bégom of the test vessel
b  Two of the‘@viving@wsiere &QEved be let@ic >
¢ One of thisurviving mysids“was Wed&& l;tl@gic @
d Al of@? surviving rr;y\@s Was@served be 1®rgic§§%
N N
\y\’ § @ °\@ Q@ @
. @ &@ @ &©
C &S 8
@ < Q & ©@
& e oe
VS S8
& @ Iy o
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The LCso values (corresponding 95% confidence limits) and the No-Observed-Effect Concentration
(NOEC) established for RPA 202248 (metabolite of isoxaflutole) and mysids (4Americamysis bahia) dl@g

the 96-hour static renewal exposure P @§
95 % Confidehice Limit" @ A,
Observation Interval LC 50° Lower % Upper . IS
(mg a.s./L) (mg a.s./L) (m@a.s. /IR
24-Hour® >33 - O . ¢ i
48-Hour® 24 ©) 18 S 43> <
72-Hour! 7.7 55 o o2 74
96-Hour® 3.7 0.830 e, 74 L Y
NOEC through 96 Kétirs: 0.83 mgay./L &@ 5 @
@ Based on mean measured concentrations of RPA 2022%8(as active ingredie
b LCso value was estimated to be greater than the high®st concentrati testeQZ ere@;e tl%gorres&@?dm A)
confidence limit could not be calculated. s ZXIRN @
¢ LCsp value and corresponding 95% confidence 1fhit calHlate probjg %nal@ @ % & R

4 LCso value and corresponding 95% confidencé limit ¢afculatédby m@ng average
¢ LCso value was estimated by nonlinear 1nte{f9@1at1&¥corr&}ondn%>95%

le an@’sw @
@gﬁder@ hmu\galculat

§

binomial probability. S
% Q\ N
&©Q %’é% "\@ ® \@% @QQ § S @2
N © .
Conclusion: Q &@ @@2 @6 @ ©© © \

It was concluded that the 96@0ur BCso %RPA

Q
%224& (met@ l1t%)f 1sox§luto<é§ estimated by

nonlinear interpolation 1%mys®shrn§% b@i on‘Ghean mea@ed eg%%ent@lon was 3.7 mg

RPA 202248/L (95% Cks 0.83 — 74%g

48/1€)°The “No- @Ve@fect Concentration

(NOEC) after 96 hougs.e xpogfire was0.83 nig RP. ZQ@L SN
According to the n daéérequl ent&@r EU@lbm@WmS@IevantQS hoﬁ% LCs value is calculated
to be 24 mg RP N §2 @& @@
SN
@ N N S N
© & S T g
Metabfite RPA 203@% & o S S o
S < s O O Ry
@ A - P &
Report: 9 ] ] ;1998:M-211469-01
Title: @ ] QAcuter oxjc to mf¥8ids (Mysidopsis bahia) under static acute
Q 4 NN
Q 9D
Report Ng C02647° v .9 9
Docum@; No(s): | Report@icludes TriafNos 2
N q 10 @%6436\ 0
)
N 1469-01- 1 Q m
Guidelines: > | USEPA (EP@&): 7243
§ <\ Devijation not speci d
GLP/GEPY Y
& &
Obj \@»e Q@Q ey
Je‘{ﬁ AN <

The @bjec i¥e of gthis Kd’y was to evaluate the acute toxicity of RPA 203328 (metabolite of

isoxaflutéle) to mysid s

for 96 Gdurs.

timp (Americamysis bahia). The study was designed as a static experiment
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Materials and Methods: .

Test item: RPA 203328 (metabolite of isoxaflutole), Log No: DA 1009, Batch No: NMI874, @ty: ©©
990 g/kg, beige powder. NG
Ten mysid shrimps in each treatment were exposed in duplicate to nominal o@entrations @9.3 1,

26, 43, 72, 120 and 200 mg RPA 203328/L (corresponding to mean measu@’d concentrations 6£ 9.2,

15, 25, 42, 70, 120 and 200 mg RPA 203328 /L). In addition, a negative&%mtrol (dilu;ig@wgtﬁaﬁan@é@
solvent control (0.5 mL acetone/L) were tested. The e@oints Were@cpressed in 6&1‘ms @onﬂ@lﬁl @
concentrations. ©Q @ § é\a &
Dilution water was natural filtered seawater with a %’nity of 31 Q%S %o and a 1&7 of 7% 8@\7\/ a@

temperature was 24 — 25 °C during the test, Qo;l' toperiod <as 106 é@ﬁrs (@ight@%d 8%10urs@@rk

(970 Tux). . S @ D LS
B v
At test initiation and after 24, 48, 72 and& h @@ysid 2%hrirn@ we se@ fcg ?nort lity and

sublethal effects. In all test levels, the c@;eeptﬁ&ons @%) the @st sub tan@ Were@leas@’ agt

initiation and at test termination after 9(@?@{5\\ \\ &@ & \© é\Q % §

ES & & & & &G ©

< Oﬁ&?’ber"@é, 1998-to Owtober 95 199@ § %@)

Ve © D & 9 .9 &
o N T FH @S OF
Results: § N § 'S @ o

Analytical results: o é S @& @ S @ o\@ %
The results of analysis fos test %mstam% co tra@n in the'test \Zs%ﬂuticmg er§§ - 99% of nominal.
Therefore, it is appr@fiate f§ use%@mina@est @wen«t{ationéﬁ: or US-EPA
results were report@as mean m red@@ N S

SO v ¢ ¢

. . © @\ A N AN & %,

Biological res%@)s: o o N %, @
At test ter%lm&)atio&6 ‘ﬁeurs)@}nort ity o \f@ al}§95% Qas t%@erved in the two highest test
concentrations of 120 gad 2®ng 203328/L At en%@)ns of 42 mg RPA 203328/L 5%
mortal@vas recordé@and \l@morta ity was olgs\@/ed atvthe 1&@r test level of 70, 25, 25 and 9.2 mg
RPA 203328/L a@e cdhtrols.@éﬁblet\@ efficts W%S observed among the surviving mysid shrimps

in the 42, 70, 1263nd 200 mg &PA 203328 L treatment lexls.
i g

©©©©\\\g@\@

‘s

Dates of experimental work:

quirements however
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Mortality during 96-hour exposure of Mysidopsis bahia to RPA 203328 (metabolite of isoxaflutole)

©

Mean measured Replicate Cumulative Cumulative Cumulative Cumul 4
concentration mortality after | mortality after | mortality after | mortality afterQ)
[mg RPA 203328 24 h [%] 48 h [%] 72 h [%} 96k AJ]®
L] o NS
N
A 0 0 j)0 S e
Control B 0 A >0 N & &
Mean 0 S0 ©@ 0 i< § 0.9
O
A 0 a0 Posla§
Solvent Control B 0 ; % 0 R @@f 0 d @@Q @@
Mean 0 ) O\g} A -1 0>
A IS P R S
9.2 B 0y g o & Yo7 & &b &
Mean &G\aﬁ) Y N0 (< % © N0 §g
R @ 5S Q N
A RGPS N Sle & O
s 5 [ Ohn F v LS & & 5o
Mean Q & & S 0 § ﬁ@U @i) @\y °\L\9 0
2 S )
A P o0 Tl & Q 08 k& 0
25 B o 000 o g0 & [-7 o 0
Q < 5
Meah ¥y o - DN R 0
A ) 900 BN .9 &1, "09 0"
42 o B O w & o0 Yo e 10¢
S Mem [P D 9 1w 4 @0 5
MR W0y S L0 & a0 0°
0 O > B | o> .9 &0 0 |Jo o 0¢
N2 an 7 o QO v g 0 0
ER Mo &7 & o~ 2 |
AR @A 0o . O no7, O on 10 bim
120 \@\ B & @ ES Y 102 100 20 bin
] Mgan So s | & 5 15
@@ O%A &7, Oy @ B0 907 901
) Y bC k
200% By ®\ Q @5@ @© 90 100 100
@ %ean @'15 ¢ R 85 95 95
One of'the survivin olution.

Several of the

Two of th
Several

Two 0@

lVl
€ Su

— X DR 0 A0 O

WO 0
m On
n

i

Two¥the su@lvmg ysids
ivifigrmysi

Wer

Two of the surviving mysfgs exhi
1vmg my51ds
One of the squvmg

mg g

ing my@ﬁs we

Sithar

@Sids as at thvs\surfacleYhe t6
}@ X

Sékgral of the surv*fx\(;ng m

d darketfed p1§ntatlon and were lethargic

bss of e

1te@art1 al

ethar

s
md@e letﬁ\\a%glc agy at the surface of the test solution

ds wexg lethaf§® and at the surface of the test solution

-

thargic

quilibrium

ited complete loss of equilibrium.

e 1V1n@ sidssgxhibited partial loss of equilibrium
Gy rv S gxhibited complete loss of equilibrium

surviving mysids exhibited partial loss of equilibrium

e@he surviving mysids exhibited partial loss of equilibrium and was at the surface of the test solution
Twoet the surviving mysids exhibited partial loss of equilibrium and were at the surface of the test solution
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The LCso values (corresponding 95% confidence limits) and the No-Observed-Effect Concentration
(NOEC) established for RPA 203328 (metabolite of isoxaflutole) and mysids (4dmericamysis bahia) dl@g @@

the 96-hour static acute exposure. P 3
95 % Confidgaee Limit @ > &,
Observation Interval LCso Lower 0 Upper , ©
(mg a.s./L) (mg a.s./L) (n@s./L})&\\ Z
24-Hour* >200 n - Y S o-T
48-Hour® 160 v 120 O RO N
72-Hour® 150 & 120 © KN Q0 & D
96-Hour 150 N 12 & O g 200G
NOEC through@é)( ours: 25 mgas/L @0 R (O g @

2 LCso value was estimated to be greater than the h%hest c%eentra@qg testga“ theﬂr&i@’re, th@orre@%ndm@S%

confidence limit could not be calculated. Q) @ LN S (o3 ¢§
b LCso value was estimated by nonlinear 1nterp ation resp ing ¥ con@’ence limit w@calc d ¢
binomial probability). \\ 6 % § .
& N I S @
S K S
Conclusion: NI

S
It was concluded that the 96- @ur of @A 2@28 taleC?e O§OX§101€) %s‘umated by

nonlinear interpolation in m shrlhsps ed on fominsl conrat was A 203328/L
(95% CL: 120 — 200 mg RPA 2&3328@ TheNo-otgerved %ffe%ﬁ@one&%ratu@ (NOEC) after 96
hours exposure was 25 g 2033287L.. § & Qv

According to the new:data re@?‘ &its for BU s @mss; @ th@selev%t end&@t is the 48-hour LCso

Q>
value, which is 160;@@ RPA 3§/L.& stimated b@nh ar 1nte@olat1c§1
\\ @
@ & @

N e
& D N P &\ $ & N
© o & & & b &
@ N S © ® @

CA 8.2.5 @ Lon@jtermw\}nd c@onlc %xmt%o aqu@ inv@t}rtebr

For inf tion on st @es a dy e@uated durin&the ﬁ@ El_@eview of isoxaflutole, please refer to
corresponding secm th&Basev}@e D(§er }gfsylde&by Ba&r CropScience and in the Monograph.

@ \ S)

9
Additional chl@mc st@s 0@qua@nv@ebrat§wer@§rformed which were not submitted during
the first Affiex I faklu @ prec cess a%d are@ubm d within this Supplemental Dossier for the
i

1soxaﬂu§Annex I Renewal @ese
@ S @
Talﬂ& 2.5-1: Addi%fonabﬁron@tudw@ﬂh @xaﬂutole on aquatic invertebrates

QS @il b&g&mmarlzed below.

Test substanc& Test s £;ﬂes/s{z@t\é%f typ® Endpoint References

<§ = § @ Bl 00s)

2 ebrga\\ges chrQnic 98-10-7505
Isoxa%@o e @@ @Dapa magna NOEC 5.7 mga.s./L M-210464-01-2
@ N KCA 8.2.5.1/02

O @“ BN | [§EES)
Qsoxa @fe I@rtebrates, chronic NOEC 0.001 me a.s./L R004949

Americamysis bahia ’ gas. M-166884-01-1
% KCA 8.2.5.2/01
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Justification for the use of time weighted average concentrations (TWA) as refinement option in

the long-term risk assessment for Americamysis bahia (isoxaflutole) @ ©©
N S

In chronic risk assessments a TWA may be used under certain conditions. Th@set of eff%@ pla

key role. The TWA approach cannot be followed if effects are occurring earl@in the test g if thesacute

to chronic ratio (acute ECso or LCso / chronic NOEC) both based on in@bility or mg@ali‘gy@ < 1&@

Also in case of i) indications for latency of effects; ii) ceegécurrence o%xposure an(g}peciﬁgﬁensiﬁe

life stages the TWA approach is not appropriate. Furthermoreé@e chronic%@udy ds @ be &

7o

performed under constant exposure and results neg@to be expressed as mean @asure@in @ ofé
N

Q & &
20% loss of a.s. Qo?(@ N Q\@@) @Q 6\@ %@ @@
Q % o %
The TWA approach is considered justified &’len @%‘%ssi&@[he (gjsk f& mer@mysis}ahz% for the
following reasons: A\ Q%%” @ K o é @7 @& ’
NS

N
. @ o @ AN @ : S
e In the case of 4. bahia expo to &aﬂg@ e %acute@ ch@c r@ is ter 19(0.077
_ (O N (I

mg/L /0.001 mg/L = 77). « D NN S w
e In the chronic test 4. bah% waggxposéd to a.s. f@% flgw thrau@) sy, for'28 days. The

test item concentrati%@?laygé\én Ver@led @falyt'Qg?ﬂy a@ays 0,2, 7,@14, %%and 28. Mean

measured concentrﬁzﬁonscz{ange 0m@%6 togyl 17%The *gesults Gvere @reported as mean

measured. R © N g N S @ S

S ~ % @) < LN
* No indications for latency ofcgffects@re n. \@ é N Q\@
e The NOEC@@ased@l sva@‘l. b@ in @ehro@c study@overfng all life stages.
SN S @
S QO NTN N o 9 N

As time windopsof th&’WA §defa%@t Vahg%of 7 d%?s s%ee@é%pos%ﬁy ELINK. Furthermore it is
stated in the %uati@%uid%l@e docgmen%ﬁ*(EFoSﬁéi)P anelJourndly 2013) that “the PPR Panel of
EFSA adoé@ this pragmatic approacjithat n@\et like@is r@ativel@%worst case.” Hence this approach

is follq@@i as present@?in thgy1sk assessment (l\/@, poigt CP &2, Table 10.2- 10).

N N
PSS ITH s 2
CA 8.2.5.1 Repro ive & de@pn}eﬁt toxi@y to ]@hnia magna
Report: . ~7 ; :1998:M-210464-01
Title: IF ST echajeal 20 - j@u}chronic toxicity to daphnia magna under static
& senewatconditions . _*
Report No: N98-10-T505. RS

Docuiuent No(s): ] Repat incfades 1 :
N > 0566,0898.6506.130
@° | M21g864-0LY o

Guidelines; &' . “NOEED: 211(1997)

GLP/GER:S . [yed =, O

o @ Y o
&
SIS

O‘%@ﬁve' @ g &
The chrofife toxicity of RPA 201772 (isoxaflutole) to Daphnia magna was assessed in a static renewal
systentover 21 days.
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Material and methods:
Test item: RPA 201772 (isoxaflutole), Batch No.: 05ADM95, purity: 99.43%, Ref. No.: 98048L@ o
Two daphnids (neonates; < 24 hours old) were exposed in ten replicates to nominal concentrations ofty
0.030, 0.095, 0.31, 0.98, 3.1 and 10 mg a.s./L (corresponding to mean measitred concet&l@tlor@f
0.019, 0.057, 0.18, 0.58, 2.0 and 5.7 mg a.s./L) for 21 days under static Tenewal co%nlons\ est
solutions were renewed every Monday, Wednesday, and Friday of the s;gﬁ%r Daphmds@lere § on&ﬂ
per day the freshwater green alga Ankistrodesmus fa%@s and SO@L yeast of &real %@Eves @d
digested flaked fish food. In addition, a negative control (dilution w@) and a SOl\@lt col ((@me ®)
acetone/L) were tested. & & @ Q @ @g}
The endpoints were expressed in terms of mean @%ured con&ntra‘uc@Q Q @ & @}
Dilution water was fortified well water with a of 7.9 -%1. \@“&ter t@per@e W2f§719 @ °C
during the test, the photoperiod was 16 hours®f ligh@Zand §hours dark ( @J ]@ LE < m %il) The

specific conductance was 480 — 500 uS@n and@%he t(@a haress_1 @80 m@a(} "@tal

alkalinity was 120 mg CaCOs/L. g*? \ @
Survival of adult daphnids, abnorm@vehm%ur d off! 1ng Rﬁ@duc re @d de@y The
length of time for appearance of th rst b@)d rele sed WAS al&@ec
At test initiation and after 3, 14Qnd 4 da @@a sar@le 0 @hly ay par&> %est séyutlons was
removed from every treatme el i&fi anal pl&'fron@ agedSolutions wk e taken on day
3,5,17 and 19. % 2 o
N Ko > f@
© @ L &
S e i &
Dates of experimental Work Se be @ to S@%emi&er 25
N oS "
> @9 S & @
Results: § ©& @ N ©© @@ & @
T rieded | Glteined
Validity Critegie S co nd %taine
@,@ «;4\?© 5 © by fﬁ?ldell o Cthis stddy
Control m@ahty of parent animalsat te o @ 0
end @ g\lﬁ NS S 2&@ N %@HOA
Mean number of hv off: pry%\ﬁo ced K - N
per parent animal v1ng§at end%ﬁtest;\c ”\} 60 é\ S min. 122
in the control (\ Ao v o
z Q7Y YN N
D S W
All validity &@terla for t @udy@re
S Ry @% <7
Analvti@}esults ° % ) < ©\

Undissolved test sub tan as (@servn t@hlghest treatment level of 10 mg a.s./L. The result of
the}lalyms for test substince @ce on, fR the test solutions was 56 - 63% of nominal. Therefore,
itis approprla.&@o u&me @easest@)ncentratlons

@
BlOlO,QlC&%f\\FGSU],I@ @© §9 ©
Survngiﬁmo dap ids exposed to concentrations all test levels ranged from 70 — 100% which is not
51gn$cant @mpa o 4he controls. Number of offspring averaged between 114 and 129 offspring

pe emal@ or all concentrations level. Statistics showed that this was not significantly different from
the cdairols. No young daphnids were observed to be immobilized in any of the nominal
concentrations or the controls. First brood release for all test concentration and the controls occurred
on day 8.
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Immobilization and reproduction of Daphnia magna during 21-day exposure to RPA 201772 (isoxafluf@ @b

Mean measured Immobilization Offspring/female (mean) @ @Q\
concentration [Yo] [-] QL & &)
[mg a.s./L] @ o O\Q
Control 0 134 % RS § %@@
Solvent Control 10 @2 & i %\ ~ Q
@ < NS @ @
0.019 0 126 Q o N & S
» Q& x
0.057 10 @ 116 & &(@ ®© @
0.18 30 o) 114 Q I Q \& o &
0.58 10 . I S @ ) \% §
2.0 10 QO L@ 4 S W (§ RN .
5.7 0o A . >R T & 9O & g
SN o SO0 s &
RN N N RS
Conclusion: QQ (ii% @ > § @ @
It was concluded that the 21-@5 No ©bserved Effect @mcen&mn @OE% of &%A 201772
(isoxaflutole) in Daphnia magn@base&@l m@meed @%en‘@g 10ns@s %&ﬁg/gg S
v N Q) SN Qy A Y N . 2]
Qo N W Q 9

CA 8.2.5.2 Reprodﬁe{?ve and devel@me&@xicto an@l\iitio’ﬁal aq&:ﬁl?c in@’tebrate species
No chronic studies opadditiphal aguatic inverte@e species aéreq&’ged singe 1soxaflutole is not an
. .. . @ s (ONEEEAN
insecticide and do@ot s&ow a}n§ectal mode of astion., @
However, a studysdn A«@rica@}sis bahia (g%ssid s*’hggmp)@ the@rent@)mpound is available due to
US-EPA req@ner@ Whi@ has ggot y&@een@bmi@d to EU. In the US, studies on marine
organisms are in sufport &f the dgvelopment sox@tole @r its%;@s)e in field crops, particularly for
those selégted areas, W@re a@tati fs in direct @;initbra@%@,h or estuarine water bodies.
This sftwation is nqt @levzg@br the ﬁe]@ﬁs&&@a maize he@ide under European considerations.
Since in the Eur \h risk ass o en&@)r p}gjﬂt pr&ction oducts the ecosystem of concern is a
freshwater body ¥&1ghboyrin @irsn @agrjé&l‘[ura se, e species are not considered relevant.
However as 4& eri@ysis@@ahia\l@ ex @tly, Ifsted ifi%he new data requirements (EC 283/2013),
endpoints §erived with this s@ies :@ als&f@ake]@@to account for freshwater edge-of-field risk
assessm@ G NN o\w\ﬂ
Where the mysid a@oint igov&eg thahe en@point derived with Daphnia magna or Chironomus
rzp&é%’s the risk asSéss %or’&quatic@wer@ates exposed to isoxaflutole is based on mysid shrimp
data although ggt required by he@w d@a requirements (EC 283/2013) for an herbicide. This is
clearly a wogsicase ﬁﬁa‘c@ Ry

@N < Q" & ©@

RN

SN
The su%@ary gﬁis study is@resented below.

’
9,
.
o%
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Report: I 005 M- 166884-01
Title: Isoxaflutole - Chronic toxicity to mysids (Mysidopsis bahia) under flow- t}@gh
conditions
Report No: R004949 > 2 A
Document No(s): Report includes Trial Nos.: @,Q S . @W
10566.1294.6352.530 N
M-166884-01-1 ) < R
Guidelines: USEPA (=EPA): FIFRA 72-4; O @x SN @& q
Deviation not specified X Q @ \© N A
GLP/GEP: yes o o S K @@ é}“
Q . v
Q7 & V& &
v Q} ~ \ @ @
o @’ @
Objective: C& *

@))
The objective of this study was to evaluate the chr 1c toéélty @PA 2 @ 772 @éox@mt ch ical
to mysid shrimp (Mysidopsis bahia). T]:@%tudxwas\ “é@s1g1%§1 as a%ow- ug&gexpen nt r\@ 28
days. Q@ N N %& N @
o 5.8 § v .S & & o
Materials and Methods: S (& @) @Q N

Test item: RPA 201772 (1soxaf@tlee)%g@hmc®F Ba@cod@ A@SD 93 &mtb@6 8%), light yellow
powder w\j @ % )

Thirty mysid shrimps in eagh tre&mnt@sere @osed @duphcate %@no 1 cofféentrations of 0.31,
0.62,1.2,2.5and 5.0 ug% S. /L%@orresp%)ndl nto m@ m@lred c%ﬁcerm;atlo 0.30,0.52, 1.0, 1.9
and 3.8 pg a.s./L). I@ddltk§ ative contr, d1lu?£kon watpt) a§, a sc&%n‘[ control (0.0065 mL
acetone/L) were t@% @hen 1ds%§eached§ex a'matazjty on day 15, they were redistributed
within the test arla\@[ale@%ale fi)%lrs within ‘sach exposurezaquariim were transferred to glass
pairing jars. @md mpsgyvere v&g&c@’ dailgwith @rtem alina, during pairing period at least
once daily dditiorfal w1t¥PSel a ubst cE hl% n satgl@rated\%tty acids, and afterwards with
Artemiaq Sglina and Sel o@dall Q@ v

The erépomts Were, eﬂres&@n terms of @ean. @asure?é@concg rations.

Dilution water wa@rﬂﬁcﬁl se ‘@?%gter @%ul@&d byé%dlt on of a commercial salt mix to freshwater

with a salinity 0@25 ‘y%nd @&0 —= 8% W@@r tengperature was 26 - 28 °C during the test, the
photoperlod @H ofJight.ar in 8{@rs daf® (220@750 lux).
During th 1rst 14 days & h t, mysdd sh%@l e observed for mortality and sublethal effects.

After t}@ iring on déy 15 morfélity g male\\%md female adults as well as number of offspring
produc by each @ale nd sn??lethal@éffecls@/ere recorded. At test termination individual body
1eng&1 and dry Wefﬁht ogﬁym s 1mp@wer§easured In the 0.30, 1.0 and 3.8 pg a.s./L test levels,
the concentratigns of the testisubs @e Wémeasured at test initiation and after 2, 7, 14, 21 and 28

days. @ \%% R @
éﬁ @ §9 Q
Dates af-exp, e ta : June 20, 1995 to July 18, 1995
@éi"‘ oAl e

Rég%ts .@@ @ @

Analyfich 1 results:

The results of analysis for test substance concentration in the test solution was 66 — 117% of nominal.
Therefore, it is appropriate to use mean measured test concentrations.
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Biological results: @ ©©
Mortality @ g
At test termination after 28 days a survival of 82 and 77% was observed amoorganisrns & osegy

the control and solvent control. @ S

D
At the two highest tested concentrations (1.9 and 3.8 pg a.s./L) 48% an@?»% survixgal@va§ &rvg@?
which is statistically different from the controls. At 2 lower co@entrations %\?).3%.52 @d
1.0 ug/L, survival of 77%, 63% and 70%, which is not signiﬁc@, was obse@ed. §,© ce &wasé

determined that organism survival was adversely éﬁected by e)éssure to the @y\?o higst @tme

@

levels, reproduction and growth data for thes els wer exclu@@ frox@ stat@cal @nalysi@&to
determine further treatment effects. Comparison of these da@ta‘t{?ﬁhed él@t su \’al yv\%s unq@cted
by exposure to RPA 201772 technical at conc@itrati@is < 8&{; a.s@%. ©@J D« % .
R s 9O @

Reproduction i\ﬁ . \\ @}\ &6 &% (,\@ X

The reproductive success of female the@%ntr(ﬂ@nd @Vent&@ntm&was 5‘@ theQ@verage
number of young produced > 3. I\@Qigni@ant ﬁ@%eren@s be&v@en @trol@d sofyent céatrol were
observed. Reproduction success iRthe byo h{@est tr@tme@vel ©f 1 @@I%d 3.&ug a's/L was 0.40
and 0.53 offspring per femar d&ﬁ Thes mlu@g we@@ﬁot "'Q uded i thedy atial analysis for
treatment effects. In the lower test concg@ratio@s of %30, 082 andf?.o Ou@a.s./L, the reproductive
success ranged from 0.5@0 0.7@0ff@ﬁng fen@le peéglays@ w@lot sighificantly different
from the controls. Cog\lgpariso@f th@e datag tab@ed@tl@t rep@ductio%gs @yjaffected by exposure
to RPA 201772 tec@@al at Boncegtrations,< lu§~s.n§ﬁ\ o & O

S N Q

K @ o
9 @& <«

NN N Y
o D N O >
©«§&©©Kf§’©@©§@
2 % &y ®
. w5 (S
> o O & [SEERSIIPN
2N \@O\Q%@?@a\ R
$EEITF s
& & & & .~ o
QRS T LS
@ O & .09 o . O @
TS e s
S\ L 4+ 9 @
@7 @@@"oy\a
s (R < &
X @%@@&\
S &5} Q&@@
@%
QNN
&§§©%©@
AN
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Survival and reproductive success during 28-day-life-cycle exposure of Mysidopsis bahia to RPA 201772

(isoxaflutole) technical @° j\@
Mean measured Survival Mean Reproductive success Mean reprodugtive
concentration [%]*? survival [offspring/female/day] succesg)
[ng a.s./L] [%] ? ? Qoffsprmg/feﬁmle/d
77 0.43 N
Control 82 ) R @%4 § &(%
87 §© 0.44 @ AN SN @@\
83 0.62 <
Solvent Control 77 < & %@ O§ é\ﬁ §
70 7 é\K Q Q @ é}
Pooled Controls® - 9 & R ° é A 049 © &
Q Y %) &
0.30 77 7 7 PN g S
' 77 L ENTY o S
Q@ & N W le T
0.52 70 % . T2 (Qg N © o@ @
: O3S TS
L I SN N T R B~ &
A~ S SRS M - SO
1.0 RS ARSI @ 0.58
73 & Q N RN R D 2 N ™
0 _No S © obsnP O &N
1.9 G— %, 48V a 2 S D %0.40d
< & N Q
3.8 o7& o |T LT 0.53¢
. 2 S %> :
~ 20 9 Q5039
a  Values presented havesi\qg:en rm@@ﬂ to tég signifidant fi o ) N " D

b Since control and so \@u contfdr dat@%re nogyetermi

to the pooled con ata

@ @
¢ Significantly dlf 5) frem the pdoled cegtrol (W@ams &)
d Since organls rvivallwas adv%lssely %ffected (%Ls treatQElt levelsvas @ded @ statistical analysis to determine
oduc’@e succ@ @
SRS @

treatment e
\ X
ody len %) % O v @ fog

Body §

Mean Be y length ¢ of@lale a§ fem§0@15m©§ter vt%?ter\rﬁ§natlon in both control solutions was
7.1 and 7.0 mm. I@ tw&hlgh &teste(@:on%imratl of 19and 3.8 pg a.s./L the mean body length
was 6.9 and 7.1gnm le) @ %md &2 mm (femaley. Those values were not included in the
statistical analgsis foft at t @f@&ts "1@&: me@ odylength of male mysids exposed to 0.30 0.52
and 1.0 pg a@/L was 7. 1 7 1 n@ and @r fees 7.1,7.2 and 7.0 mm. This is statistically not

dlfferen$ the contr% Cor@nso e daﬁ&gestabhshed that body length was unaffected by
exposur RPA 2@72 t alat conee raﬁ@s <1 pga.s./L.

si mﬁcaQI di nt, }eatment data were compared
gﬁ g y p

@
% @@@@Q&é\
&@%%§§©Q
v
T & O
Q
QQ%Q
$E
o
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Total body length of Fo generation male and female mysid shrimps measured after test termination

©

Mean Mean total Mean total Mean Mean total Mean total M@nw 4 6
measured body length | body length standard body length body length stafidard @
concentratio males males from deviation females fem from ti
n [mm] * both for both [mm] * $Hoth “for both
[ng a.s./L] replicates replicates ? replicates eplg’@t" es?
[mm] * [mm] ? @@ 2) G
7.1 D 69 A %, SO
Control 7.1 026 Q@” 70 &7 |\ 03 |
7.1 . 71 & @ )@ R &&D
Solvent 7.0 @ 7& X &7© ° @é© @
Control 790 71 @ 71 D Q 0 & 38 &
: Q e @ O |lo \@
Pooled o > oy @ I
Controls® - 7.1 (@\\% 0.29@ f? S - % J@% 7 034
7.2 %S O g Q N =) >
0.30 71 < .%o \@ < 71 © @os@
7.0 STOS D71 | O Tw ES
7.2 @l PSP N S
0.52 78R 4 0y < %@\“ ~] & § 031
7.3 Q& °\ 6& @ .3 @% & S @
7.0 7.1 @)
1.0 @ 71 @5@ @@?0.3(§ @Q @f §> §) N 0.34
72 N 1 &?@» J Q
7.1 < & 7.1 ° %)
1.9 % Go S @me T SSEEN 7% 0.41°¢
6.8 °\ @ @ & @% 7.0 @ @
% [ o [0 .0 & .0
3.8 108 @L @ t'\QN ¢ a 2 ©) &\ 7.2 0.21°
& S Y | g 7?2

IS @)

a  Values presente@ve be@%eund@ % tw&gigniﬁ%nt figyre @) N ¥

b Since control afid solven control'data were not d%@rmine{% be sigwifica diffe@ (t-Test), all treatment data were
compared t gro f th@ooled rol r@nismsi\g

¢ Since organisin suryyal wasgdversely affecte Willigﬁs’ tes@this tré&dment 1&el was excluded from statistical
analysis tédetermine trega\qirynent eg&e@s for @%anisn@%ngth. W @ 5@,?7\7

Bod &@\h & & S SRS

ody weight N N ©@ N S

In the control an@lvent%on@he fnean b@fy weéﬁt males was 0.84 and 0.85 mg which is not
significantly différent can ody %ﬁeigh&%f female ofpanisms was 0.85 and 0.97 mg, which is
signiﬁcantl)@fereMeézﬁbody\%eigqgf m&@ a%@male control and solvent control organisms,
based on peoled data was 85 @ 0.9@ @g@ @

For the I%highest testzonc ation@of l@andég ug a.s./L the mean body weight was 0.84 (males)
and &99 and 0.8520;@ (f@ales)égjwhic@%vas o@ included in the statistical analysis. For the lower
conventrations of to 0.3Q§52 @d 1.0 ﬁ% a.s.@male body weight was 0.76, 0.84, and 0.89 mg and for
females 1.0, 0.9 and 1.0 mg\ ThoseZdatare similar to the pooled control and solvent control data.
Comparison, &f t]&%% d esta”&ishe@ that dry body weight was unaffected by exposure to

RPA 201772 techuical af@onc ration®< 1 pg a.s./L.
g7 toveal gfonegys
S &S
@ g
¢ g v

&
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Dry body weight of Fo generation male and female mysid shrimps measured after test termination

©

Mean Mean dry Mean dry Mean Mean dry Mean dry M@/ 4
measured body weight | body weight standard body weight | body weight staidard @
concentratio males males from deviation females femalps from ti
n [mg] * both for both [mg] ® $hoth for b(él@)
[pg a.s./L] replicates replicates ? replicates \replg’®t° es?
[mg] * = mgl* g
0.90 9 083 & % >
Control 0.84 0.13 Xt Q@” 0.85C @\ O.Q@
0.79 . 0.88 5 @ \@ D -
Solvent 0.86 0& X @Q© ) @Q© %)
Control 053 0.85 &&3 0o 8 & 97 & 23
: Q = @ O g \@
Pooled b o SO D WS
Controls i 085 ((Q\\% 0 12@»@ N ({é& CN% § S ﬁ%
0.76 v > S °
0.30 076 \(@7 \@ < Ay 10 © @70 19
0.77 @j\ S x@0.9;& X © <\9
0.80 > 0 K Q
0.52 0. 0.097 & (é» < b6 § 0.22
0.87 @ o g\, 3 1 @h U@ & ©
0.93 1.1 @) i
1.0 @0 9«:5@ @@?0.1§ @Q < ©© @ N 0.21
085  |? o 4 &j@ . S
0.83 < SN 1.1 ° 2]
1.9 o Ov S @086d v Q> 095 0.26¢
0.84 o o 9 @ S@% 0.9% §
0. 9 Y .
3.8 2 @A o §§ O—a  (08s 0.0714
a1 o @ 9%
a  Values presented ?\/e be@%eund@ t‘g twsignifigant ﬁgur%s? S
b Since control afid solven control'data were not d%};%rmme{ be s@ﬁﬁca S dlffe&ﬁ(t Test), all treatment data were
compared t gro f th ooled rol gr msmsi\g

¢ Since control*and s@jgent c«mgrol data were dete muge(@) be s@lﬁcan@ dlffgé@% (t-Test) all control data were

compare@o the growth of the S0 cont orga S. @,
d Smc @aﬂlsm surv1va ely a, ted (Wi 1am@st) teatrﬁ@@ level was excluded from statistical

o determine @atmen ects fo bod 1ght R
O < & S NN
> @ %\ T Oy
. ) % b - Y @ @
Conclusion: ©Q @© o & O @
The No Ob$erved Bffe @Eon@g}tra‘u@ (N@C) was 1.0 pg/L and the Lowest Observed Effect

Concentrgtipn (LOEC) was 1.6 /L @ can %easured concentrations.
= &

. Q "\
N
% ~:§ @ @ @§ \©
N D R @
CA 8253 @%velopment @@3 e%@enc ﬁn Chironomus species
For informagon 01’&%(116 ead%evall@ed during the first EU review of isoxaflutole, please refer to

corresponeg s@@n 1@@16 B@ehne dssier provided by Bayer CropScience and in the Monograph.
@ @ g &
CA $.5.4 @ Se@en@velling organisms
- . . . .
For 1n%1§®atlon on studies already evaluated during the first EU review of isoxaflutole, please refer to

correspending section in the Baseline Dossier provided by Bayer CropScience and in the Monograph.

7o
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CA 8.2.6 Effects on algal growth

For information on studies already evaluated during the first EU review of isoxaflutole, please r@ to ©©
corresponding section in the Baseline Dossier provided by Bayer CropScience %d in the Mon@aph K

S)

&
Additional studies on algae were performed, which were not submitted @’mng the figst Angg I
inclusion process and are submitted within this Supplemental Dossier ﬁs the 1soxg1f@ole §nexzé@
Renewal. These studies will be summarized below. VC@ @§

R

SN
Table 8.2.6- 1: Additional studies for algal toxicity of aﬂutole an@ts metgbolit&©

Test substance Test species/study type ol Endpoint @~

q
@K

Chronic/growth inhibition |% g
RPA 202248 Pseudokirchneriella ©72h%1i@tso é\’ lﬁ?&ng pL @
subcapitata % . @

R

Chronic/growth inhg @ion 72h RaCso_-N O.%@mg /L
Isoxaflutole Skeletonema co&%%ﬁm % 7 h@,cs(&@ &@79 r@@&@gy
SR A
e 2§ P S & @3
Isoxaflutole Chromc/gr@% inhibition 72h —@;Cm S 0 mg@s./L R 47
Anabaéﬁaﬂo&\aquae < & L N © -166879-01-1
@ @ Y L D CA 8.2.6.2/02
S S (1994)
@ o RS
Cln@nw/ 1n1%1t10n q . o R004948
Isoxaflutole avzcu losa @ 72@@@(@&\ &O n%a.s./L&\ M-166881-01-1
6@ F@ KCA 8.2.6.2/03
* Re-calculation c@ga%@?épmn&base&on grovsg rate&ﬁV[ -468 §QKC§;§2 .6.2/04)
Sel 1® @{1 o W "\ég & 8 7
e ectlon (xt;a gae e pgoo%lnt C"@ % @ 04 @ >

AN
Proces&s in ecosy. t&hs a@%omlnanﬂg@éte &r@en a§th@g@ore the unit development per time
(growth rate) app@ mostsuit to measur@ffecé\\m algae. Also, growth rates and their inhibition
can easily be co?@pare@ Sp@s te‘&? dur@ons a@% test conditions, which is not the case for
biomass. A ur@us usm\ S, T{e@urr rttest g@dehnes OECD TG 201, the EU-Method C3,
the EC regulation for Cl@mﬁ@@on g regulation 1272/2008) and the PPR Opinion
(EFSA al 461, 144; 2 list @row ate {&the most suitable endpoint of the algae inhibition
test. Also in the ﬂ@%v uatlc\Guld e D@lment (EFSA Journal 2013;11(7):3290, 268 pp.

doﬁLO 2903/j. efsa%B @@ ) g}s staté@that@wth rate is the preferred endpoint to be used.

In case of i ﬂ tG% th sults‘§ th newly submitted algae studies (Table 8.2.6- 1) are reported
based on @ 51ty t deﬁ@ty based endpoint amongst the newly submitted algae studies
is dern@@fro -@ e stu VW Skeletonema costatum. Following EFSA’s conclusion on the relevant
algae@iﬁ{dpohls c@u y has been statistically re-evaluated and the E.Cso has been calculated.

As th agreed endpomt is lower than the E.Cso of the study with Skeletonema costatum, the EU
agreed endpoint is used for the risk assessment. The EU agreed endpoint is based on biomass (E4Cso
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corresponds to a biomass endpoint). As the biomass endpoint is generally lower than the growth rat

@

this can be considered worst case. @
&
CA 8.2.6.1 Effects on growth of green algae @JQ & ©®
i R & § @
Metabolite RPA 202248 © gw N @
Y @ - )

Report: I N (007116639 (< 2 & & o
Title: RPA202248 technical - Toxicity@o the fresher green aléﬁSele %tru&@ é}

capricornutum) O B i &
Report No: R004952 & NN NN
Document Report includes Trial Nogg R Y %U @Q N RS
No(s): 10566.0797. 643@430 @ é}’ @j& ©@’ ('S <\ )

Mo16689101-1 < . © @ & 9O & &
Guidelines: USEPA (=EPA): IQF”RA\@ZZ FIFRA 1232 (19828 = §

Deviation not spefified, > é @ © ‘i”;% @Q é\g S
GLP/GEP: yes O° A Q K v S S & g

[©) @ w\?
R o O SN @Q @@ S
2 SN I
@ & v @J@ @° Q D

Objectives: § S ©° o o )
The objective of this sh%y wag) de@@fmm@ﬁhe efféct ofﬁ{PA@Oﬂ%@ Teckmical, the primary

degradate of the herbicide lgA 201%2 the(}row of the fres@wate@%’reen alga, Pseudo-

kirchneriella subcap@m (S@ast&% caérlcorr@
St Y &

Materials and l@ét s@ \ w\f \ \© §9 @

Test materials 48 analy pl%%@ 9%@}% vg}w ww@sted%peciﬁed by origin batch no.:

JYG 803A (E %501% 1)& S ©o b

Pseudokﬂg neriella s pz@ we@posg in chrmu&@eneratlon test for 72 hours under

static e&posure condiffons t(@le me ured@once*ﬁ%ratlo\@of 0.024, 0.077, 0.29, 0.86, 2.9 and

9.4 mg pure metal \e/LQm co@ns&&@o a é&i a sotvent control [100 pL acetone (including

the appropriate @@onca‘uol@f t@ﬂ test=igem) / 100 L nutrient medium was added to all

concentration @vels #2 the@vem@ontr(@ N @) @&

The test sys@n conste t}@e repék;@lte \%@els @tes‘[ level and control. The initial cell number

was 3,0 1ls/mL. 2 @ %

Growth thibition \@calc%lated wsing ae blé@ass per volume. The surrogate for biomass was cell

den{%? (used as reSpons arr&t@f) Q

The pH ValueS@n the contr(&s ran from 1 to 7.5 at test initiation and from 7.3 to 8.9 at test

termination theé\ﬁcu@n teq) eratu% was continuously maintained at 24°C (measured in an

addltlonal gla@ essgl) ove \J he whole period of testing at a illumination of 3400 to 4300

lux.
Quanﬁtﬁve @ r@f B@ BJ39463 (CGA 357262) were measured in all treatment groups and in

th@ntr(é@g@ day@’and@y 5 of the exposure period.

Dates@?experimental work: August 15 1997 to August 20 1997
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Results: .
Analytical results: @ @6
The analytical finding of test item in the treatment level was determined @i day 0 and M n

measured concentrations ranged from 94 to 110% of the nominal concentrat@s. All result‘&are based
S

on mean measured test concentrations of the test item. % § L o
N SSURRC IS
< & Y S LS e
e . X SENS &
Biological results: ©Q @ O é\a o
Effect of RPA 202248 on Freshwater Algae (Pseudoktr@ertella subc@mta) ina IZ&QgrOXth hl@Oﬂ t(@%
¢ o N
Geom. mean Day 3 (72 h) @@ ay 5 (I@fh) X (O ¢ @
measured %% (5 <
concentration Mean cell4number +SD C&Mean c@l nun@r + §Bz @;\@educ@ﬂ [t S
x 10* per mL > ('S % .
[mg p.m./L] % > &
= Kl s O & o
2 \»)
Control 612 o [ dwe ;.@f <7 -7 o0& $
Solvent control 43 £7.6 &7 wsd 233 YA @ & |0
Pooled control 40 £6.0 O L 152344 @ >y, Sha &Y
0.024 29 + 24> v 440> b G 1D N
0.077 49+£16 .9 |9 4B+ 7 Y ¥
0.29 40a55.7 T D149 £30 SR Q1 A
0.86 34173 ool o 14 £324 0 o |P e 40
2.9 A0 £ & |, @ 14¥+35 SN 669
9.4 '~ 3.4 % 1.0 6.0 £8P N
test initiation with 3,000:cells/m: Q AN W D
N S s O T s O

S o «
At test termlnan(ﬁ a@mon t&or@ ceQ blo@& cel@@}vere@bserv@l in the 0.29, 0.86, 2.9 and

9.4 mg p. m/Lt c@entra&ms «Cell fr@nent&were %se ed i
concentra‘uon@Cel@xp & to the rem#ining @eatm@ levels
controls W@& observed o ,&gbe n%%al <\ D v @ @;\’
& @) & SENEES
A @ @ S, o N . o
Statistical analysis 11113@5‘ Tegt), of tl@%ataw\e}tabl@ed a significant reduction in cell density in the
0.86, 2.9 and 9. %@g t%t ite r@ tre%ﬁent 1&els when cpmpared to the performance of the pooled

control. @ @ @ ) @ § @@Q
Q O 0 \ S S D
o R & e
Conc‘lwlts@s @fﬁf D"
A gro inhibition %eg? con@cte&wnh 2@48 on algae (P. subcapitata) under static exposure
@)

N
con{f&ons reveale @wmg@sul@ Q

EqCso (0 - @h) 1 @mg @1 /L @ased Qn mean measured concentration) and
EdCs0 (0 &IZOh)%ﬁ 5 gp m(l (base@on mean measured concentration).

O
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CA 8.2.6.2 Effects on growth of an additional algal species
& &
Report: I I 109 -162947-01 NG
Title: RPA201772 technical - Acute toxicity to the marine dla@“, Skeletone@ia
costatum ’ @ S . ©®
Report No: R002577 NS
Document No(s): | Report includes Trial Nos.: ® BN o\@ %
10566.0194.6322.450 VC@ @§ é}” Q\ @Q
M-162947-01-1 ~ 2 & & ¢
Guidelines: USEPA (=EPA): FIFRA §§@2 and §12§&2 (1982); @ R @© @
Deviation not specified N &
GLP/GEP: yes o U G i @g
q @ % \*) ©r o\ %
& & O & N
Objectives: % N AN ©© @j @
The objective of this study was to dete@mne @effe\o R&%ZO @VZ T{y@hnica@soxaﬂutol@ the
growth of the marine diatom, Skelet@ma &%tatu@ Q\ @ﬁ § § § o
L)
Q > & FEF S
Materials and Methods: © @@9 ©@ ® S
Test material: RPA 201772 g@xaﬂmle),@alyse@urlty&%% 8 @N/V%@Was tes@d, s@ﬁied by origin
%

batch no.: 39 ADM 93. & @ @& g SHEN

Skeletonema costatum were exposed 8 a clixdnic multl -generation test for @ hours under static

exposure conditions t%the m@a m@ured@once@raﬂo&@of 9024, 0. 008&@027 0.090, 0.30 and

1.0 mg test item/L es ond1 al c ent@imns £0.0022) 0.00%4, 0.024, 0.074, 0.24 and
§ to @ "wateg, d%sol\f@t con@l [169 ul@ﬁcetc@(including the appropriate

concentratio éﬁw tedfitem %100%L nu@n‘[ @sdlu%was added to*all concentration levels and the

solvent contro ©) @

The test %@em con51steg of tlm;e r@ate V@sels per t %@evel @Td control. The initial cell number

was 1 @ cells/mL. @ @ IS N @

Growth 1nh1b1tlon® cal«?late(@smg @ae b&}nas&per voliuhe. The surrogate for biomass was cell

density (used as @%on%para@er) ‘?\9\ &)

The pH valuegyin th@nt@ﬁ ran@ed fr@ 8. 0@ 8. 1@§ test initiation and from 8.6 to 8.7 at test

termination “fnd th@lﬂC@tloNemp@mre @ged@rom 19 to 20°C (measured in an additional

1ncubat§@ass vessel) over t ) holg peri §%}}f tes&;@g at a illumination of 3200 to 4800 lux.

Quantitative amount %RP&O 1\72 (1s ﬂuk@) were measured in all treatment groups and in the

con{&l on day 0 aftd day @f the @(pos{é pe@l

0.75) in compari

& @ Q
Dates of egnme%ﬁal gﬁ %p 06 to April 11 1996
N O Q
Resul% @ @ (§

Analy\t%%al r@ﬁs @

Tl@ anal{@al ﬁndlng @tes‘[ item in the treatment level was determined on day 0 and 5. Mean
measu@ concentrations ranged at test initiation from 75 to 92% and at test termination from <LOQ to
21% of the nominal concentrations.

All results are based on mean measured test concentrations of the test item.
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Biological results: . @ @6
N g
Effect of RPA 201772 on marine diatom (Skeletonema costatum) in a 120 h growth i((l\@ibition test @® @
Geom. mean Day 3 (72 h) Day 5 (120 h) @ s O\Q
measured Mean cell numb Mean cell number | Reduction [%] > @
concentration ean cell number ean cell number e u% [%o] O QD w
x 10% per mL x 10° per ad) %, S Q
[mg a.s./L] V Q@ < @\ @ &@
S @ 5
Control 21 06 < na. A QQ § C&©
Solvent control 21 R\ Q°  na. & & © &@
Pooled control 21 ()ﬁ@’ 106 gta R | O ¢ @
0.0024 2 108, [N 218 R L N
0.0081 18 L AN S o
0.027 17 87 O b 7 @& <\ x
0.090 12 TN ) 39 & @7 @
03 5 NN S FRE T S
1.0 3 RAEN v ) 3o L S}
test initiation with 1,000 cells/mL §© %ﬁ& Q\Q Q @’ @U @§ & %@)
O S
Thin cell walls, cell fragmentg, and@%ated@%ells Qyere @% 1n t@ 0. 4©and§é) 75 mg as./L

treatment levels at test tem@?‘uon Tell @gments were%bs
treatment levels at test ter@naho@

Statistical analysis (Willtams' %st) of {He da§sta@shed AR 1gn1t$%ﬁnt meﬁ ﬁn cell density in the

1n@e 0. 02 anc@) 074 mg a.s./L

0.0074, 0.024, 0. 074 0.24 7&%@ a.s tr@wm%@vels en @Qmpar the performance of
the pooled control @ @ N @

SIFGEPORICIIN g@ & &
Conclusions:©O o O oy §

A growth i hibitioftest é%nduc@gd with RPA é%lﬂ@lsoxa@utol@ on marine diatom (Skeletonema
costatu nder static @posu@ on@ns reveale@he fm@;ults
Ed%éo (0 - 72h)- ?082@ as/L (b om@ean mz\agsu@bconcentratlon) and
E4Cso (0 - 12@» %11 mg &s./L @a,sed o@mear@leas%ed concentration).
R

©©Q O o\@ o *@%* @

Q N N
¥ 8 &P

NN®) %
< & o)

@ @§ D

NI

©@

2 %

& by

f/é@
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Report: I oM 166879-01

Title: RPA201772 technical - Acute toxicity to the freshwater blue-green alga, A@oaen@
flos-aquae @§

Report No: R004947 S 2 A

Document No(s): Report includes Trial Nos.: @,Q S . @W

10566.0194.6324.420 N

M-166879-01-1 ) < R

Guidelines: USEPA (=EPA): FIFRA §122- §123-2 (@sz); SN o Q
Deviation not specified @ \© S m&

Deviations: At test termination, after the a ical samp].@{;vere collec@ ther&vas a@ N
insufficient amount of sol@to measure &duq%wty in‘the 1.Q mg a. s &@
solution. This deviation ha@jfo impact omthe resfits of t tg(@ 9

GLP/GEP: yes . R E %o .

Q @ N
Objectives: Q};\’ @Q Q@ @ © é 2 @& ’

N
The objective of this study was to deter@ne tb&%ffeet\\f RP@ZOl@% Tec @malégsoxaﬂutole) the

& R
growth of the blue-green alga, Anaba{i i ﬂas\}qua% v N S)
SR 5 S
SR S O &S
Materials and Methods: R 2 S S &© Q QRN

Test material: RPA 201772 ({@Qaﬂkﬁﬁe) an@’ysedzﬁrlt&ii T@QV/W was tes@, siﬁed by origin
batch no.: 21 ADM 93. v N
Anabaena flos-aquae WeF@ exp(@d 1&? c r~ 1c u1t1 generatl%@[es‘[@r 12Q hours under static
exposure conditions to the n nal gynee R 1o 4 %081 07027, @90 0.30 and 1.0 mg
test item/L (correspofighng t@’nlt@meaS@ed c ntr%%ns 01@ OOQ@O OO@% 0.028, 0.087, 0.23 and
0.99) in compari to watel%ld ﬁolvent cor@ [lggﬁuL chton@mcludmg the appropriate
concentration of{the te ©\ 1tem}&1 10@% mL m}nen&ﬁledlu@w ded,w\\ﬁall concentration levels and
the solvent col SRS ﬁfg @
The test system con51sted of thr@@ repo%ate \@Sels 1@’ tes@level @d control. The initial cell number
was 10 cells/mL. @ @ § &
Growth inhibition was caléu@%ed%smg @e bf@g;nas%er VO gme The surrogate for biomass was cell
density (used as re§ponsg para r). \ @ @) >
The pH values 1 eén ran@@ frong @7 5 ﬁgtest initiation and from 7.7 to 8.5 at test
termmatlon the@ncubé@n te\mpera‘&ge Wa‘s\zl + (measured in an additional incubated glass
vessel) ov%the whole pe@;d st1 t a 11®m1na@n of 1100 to 3300 lux.
Quantitative amounts (@RPP@OIW (1so@]u s&Yoi\gwere measured in all treatment groups and in the
contr& onday 0 a a@ay S%f the @posu@ perf@@
& Y&

Dates of exp@@im(&t@l gk: S M@%h 16 to March 21 1994

&~ S @
@)

v
Results@ < S

/°
@

O
Anal%’ al re@s: @ §

@ 8
T]@Qnal al ﬁn@ng @ test item in the treatment level was determined on day O and 5. Mean
measuped concentrations ranged at test initiation from 78 to 110% and at test termination from <LOQ
to 53% of the nominal concentrations.

All results are based on mean measured test concentrations of the test item.
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Biological results: \@ @@6
Effect of RPA 201772 on blue-green alga (4nabaena flos-aquae) in a 120 h growth i}(l\@bition test @® @
Geom. mean Day 3 (72 h) Day 5 (120 h) (og Q& O\Q
measuret.l Mean cell number Mean cell number Redu%ﬁ; [%] © § 9
concentration 4 7 S X
x 10* per mL x 10* per ad) %, S Q
[mg a.s./L] V @ < N @ @
Q S S
Control 16 8% < na. ad Q o &
Solvent control 16 A% Q aa &1 o @) &@
Pooled control 16 2092 gta R | O ¢ @
0.0020 16 2, [ S06& R L N
0.0086 14 EY AN o
0.028 12 73 O B T ©§ <\ %
0.087 12 = e T T ) 32 8 @7 @
0.23 7 F N B Ol N o &
0.99 3 2| o =J7 N NS
test initiation with 10,000 cellsymL ~ ©Y % ., & ° > Yy O
.78 & § 2
Cell fragments were observed l@the Oé? andf@ﬁ n(@j@va . /@%eat@e nt | e@@s t Qgh ut}le exposure.
Normal algal cells were ob@ed inthe éé@nam%ng treatient &@e (@0 020@2 .00860.028 and 0.87
mg a.s./L) and the controls throughput thgexpogute N N 9
prongu 1 N

S

Statistical analysis (@&ha @es&%@mms@a‘ce@@ si ant&ducﬂ@n in e@%densﬁy in the 0.028,

0.087, 0.23 and 0.

g a.s./L tx

reduction in cell donsity Was egtablishetat the.0. OOQQ and 086
e S s f
Conclusions: © ™% @ ©

A growthxinhibition

t

&Vels% con@ared@ the pgled cgltrol data. No significant

a.s treatment levels.

@

flos- ar%e) under statk ex&%re COHdlth@S%fe\é&@d the&ﬁoll(&%%g results:

EaCs0 (0 - 72@
E4Cso (o 1 56n)

%

0.

@

***a@
@@*‘

é/ f

cor@ted@ RP% 20@772 aﬂ%@@e) on blue-green alga (Anabaena

b&sed on@lean éeasn&ed concentration) and

8 mg
'@@%aseﬁkon mean me@red concentration).
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Report: I oM 166881-01
Title: RPA201772 technical - Acute toxicity to the freshwater diatom, Navicula @
pelliculosa @§
Report No: R004948 > @}@ N
Document No(s): | Report includes Trial Nos.: @,Q S . @W
10566.0194.6323.440 N
M-166881-01-1 n O &§ e
Guidelines: USEPA (=EPA): FIFRA §122- 4{% §123-2 (@sz), é}g N @&
Deviation not specified @
Deviations: The Study Protocol states that yhen a 250- %st flask is @uued@ IOO@L teég
solution is used. Due to an additional analyf%l sagp ling {24 hours), 10 fHL of&
test solution was removed each tes&gessel @us red ing the soldion @
volume to 90 mL per vegsel. Al%leysm € a@)s %mu% at &ours\g as
required because two (&1@ thége Q mp[%ass day 0 %alyses
were outside of the a cepta rangg,esta ed fo th1s aboraté <
deviation had no ifpdct ointhe réSults gfthis stay. §@
GLP/GEP: yes RN @ .S O %\ NI
SSRGS &
Objectives: N KON o ®\ S @Q
The objective of this study was to deterfine &@effe@)f R Q‘;@) ZO@ T@nwa&wsoxaﬁ‘mole) on the
growth of the diatom, Navzcui@pellz&;%sa@ & @Q % é
RSN S BN
. Q S & T Q&
Materials and MethodS'\ @ § S $ N
Test material: RPA 201772 %@@ afltp ur;t%@% 7%@ W/xvxwas ge@d specified by origin
batch no.: 21 ADM § 3 o <

Navicula pellicu W@ expg%d in,a chronic, ffulti- @g@:raﬁ@g test@or 120 hours under static

exposure condééns t@he no%mak@once@%tlon&of 481}& 27, 0.090, 0.30 and 1.0 mg
test item/L (c@resp@m t@nltla@neas@ﬁred cc@@centns @ 0. 0@ 0.0093, 0.030, 0.096, 0.29 and
0.64) in cgﬁlparlson ta.a wat&%rs%@olv@t cont@yl [1Q9 uL @cetone (including the appropriate
concery@on of the é@ L n&ltrle@%ed ﬁwa@dded to all concentration levels and
the solvent contro &\ éw ©® %\ & Q\
The test system @smt of thi@e repljtate V@é’sels }Qr te%level and control. The initial cell number
was 10,000 ce@s/mL ) <) ©\ ) @j
Growth inhi¥fition v&@s cal @%ted\ ing @mgae 1t@m&ss@er volume. The surrogate for biomass was cell
dens1t3;{(§,d as responseara&er) % %
The pHSof the two@%ﬁghes@rez&ment e@ls @ereased from 7.4 at test initiation to 7.2 at test
termination. This x@ecrea@m pB app&drs @be attributable to the degradation of RPA 201772
Tec?mcal The pH of th@’em&i@mg t@t sol&t@ns at test initiation ranged from 7.4 to 7.5 and increased
to a range of ZJto 8: %oat gemﬁ@tlon Q
The incuba@ temiperatuferanged fropd24 to 25°C (measured in an additional incubated glass vessel)
over the @jﬁole @Od c@@estl n@at a illumination of 3200 to 4800 lux.
Quant@ 1VE 3 unt%f RPR& 201772 (isoxaflutole) were measured in all treatment groups and in the
con@l on gy 0 a@a@of the exposure period.

<« §
Datesexperimental work: March 17 to March 22 1994
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Results: .
Analvtical results: @ @§

o,

D
At test initiation, measured concentrations of RPA 201772 ranged from 64 t@y130% of th@%mi al
concentrations. The decreased recovery of RPA 201772 from the 1.0 mg A.l@ﬁ test solutioh (64%) 1s
believed to be due to the limited water solubility of RPA 201772 (&g., < 8.0 r@). %@ test,

termination, measured concentrations of RPA 201772®tablished f{ﬁ?the treatnlg;ht levels tes@
ranged from 36 to 44% of the nominal concentrations. V @ @@ § y\g@ &@
All results are based on mean measured test concentons of the t&@item. Sy Q § c&©
- © < @
=) R & & <
o & | O @
L Q N . \ %
Biological results: = @f@f N D L §
R A
Effect of RPA 201772 on diatom (Navicula pelli&osa;\ﬂi@a 12@h gro@a inhilition te§ AN
¢ o <S é & M
Geom. mean Day 3 (72 h) ) o\@v Q\aﬁf 5 gz\\déh) % @@ @j @
2 @ 2
measured Mean cell number @ -Mean cebhumbty | ®eduction [%]4 %o §
concentration x 10* permL _Q T x 188er o < S)
[mg a.s./L] p o @p @ % @ &
Control 25 K S 93 D Ona.cy’ N
Solvent control 26 9 9 % @\VJ TS S
Pooled control 260 g Y Q nx O &
0.0031 26 . 9% I Gs S
0.0093 220 A Y @ 890 & 63 ° |9
0.030 19 9] & &8 o [N @&
0.096 K o | © %0 S
0.29 N - ) L 66 O Av30 o
0.64 § n 10_&) § 7 @ @@ - 8,
test initiation with 40,00 Is/m[> AN N U
AN £ SN N 2N

o D N
Cell fragmen@and@ate@lls wge obq&rved@@l the@%9 afid 0.64%ng a.s./L treatment levels at test
terminati({l@Normal algal celis, wer se in the r%@aininreatment levels (0.0031, 0.0093,
30 L ho i
0.030 ait 0.096 mg agg,7L) ariglthe ¢ trogt\hrou@ ut the expoSire.
o O\ Q \
O O & O S
Statistical analys@ﬁWi%ms’ 'Q@%t) amons@@éd a signifiént reduction in cell density in the 0.0093,
0.030, 0.096, §,29 a@)ﬁ@%g a. tr;@%ﬁnen vels@s compared to the pooled control data. No
significant reductionin c@le%&&wa@tabli@d a@@e 0.0031 mg a.s./L treatment levels.
.9
% . @ QQ @ @ o\%
Conclusions: S
\ Q Q
A g@%vth inhibitichvtest u&{gg Wit@ﬁ@ﬂn (isoxaflutole) on diatom (Navicula pelliculosa)
under static expgsure conditi({l@rev@ed the following results:

EdCso 2%@%7 2h§$§.20 a.s#l (ba@gd n mean measured concentration) and

EdCso(®- 128h) 0.8 mga.s./L (8@sed on mean measured concentration).
o) é@h o

@ @ skekskoskok
NN SIS

& @ P o
¢ & =

&
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Report: I 03 V-468837-01
Title: Isoxaflutole technical: Recalculation of 72h endpoint for Skeletonema cos@m @
(Original study report no. 94-6-5302)
Report No: M-468837-01-1 > 2 A
Document No: M-468837-01-1 o L7
Guidelines: not applicable L
GLP/GEP: n.a. _ ) 2 L9«
) AN AN
@ @ @
Objective: X @ @ % S

O N
This statement presents the recalculated E,Cy Valu®based on the original stt@ data@“ro Q@712

static marine diatom growth inhibition test by ? (1994, M 16294 ’-’ 01- l@vhergesul are b@ed
on cell density. According to the current guidelirie on algae @stm Q@OEC@: ZOO@and fol ow@ the
new Aquatic Guidance Document the recoménd c@spon@e vart @r@ie ev@aﬁon of al%te study

results is average specific growth rate (E; %) Mc@é@ver r Edyequir en@the st&dar@% p%gmd
N

is set to 72h. & o \\ RS &% \ v e §
@Q S &Sy ¢ &

Results & Conclusion: AR @@ D § %@)

Results are based on initial measu@d C(@centr@ons ottthe t te%© @@ @) N

The 72h-ECs obtained for th&”spoaﬁ%ﬁvarla@é gr«@h r&t asermn@d to@QO. 9 mg a.s./L.

N

@ g § < Q\y\’

CA 8.2.7 Effects on aql@; ma@ophy @ c& o

For information on dles a@:ad§valu d d@g th 1rst Q%I@rew@ of 1§@xaﬂutole please refer to

corresponding section 1n®e Basgltne &9551@r0v;d@ by K@yer (%ppSc@ce and in the Monograph.
F O Vs Y

Additional st@ies @@qu%@ macrophyt%% were?{perfod v@lch weére not submitted during the first

Annex 1 1rf@1u510n process anek%f‘e S 1tte®w1th1n@tyhls @pple@en‘cal Dossier for the isoxaflutole

Annex@enewal Th@ stu@ wilfbe sum;nan@ bele§ &

@&\é%@&,\c&%

< v
Table 8.2.7- 1: A@ltlm@gtudl on a@tlc n%wcrop@tes tested with isoxaflutole and its metabolites
Test substag\é@ ?g?s))t spm@és/study tyRQ N~ E%dpomt References
S 2013)
chr R @g EC@ 001439 meass | NNEE
Isoxa e . @ M-449195-01-1
@ PLemagibha @ 89 E@f 000313 mgas/L | foh e
N % @
%o %y (o A
N NN @§ (2013)
chrdfic d E.Cso 0.429 mg a.s./L
Isoxaflutole @l Myr riophy, sum <Q D14d E,Cso 0.238 mg a.s./L EBISX046
S % % Y M-452561-01-1
ISR @ KCA 8.2.7/05
e & &S 7 97
RPA 50332 Q@ § ' EvCso > 9.8 mg p.m./L R004951
A 203328 @ Lepna gibba M-166893-01-1
S 9 & KCA 8.2.7/06
” B R (2003)
> chronic B004561
RPAD5834 Lomns ibba ExCso Limgpm/L | o ol
KCA 8.2.7/07
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For the risk assessment with isoxaflutole parent, new endpoints have been calculated (
., 2013; M-449195-01-1). This was considered necessary because the original Lemna study wigh*the

compound (-, 1994; M-166896-01-1) had a duration of 14 days and delivged 14-days ‘@mass@j

endpoints, i.e. endpoints calculated from final measurements of frond nungber and dry igh@@n
contrast to this, the guideline for Lemna testing (OECD 221, March 20006) recomn@gds ~study

duration of 7 days and the proposed response variables are growth rate &% yield. A Q@lcgl@on f%@

the variable dry weight was not possible since no meas ents Wﬁ%@ken for thi rar d@g
the course of the study. However, for the variable fr@n number r@@suremsnts&@re n o@fud
days 3, 6, 9, 12 and 14. The endpoint recalculation%@?/ere perfor witl} the &@ays results @Q days
eline for %mna t@ng (6ECD & 1, I\@rch 2@6)
and the new aquatic guidance document® propose gr%wth r@ as @%pre&@’ed r ons&%aria@% the
9d E.Cso = 14.39 pg a.s./L is considered 49 the @eva@endp@at fe ae§tic Amacrophyte risk
assessment of isoxaflutole. This endpoint% in lifie wit\h@he reSults %f the 7edays L&nna @ﬂul@m
study which delivered a lowest E,Cso of@%ﬁ duﬁrod equ@ent tQ 10. L%l a.s@. w

It should be added that the current n st f 'so@ltole&@nd a@%tic @rop es is @3-days
‘biomass’ endpoint (3-d ECso = 16 g a®:/L) which dlso dees not@mp@%ithﬁ[&%CD and
EFSA guidance. R © 2) § &© ©@ ©© S

o i oo SR o g B

The new study with Myrzopm smcatu% , 2Q]3; 1\@25% 01-1) Ve%d a comparably
low sensitivity of dicotyledo%’ous fmacrophytes @the c@apounﬁ% It '°§ﬂlere,f\of@ co@dered appropriate
to focus on Lemna gibb%@n the risk 4gsessient; no furt@]@% testihg wi@@M g@atum (metabolites,

L @
formulation) is neces@s\%y. Q &) o o o N o

is close to 7 days but not shorter. Since both the

Qr Ko
NS @ N) X Q S
§&°\®&\0\©@§@@@§@@
Comments on ot@tagﬁes 4 @\/IZ&& @ § v

In the study on phofochentical d@gradagn in K@er t eta@lite%M and M20 were detected with
occurrenees”of 9.3% and, 16.8%, re@c ively=(cf. éA 7%@2).{@06 it is not possible to synthesize
and te@ese metabdbtes, th® follo ing@@tir@a’t@n is ‘fmopose@ to assess the potential risk of these
degradates to aqu \nacﬂg\phyté? O O s &
RN NS , :

Due to the hlglf@snnty &hm@@al strycturgs of and M20 with the known metabolite
RPA 202248 @f. CAD 2.1@ refefence i@magl@o the@cotoxicological endpoint of this metabolite
(EvCso = SS?g/L) l%/ fo@)vh@} wo \—case@g\ppr for M14 and M20. The Lemna endpoint of
RPA 20@ has been @Vide@ a f@:“ﬁ')r %resymg in a highly conservative EyCso of 5.5 pug/L. For
the exposure side, maximu Gy Valuéaf alg’ﬁ@ﬁed for isoxaflutole parent were multiplied with the
ma){ﬁ’um occurretiees 0%@1 4 §@M2@n th%@lotolysm study.

S S
&@ %%g Q@ Q seskoskosk
R
T & O
N &
&% O @ Y

3 EFSA PPR Panel (EFSA Panel on Plant Protection Products and their Residues), 2013: Guidance on tiered risk
assessment for plant protection products for aquatic organisms in edge-of-field surface waters. EFSA Journal
2013;11(7): 3290, 268 pp. doi:10.2903/j.efsa.2013.3290.

&@
Q)
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Report: I 00 3:M-449195-01
Title: Isoxaflutole technical: Recalculation of 9-days endpoints for Lemna g1bba§&
(Original Study Report No. 94-6-5319) >
Report No: M-449195-01-1 > 2 A
Document No: M-449195-01-1 o> NS
Guidelines: not applicable L |
GLP/GEP: n.a. e K ) N {“
Obiective: V Q@ @g}” ©\ %"\9@
jective:

This statement presents the recalculated E.Cy valu

ased on th@@rlgmal stu @data f%m @—daz@
1994, M<166 96@@ 1), Where @ults e de@d

from frond number and frond dry weight. Accord%lg to @ @nt @ehn@\on oL%@mna %tmg
(OECD, 2006) the recommended response V@able fthe luat@m of {@mna @dy results is average

semi-static Lemna growth inhibition test by

specific growth rate (E.Cy). Moreover, theq%anda@{est\p@lod et t%seven@ys @7 @
S \ o < & o &
. . @ o O t’\? @ Q
Results & Conclusion: é\a @ @9 <
Results are based on mean measuronc&ratlcms of the testsitem. § @Q §y %@)
The 9-day ECso obtained for the r ponse V&I‘l@@ gr& Wth ra@was Q@erd toéé 14.3%ug as./L.
S oo ©
G SN L9
N N
: v O Q&
Report: I 2013;M-432551-01
Title: SToxicits ofgs xaﬂ@ole teh aticoplacrophyte, Myriophyllum
& spieatum @ < @
Report No: ¢ | EBISXad6 NN L@

Document @ -452561- 0@§1 v Ao o

Guidelines: ~  ©f Higher Tier Stugyﬁ)agg&%n QECD 221 (2@69) and OCSPP 850.4400

GLP/GEP? yes % o © V@
IS @ X @ o ©§ S @
Objective: & & RN
The objective of@?ﬁs st ev@ate &h@’dose@espo@e effect of isoxaflutole tech.to the rooted
aquatic macro@lyte zop lu cat@v Th udy s performed under static conditions for 14
days. S
% @ %@
@2
Maten@ and Meth Q @ \

Tes{ﬁem isoxaflutele te@Baw@’N 0. 64@/9 purity 98.7%.

Following a seyen day @clu&gﬁon @rlod @rlophyllum spicatum shoots were exposed for 14 days
under static Qondlt% p@s werd exposed per replicate to nominal (mean measured)
concentratigns of@%o (7 %20),@(65), 216 (167), 648 (496) and 1994 (1118) pg a.s./L. In
addition @’con andSsolveqw control were tested. Mean measured recoveries measured for the
combm\\ﬁ co@ t ofjsoxafiitole and the metabolite RPA 202248 (diketonitrile) ranged from 58 to
90 &f nogl -n@ hal védnes. Results are based on nominal test concentrations of pg isoxaflutole/L.

ater cf@erature of the test medium was 19.32 to 20.26 °C during the test, with a pH of 8.1 — 9.7

and co ous illumination at 9130 to 10450 lux.



B . Page 54 of 94
sayer) Bayer CropScience 2013-11-29
R

Document MCA: Section 8 Ecotoxicological studies
Isoxaflutole

At test initiation (day 0) and test termination (day 14) plant biomass wet and dry weight were
recorded. At days 0, 1, 4, 7 and 14, samples were taken from all test levels and the controls an@ed <

for isoxaflutole and RPA 202248 (metabolite of isoxaflutole). 5 Q\ §
@
. ~N NS
Dates of experimental work: June 28 to July 19, 2012 IS @
> O o 2
© N O &
Results: \a @ < Q\ @ &@
Analytical results: & Q y\g@ @ é\g Q)
The results of analysis for test substance concenfétions in th@ﬁest sqlutio&@vere to@@% é“
nominal. Therefore, it is appropriate to use mea@ sured tes%oncm@%tion@ & & @§
N 2) Q@' ‘:”;7\ w\f@; 6\ °\% ‘§
Biological results: Q @ é\a @% v @y AN .

L S

Plants in the control, solvent control and&ﬁourb 1@vest featmef gr%)s (88, 24, ) am@m }@SL)
appeared normal throughout the study. Q%ﬁntso 'ﬁ&gﬁe t ig&@t treggn 1

had shoots with red tips and roots wik@somﬁg}a‘c Y ce%evel ent Oﬁ@ed e cofitrol and
solvent control groups. Growth dat&@or alligplantswas 1n%l:udec§n the @a a@@sm. S \%

CHIRS, © o W
o 2 &S HS T
Inhibition of Myriophyllum spg’i@tm dukring @ay exl@;ure to isoxole@§ch. ©
& ¢ & ¢ & - %
Test substance ) O Ssoxafldtole techinical AN 2
Test object ~ y @My};@hyll@spic%@n% % /ﬁ\}Q
Exposure g\\ﬂ @§ %@ 14—215y — @10 exXposure Q ' ;\\J‘p
Endpoint units <f g 'S & @w [ﬁ a.g/(@ @ ~ -
. N Shoot Jength SWet weight 5‘@ @DPry weight
Endpoint resul(t@@ ©\Growt% rate®, (g} Grgﬁﬁl ratg Growth rate
NOEC Y f =« %0 Lon & 0 _on
ECy” 219947 &) Oy @ U 4
95%C.1I. @ | fd | os 576018290 | O 25810690

n.d.: not determined & . Q %y N
4 5
onzg,” 2 °
Conclusion:g, Q @Q e © Q @’
The lowest EXCso in the @ayosu@ f th@}oote@quatlc macrophyte Myriophyllum spicatum to
isoxaﬂu@ technical was obtained d@%}eighggrowth rate. The statistical NOE,C, LOE,C and
E.Cso foithis endpo@wwer%% ZQ and 429 ug @/L, respectively.

@
SRS g
@%%&Q@&
s IE v
O - N
T & O
N &
@9@@%
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Metabolite RPA 203328
ﬁ <
Report: I N (007:M-166893-01 &
Title: RPA203328 technical - Toxicity to the duckweed, Lemna gibba A v
Report No: R004953 & S
Document No(s): Report includes Trial Nos.: 058 \&
10566.0797.6441.410 A S & .o
M-166893-01-1 N &
Guidelines: USEPA (=EPA): FIFRA 122-2 Q@TFRA 123- @@ S @
Deviation not specified @ N (i\o\”
GLP/GEP: yes @ N S N N @
> 9 &
G 5 T8
Objective: « & é@’ W @’ @ NN
The objective of this study was to evaluate thd tox&@@y ofﬁA %@328‘){&% 1soxa%tole) to

duckweed (Lemna gibba). The study was d%lgne%s a\s@tlc g wagxpen@ent for94 d@j
N %>
N K OO & s

Materials and Methods: Q@ K\ é\g N é\ﬁ @ & O
Test item: RPA 203328 (metabolite 0 1so&'lutd%@) Batth NO\@MI , pl@/ 99§ %@2
Five plants with three fronds eachswere&gxposéd in e repl \) ateQQ nogfidna entrasions of 0.10

and 10.0 mg RPA 203328/L¢@%ﬂut&n water was @new& afteﬁ, 6@9 and @ daé In addition, a
negative control (dilution V\\%ter)@@nd R Vel@pontr@g (acetbne) were tested. ”%e endpoints were

expressed in terms of no&%ﬁal co@ent@1c::gj§ g ST §
Dilution water was H%aglan@me@lm Igof 59O+ 0. Water tem@ature was 25 + 1°C
during the test, wit ntlnu@s 11@11nat@n at @O - O 1ux© & &\

After 3,6, 9, 12 @s re 10n$ fr%d den§@ anoma@ dry Weight were recorded. At the
beginning and ofsone renéwal period @y 0 éq;l day §@pleswere taken from all test levels
and the contr@ an@ed fgﬂ@RPA 332‘5& (C’@ @ © @

& ¥ o &

Datesé@xperlmm@ w@ @ Au ust 2@% Sep{\ﬁeﬁlber@% 1997

S W\a@ Ry
@&@ %é&

Results: @@Q QN @ %\ %@J &
Q @ @@ A § «§
Analytical rc,s@ts N \© N
The result%\f ana1y51s te%subs@e c%@entr@ms in the test solutions were 98 - 100% of
nommal@? & QQ @ @ Q\“\a
o S
N

N SN
Bioloical results: § @@ o\@ Q@ §
On day 14, fr(@ds exposed@ the @2, 2.4, 4.7 and 9.5 mg RPA 203328/L treatment levels were
observed to norm§§} Statssticakgnalygis (Dunnett’s Test) demonstrated no significant reduction in
frond deni@i gg .10@nd 9.8 mg teditem/L treatment levels as compared to the solvent control.
@ O

N
§§9 @§@®§
@ & <

&
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Inhibition of Lemna gibba during 14-day exposure to RPA 203328 (metabolite of isoxaflutole)

Nominal Mean frond Inhibition Mean frond dry Inhibiti(@g/ 4 6
concentration numbers at test [%] weight [%@\ by
[mg RPA 203328/L] end [mg] @ @ ~
Control 448 - 603 @ s, Q7
Solvent Control 394 - 61.20 § - § G
0.10 412 46 (9 60, SR8 ©
10.0 392 0.42 <60.5 o’ 85w <
N\
@ & o V9O &
Conclusion: % 22 $ & &
: Q@Q} . ) O @?h @
Therefore, the 14-day NOEC for frond density wa dete@rmme@o beQ.8 mgggest 1tgn/L and e&day
ECso for frond density was empirically es@aate be@ 9.8&%@ t@@’iterp@, the }igh§t mean
measured concentration tested. A\ Q%%” @© Q@ & Q @7 &
. N A\ < @
< &
Metabolite RPA 205834
Report:
Title:
Report No:

Document No(s): Repoﬁ*zincle@es Tr@NO@& oy AN 7 ©

& 13086 LS &2
M§414S&;)—01—1@} S e o o~ NS
Guidelines: %USEB% (=E§%): 12222 apP1232; O §\ v

Deyiation it sp eGied §’
Q

&
GLP/GEP: S ye® R .
© N N &
S o & EF s &
. : N
The objeci@e of this stady was (6 evaiate tl@tomm@b&é@ 20 ‘
duckwﬁ%@ (Lemna gi@f}. Tl@tudy as gglgne@ a static-refi@wal experiment for 14 days.
o\) Q\ % @ o\ %\
© & i~ é&
Materials and @ho S

(% Nvo®,
Test item: RP@2058 me@oli‘te@@so@ﬂu‘co ; Bat@aQNo.: IBGB932, purity 99.0%

Five plants With thr&? fron@s ea&&\ver pos@in thtge replicates to nominal concentrations of 0.63,
1.3,2.5 @ 10 mg RP 2058§L (@esp %ing@@mean measured concentrations of 0.59, 1.2, 2.4,
4.7 and9:5 mg RPARQ 5834%). Qlutior&é‘[er@s renewed after 3, 6, 9 and 12 days. In addition, a
nega\ﬁwe control (dﬂutio@te&%d a&lve@eomrol (0.1 mL dimethyl formamide/L) were tested.
The endpoints were expr@seiﬁ@ termgs o m&@l measured concentrations.

Dilution wateg was %@agl id’s ngé@ium with a pH of 4.9 — 6.2. Water temperature was 23 - 25 °C
during the L@ wiﬁr;ﬁcontous &iyumi n at 3200 - 5400 lux.

After 3, @%, 1@d 140days reduction in frond density and biomass dry weight were recorded. At the
beginm\iﬁ a@nﬁone t&hewal period (day 0 and day 3), samples were taken from all test levels

an&@ cog@@)ls a yze§%r RPA 205834.
N

@)
Datesexperimental work: October 28, 2002 to November 14, 2002
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Results:
Analytical results: @ ©©
The results of analysis for test substance concentrations in the test solutions were 94 - 95% of %ﬂlnal@ﬁ
@
& N
Biological results:

On day 14, fronds exposed to the 1.2, 2.4, 4.7 and 9.5 mg RPA 20@@%}4& treatme@QleV@ We§r§@
observed to be smaller, curled, chlorotic and had less ro {formation t}@a the controls@ roni\sxp@d @
the 0.59 mg RPA 205834/L treatment level were obs%red to be ghaller and s@%htly@lor@e asé
compared to the controls. No significant dlfference@n frond dty compare&o the@ont@ WE@
observed in any test concentration. Q}

A 12,
The frond production and frond biomass (dry we gh% were @mﬁmﬂy @uce@n the&L 2%@4 7
and 9.5 mg RPA 205834/L treatment levels. w\g &
¢ 5 & & P o <
ST @ R s 9O & ¢

Inhibition of Lemna gibba during 14- day%xposu%to R@ 205&@ (mﬁ\gboht&g@sox tole) §

@, N Q

Mean measured Mean frond) R Inhll@slon Qe @% d dl@/ »Inhibition
concentration numbers at &st @’ A IR § ght < D @
[mg end @) S S & &©[m@ @@
RPA 205834/L] _ @ o @’ oS @ e) P S
Control @3 . NS . &@ . 7 % © -
Solvent Control 6815 Q" > @. Y @17?\(&\ 2] -
Pooled control 8 f(% o @§ %) § G 169 § -
0.59 & W2 | SR O Sss S 8.6
a4 ¢ N G c
1.2 5@ A 129 13\© §§J & 76 @, 55
24O NN PN & 85 68¢
41 & Qw1 O | - O 5 @36 79¢
9.56 N 1342 & s o] g 17 90°¢
a Perc hibition relatl@to theXpooled @frol Q> S o
b  Percent inhibition rqla e totheeontrol ) v
¢ Significantly redu@@omp%% to p@lﬁed corf@d|, ba&}on B@gferronl%}est

» O

. S @ @\’ RS @©

Conclusion: Q @@ @ S © @

The 14- days\‘@OECCﬂ)r &Qﬁrem Var@sles (fond number, dry weight) was determined to be

0.59 mgﬁ@ item/L. The ow§ 14—@% EC@ Val&@was obtained for the measurement variable dry

weight was calcug@t%d asR1 mg test 1& L©
. NI N
N (g @\ R Q)

> & @ A
CA 8.2.8 &@lgurt%ﬁ g on%@atic anisms

For 1nfom&§ \stud already ev@%ed during the first EU review of isoxaflutole, please refer to

corresp@mg §ptlon 1@the eline Dossier provided by Bayer CropScience and in the Monograph.
N @? <

Addsbionales udles@’n ot@r aquatic species were performed, which were not submitted during the first

Annex@clusmn process and are submitted within this Supplemental Dossier for the isoxaflutole

Annex TRenewal. These studies will be summarized below.
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Table 8.2.8- 1: Additional studies on other aquatic organisms tested with isoxaflutole

Test substance Test species/study type Endpoint References {@y [

et al. (2(@)
Amphibian, chronic 10610-01-1@
Isoxaflutole Xenopus laevis ECso >3.7mga.s./L 1SY004 & ©®

KCA 82.8/@% A

O 29
@ §® RS &
S~ @ % @\%1\\/1 %@
Report: ; ; ; ;20 q
410610-01 & N <§ N
Title: Acute toxicity of 1soxaﬂuto)5%§o Xenopus lﬁ%ms gnder Q&W thr@gh conditions”
Report No: EBISY004 Kok N 9 0
Document No: M-410610-01-1 & > MESEEN 2
Guidelines: FIFRA Guideline 72 @(19&%9 OE&D 20@199&@' @ < .
GLP/GEP: yes A IS O L
@ D9 s
NS R N S = &
Objective: Q A N &Y @ N
The objective of this study was t @aluw%the 1Q 101t ﬁls%@lut%@to opu§ew’s.@‘ he study
) @ N
was designed as a flow-through e@em@nt for48 houts. S e 0 @) N
ARSI S«
Materials and Methods: *- % & NN &

Test item: isoxaflutole, Bd®h N0©646@8/ rltygi@;W «;§ @ v\,@

Xenopus laevis tadpoles weregxpo @9 undezylo oug@ ond{uons t%eter@ine the 48-hour LCso.
The following nomigat (me& m@red)@once@tlo%\lere @clud@b in th@ study: control (<LOQ),
solvent control ( Q)31 (0%) Q;;@ (O 50), 1 Q&O 8@2 5 Q 7) ag 5.0 (3.7) mg a.s./L. Since
no toxicity was @pec&d the fmgh st lev% wer@g%t upi% the 5 Ctl@% imit of solubility of 5. O mg
a.s./L in dllu'@n W@r Thé&e wefe thrég, repl “3tes @O tad Y
level. &) @ <\ @ %

Water @erature wass 1 5 §1 9 @ and a pH §8 1 ;@@ 4 d@mg the test, the photoperiod was 16
hours of light and 8% urs k. =, @Q \ N %

Survival and sub%@t al%ehg@ ef&%ts o{y@dpol@ We@ recorded after 6, 24 and 48 hours. The
concentratlon%@) the ce©%s sureb@t tes@‘uaﬂon (day 0) and at test termination (day

©

2). Q @) ©© Q @ >
3 § & 7
Dates @xperime&%l wokk: Ju&@h une 24, 2010
%o § S @ @ D
N § ~ Q&
> &Q @ &©
@
& &S
%o Q

@
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Results: S
Validity criteria \@ @§
e — & R S
Validity Criteria Recommended Obtained in | & IS
by guideline this study N
Ay S & o
Mortality during domestication period <5% <5% % .9 %
Ve Q& N N @
: 0 v @ Y @@
Mortality of control group <10% v 0% @) NS g
S ¢ & .0
. R
Dissolved oxygen >5.8 m@ 8.1 tg&@&(ﬁmg/L Q Q @@ @Q}
: =) ST &
pH value during the test CQ@M \8.1 — 8@@ Q o % @
T T D LS S
Analytical results: Q ¥ N N L @
R, < S S S >
The mean measured recoveries ranged fro@ 68 t@4"/&(@the n@nn%ltest @centr@ons@e r@l ]
of the study are based on the mean me%red tésg\con trat@ & \© é\a s §
S LN O
S & 5o & @@
Biological results: (NN @Q S %@)
There we no mortalities or sublé%al efects_@p any, @)t c entr%@)n @T'B theamshas in all test
gho ttké%xp%ure pefivd. &@ @Q o (S é%
O N & S N L9
N > S &@
Acute toxicity to Xenopus'taevis g\posedjt@sox{(@olg@& h) @@“ . * 7 ((\?
Test substance Q - @U “Nisoxaf@tole C& &Q\
Test object &y & . @ S ~ Xenﬁ@ﬂs lagvzs @
Exposure @\y \M $ o N 4\48—h0®, floy rou@@
LCso 48 hours @J{% %@JJ ©) O Kﬁg?a]@ a.s Apra ;‘S\ hn@ of solubility)
LOEC & - 2 & 8 ©>33mgagt
NOEC & SO L © S 28T mggsiL
, » O & OO s S
Conclusion: S N %@’ SE
Based on the r@ults @ente@abové@)e —LC@@S de@ﬂned to be > 3.7 mg a.s./L
(O .
Q O 0 SN S D
¥ o K & o
@7 N Q @ @\
Q AN N @§ N
R o @ N @ @
N (g @\ R Q
@ > & Q
$ %“ %
&3 o
%o Q
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CA3 Effect on arthropods
CA 8.3.1 Effects on bees @ @©

v

For information on studies already evaluated during the first EU review of isoy%;lutole, pleas ‘\'@ fer to
corresponding section in the Baseline Dossier provided by Bayer CropScienc@d in the Meénograph

S Q o
An additional laboratory study on acute oral and contac@toxicity to ho@ bees haS%Qg:n p{@om@a
with technical isoxaflutole according to current guidelin@nd requirerf@ents. é}” A @ @

Further, a chronic 10-day adult feeding limit test waSQ\\conducted with soxaﬂutolgg@ﬁ’G > Mo Ve &

in order to investigate the intrinsic properties of %aﬂutole o@%nm ture h@@y bie live Gages,@

honey bee brood feeding study has been perfon@ with Isoxaflutole @% 75 @vﬂx&c@ogetﬁ@r W@%e

herbicide safener cyprosulfamide). & " G \:g,\ %@’ ©© \% %,

These additional studies were not submittéd du(% th@g&ﬁrst @zﬁme)@ inclfision processdand are

submitted within this Supplemental Dosi{%font\h@im&autggnn% I Ral\zg e s‘m@g W@be
& Q «

summarized below. N N

@ IS @ SN & S
& R N S &
o TSR
Table 8.3.1- 1: Additional studies @ee t@o)xwlty (%f 1s0xz$utole N) ) o @@ @Q N

Q)
Test substance | Test species/sftidy type ‘O 5> Endpoint © © deferences
% & KA (2012)

Honey bee. o O ghl L > 1089 s /bee 7| 72931035

Isoxaflutole

Apis el%era 2 (@ct:é@m @QO pg%ghs./bieg% 41348-01-1
D o 1 & Q A 8.3.1.1.1/02
NS S S QA (2013)
Isoxaflutole I@eyb e, 10d oni@@@ & 6L§§§’ > (90 mg a@/kg@& S13-00146
WG 75 O adult@redingstudy *v | s I}k C 20 @a.s./@ M-470650-01-1
O NS I & &

§ KCA 8.3.1.2/01
&L O O v S 03
Isoxafluto @y Hoxgy bee, @ﬁver@fecm 9 beexcolonies | 71401031
Bee brood /de e@pmeﬁ%
VeR tpis mellifera £ and @bro@ M-454689-01-1
&N s ~ S KCA 8.3.1.3/01

2 N %, N N S
SIS
& K o
CA 83.1.1 @Acutlcit boee@;@’ S O Q< @Q
CA 83.1.1.1°9 Acufte or@xicit&

Report: ) ] 3 ‘ ;2012;M-441348-01
Title: & NEffects df igoxaflu tec«@acute contact and oral) on honey bees (Apis mellifera
Py ;
R, L.)inithe laboratg®’ S
Report No: 7793103 0 Y ©

Document No: @° M—44}§§48—Q&@ Q)

Guidelines: > . HOEEP 213%and 214 (1998);none
Deviation§® éﬁ Yey Forthe cofffact toxicity test a 5 uL droplet was chosen in deviation to the
@ @ Suidelige’recommendation of a 1 pL droplet, since a higher volume ensured a
< <> Amoréeliable dispersion of the test item.

GLRIGEP:~ g ey,
> 6
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Objective: .
The purpose of this study was to investigate the acute contact and oral toxicity of isoxaflutole tec@o ©©
the honey bee (Apis mellifera L.). Q\ g
@ @ @

. ~N IS
Materials and Methods: IS SN
Isoxaflutole tech. (Batch No: 6464/5/8/9, Batch code: AE B197278—?@§01, Custonder Or«§ Ngs@

TOX 08283-02, Material: isoxaflutole technical substaé@, CAS 14142-29-0, Ln%s\m@moz@; @
Purity: 98.7% w/w analytical). « ©Q @ ¥ é\a &
Under laboratory conditions, Apis mellifera (50 wo@er bees pese; 100 indi&]uals i 5 @icat@
per test item dose level, controls and reference i 0ses) were expoé@ for 48 hou@§to a single @se
of 100.0 ug a.s./bee by topical application (contaét limif test)@nd t\:(,ij& singl’@dose@ 108 ug @bee
by feeding (oral limit test; value based on the&tual@?ake the t8st it In @tion a\ water control
group (water + 0.5% Adhdsit), a solvent cdntrol g&”up (4¢etone$and a rfere@ge ite@er io@é
(=400 g/L dimethoate) was tested. The {é?t vy&g%ondug\ted inGhe dag%,tem@'atu uring the ‘@was

m

25 °C and relative humidity 50 — 7@ Bi@{%gic%?g se%@%on&f\i@clud@kg ity belavioural
(og

changes were recorded at 4, 24 an%@ howéafte’l\/ sing., N @@ @@ S %@)
o 2 &S H L&
Oral toxicity study o ® P K S A

D @ )
Appropriate amounts of iso%aﬂut&le tecl@ﬁilut'@ns in@petoné\were\%xed@/ith syrup (ready-to-use
syrup, sugar component:\ 0% s@ose@% '@ cosg, 39% f];ucto@n o@r toxachieve the required
test concentrations in a final g tim%of 50 y olgti@l (45% wate;OT\OSO‘V rup and 5% acetone

(w/w)). For the solvént conftol t@ame@opo@n og}rup Water @1 acesgc}le was used. The water
control consisted 0°/aten QQ 50$yru S M @
The treated fob@;vasered% sytinges, thich were we%hed or%ﬁd after introduction into the

. O ) D .
cages (durat1® of ke was 2 h&drs S%mm@E for, te 6 em @atments). After a maximum of
2 hours 55 @inutes, the %)take?&@s con%lete @d the @ring@ wer@%moved, weighed and replaced by
ones comtatning freshtrea@foo@ . ©© § &
The target dose le (e &?1 0.0:yg %.s@e ni’}mina&woulghave been obtained if 20 mg/bee of the
treated food was @gest%q. n ticgghighe@t)r loteer) c@e levels were obtained as the bees had a
higher or lower upta th sot S@@ﬁoﬁam @ no@al 20 mg/bee. Therefore, results are based
on measured@oncer@atmr@f t]{*&.s./ . N >

TS Tl

Contac@iciw study 9 Q @ @ ©\
A single 5 puL dro@ of @ggaﬂu@e tec@$ in ainappropriate carrier (acetone) was placed on the dorsal
bee thorax. Gog > R Q
For the Waten&@égtr%lfne L d@%et @ap water containing 0.5% Adhisit* and for the solvent
control purgldcetong wasdused. The refgrence item was also applied in 5 pL tap water (dimethoate
made up @wcete@%. Ré@lts a@based@n nominal concentrations of the product per bee.

@
< & <
O .
Dates of e@ern@ﬁ@hrk: May 14, 2012 to May 17, 2012
¢ &

4 Adhisit improves spreading of the test droplet on the water-repellent hairs on the thorax of bees.
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Results: o
Validity Criteria Recommended by the Obtained in this stu@gj 4 @
guideline - A Q@
o O @
Mortality in water control <10% @S 0% < \@g
o < 109
Mortality in solvent control <1 é; % . O§ \§ @(f‘é
&
Contact test LDso (24 h) of reference item 0.10 - O.3%g as/bee @ 0.2@% agdbee @ @
) Sy & S
Oral test LDso (24 h) of reference item 0. 10.35 ng a.s./‘t@ . @10 g a’s./bgg @
Q o) AN
<o S & °cF I

All validity criteria for the study were met. @%& @@))Q v

S S -
Mortality and behavioural abnormalities &{}%e be@@jn tl?efc?ﬁnt toxwiii%/ test§ S @j SN
@) (} & § < f'i\g @
after 4 hours\)@ o Safter, honom\sg ] LD afters hou’s
dosage mortality beh&Wou.l"f\@» mSrtali ty baQ/rmu @%r tali§ lﬁ@vmu.r?l
[ng a.s./bee] abrformalities & a rm fes | Q" | -abliormalities
mean % r\@me‘f} Y%o @’mea&ﬁ@) @ e@&% E> me@% mean %
test item o S &w .9 N
100.0 0.0 . A@.o @ @go.o @ 0.0® I @@0.0@ 0.0
water 0.0 009 £ ogs | 0br o] 0@ 0.0
solvent @ § ’ ;QQ? m& Q@) g @.0 %& g\b{% 0.0
reference item §y é e § Y ©© @@ o %
0.30 C© B, > 20 & 8 |V §() § 90.0 8.0
020 & 80 ¢ Qo @Uo@ S16.0 @ 50.0 2.0
0.159 00 | <200 [ 1207 | 1607 26.0 8.0
oy | o N @
) J @0 =T Q0 4.0 0.0

) Q

© ¢ & .0 s Séf @f

Mortality and bebgvioural abn alitigs of t ees in the or@ltoxicity test
b¥ioucs] abnofftalites 6 the bes in the ork

Q
Q@ @Q?afé% ho’ug%jj © °\© %Q&@M hours after 48 hours
dos.a% mor talitc? avi J ‘l @@ﬁor %\; behaviou.r?l mortality behaviou‘rfﬂ
[ng a@e 1 ) © @norl@ 1t1e&b N abnormalities abnormalities
n@l % mean 0% & oﬁ@n % mean % mean % mean %
&e?‘égtegm 006> @\UO.OQ &@@ 0.0 0.0 0.0 0.0
water & Q0 g@ Q@Oo Rl 00 0.0 0.0 0.0
solventS” | <0000 ] L 0.0 0.0 0.0 0.0 0.0
referetemQZ?) © %©\)5
027 @@ é@ﬂo . 54.0 100.0 0.0 100.0 0.0
Q©0.1§@ 6 0§ 28.0 96.0 2.0 98.0 0.0
@ 0.0 0.0 30.0 2.0 38.0 0.0
0.05 0.0 0.0 0.0 0.0 0.0 0.0
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Toxicity to Honey Bees; laboratory tests

° @

Test Item Isoxaflutole tech. s IS Q
Test object Apis mellifera @ @® (&f@j
Application rate [pg a.s./bee] 108.9 @  100.0 N& . <
Exposure oral ‘&% cont@\@ o @ f@

(sugar/acetone sv@tion) @ (solution@i;ﬁqgacet%¥) @ @
LDso [1g a.5./bec] >108.9 ES) 00057 & |
LD [pg a.s./bee] > 1089 S LS 10008 O 4
LD [pg a.s./bee] _Rt08.9 2 Q2o N
NOEC [pg a.s./bee]* 108.9 QX Q %§100.¢O%§,J <
* The NOEC was estimated using Fisher Exact Test (@W\lise @%par%ﬁ{oneﬁﬁéd gr@%r, o =Q05

v @& @ © é % &’
Y & @ K 'S & ¢
i ST D OO Y
Contact toxicity test: ° N T O N é\a S

@ S
% o
At the end of the contact toxicit@Qest%(i}& hofirs i n@rtahty at
N

0
100.0 pg a.i./bee. Also no mortali@}occ%rred ir@;@t e wr confpl gr@ (W@@I’ + (@@A) A@ﬁsit) and in
the solvent control (acetone) grgyp. = > L @ & @© .
LN AN s o

AN & -
Oral toxicity test: % & @@ @& K% @ @6@ ‘”\\,,@
In the oral toxicity test the%naxim n§ina Fest @ﬁ ofy\igsoxztﬂptole@.e. 100 pg a.s./bee)

corresponded to an a@@l in@e oﬁ%@?g@.i.@ Thisdose @el 1éd to noxmortality after 48 hours.
ofxt

g

Q

No mortality occu@ inihe sol@t cefitrol gr&p an thg,water control group (50% sugar syrup-
. . Q ° Ro . Q N Y
solution), respe@ely. N NN S @ X
\ & N & R
SEFSERE 9 & O |©
Conclusion: v & o T

Q

The tox@ay of isoxaﬂ@le te@? wa@sted in botlgyan a co&ga@%i[ and an acute oral toxicity test on
honey ‘bees. The cox&}t Ll%%4&\}ﬁl) wa%@?O(}QQg a.s./bee gg@the oral LDso (48 h) was > 108.9 ug
a.s./bee. § $Q o g&’ &
o O ¢ .09 o O @
Q O 9 S S D
CA83.1.12  Acute corftact togidity K & o

Seepoi@&l.l.labo@. QQ @ ;@ Y

N
N > & O
N %@@@\@Q§
@ oS @
@\%é@&@
S Q
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CA 8.3.1.2 Chronic toxicity to bees
A 10 day chronic oral toxicity study was conducted with Isoxaflutole WG 75 as technical isoxa@ole @6

is only slightly soluble in water. S
y shightly ©© @@ S
y & &
Report: I 20 13:M-470650-01 Y
Title: Isoxaflutole WG 75 W - Assessment of chronic effecys to the hon@%ee @)ls
mellifera L., in a 10 days contmuo@laboratory feédmg limit tgs} S Q
Report No: S13-00146 &2 KOS 9
Document No: M-470650-01-1 & O NN
Guidelines: not applicable (No agreed ag&)rmg tested @del;ne available) O @D
GLP/GEP: yes o0’ @ R O o @

° <
- @@ & AT @6 °$’ N

Objective: @ @ §

To investigate the potential chronic effets of i%xaﬂ&%ele orgthe h&%ybee&pzst@elhfer
days continuous feeding test in the 1ak® ratgrgsand t@inve\ﬁgatg\g th@;{?ﬁhe /@EC lue is
greater than the tested concentrat10n© (o @@ @

N < S @ &
Q o O & .9 S &~
Materials and methods: @ R @ S @ @ N
Over a period of 10 days,«r«\kﬁne l%es &e eéposed o 50& (Ww/® aqlk%ous su&fose application
(feeding) solution, contai@lg nathinal 5120 ({Z a.s./kg of the te?i@te oxak@ole WG 75 W by
continuous and ad libitus feec%lg The contsol g o@ @posed for the sa@erlod of time under
) o O Cix
identical exposure c@mo o unteeated S0 % W/V) g@ueous..lcroappl@atlon (feeding) solution.
Mortality, sub- leﬂ@effe&s and havf@ral observ, s webe assessed gyery day throughout the 10
days contmuous@pog@per&ﬁb Furtherm%% the dally f@§ uptédec Waﬁetermlned
o S o
S & @ N & SER
Dates of e@perlm@ﬁtal ork@/[ay % 20% Jul@9 2&1

&@ @@?} @7 @ @ &
Results: \ N Q\
After 10 days of @ t1 S exppsure §1snortal@ﬂy at the test.item treatment level of 120 mg a.s./kg of
Isoxaflutole W 75 @ ot s@@’s‘uca@y sigfijfica different when compared to the control

group. The ¢ ula‘@ye c 01 nﬁmtaht Was 00 %sas determined at the final assessment after 10
days. The %mulatlve mo@hty@ the treat me@@%evel@ 120 mg a.s./kg Isoxaflutole WG 75 W was 0.0
% at th@al assessen?@n @20 mgya S. @ Iso)sé%[utole WG 75 W, no remarkable sub-lethal effects
or behavioural abqg@laht ies wer bser@i threyghout the entire observation period of 10 days.

After 10 days of contlnw§s e)@sure co@lermg the actual food consumption of the honey bees,
the accumulate@nommal inggke o tes@em Isoxaflutole WG 75 W at the treatment level of 120
mg a.s./kg 49408 pg ee, the corggsponding average daily dose was therefore 4.9 nug a.s./bee.
The overall mea@ally@@mu@lon g?apphcatlon (feeding) solution (i.e. the average value over 10
days) ithe 5 tre@@ent group was not statistically significantly different (lower) when
compared t uptreated control group (40.9 mg/bee at 120 mg a.s./kg, compared to 42.9 mg/bee in
th@ontr@@roup). The mican daily consumption of the aqueous sucrose application (feeding) solution
was tatistically significantly different (lower) between the control group and the test item
treatment group throughout the entire testing period (day-by-day comparison) except for the 9" day of
exposure.
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Conclusions: @ @©
It can be concluded that the continuous ad libitum feeding of honey bees in the laborato@%r 4

period of 10 consecutive days with the test item Isoxaflutole WG 75 W at thestreatment 1% of @)
mg a.s./kg caused no adverse effect regarding mortality, sub-lethal effects an@)ehaviour. N
The overall mean daily consumption of application (feeding) solution (igc%the averag&@alqe @ver ]@
days) in the test item treatment group was not statistical gniﬁcantly@ifferent whe@\com red t(@ﬁe @
untreated control group. Further, on every single da%during the l@ay contim@& ex ure@ﬁodé
y significaafly different (fower) in he@t iteé@x
th : S S N
treatment group compared to the control group ¢ for the 9\day o@pos@. Q g @
As the overall mean daily food uptake in the test it%m tre@ent{g}oup Was no 'gniﬂ%antl& wer
. > )
compared to the control group, it can be conéluded Bat thge Wa§2§o re%@’ent ct c{the te%t item at
v & °
the treatment level of 120 mg a.s./kg. % . @ Q @

N @
The NOEC for mortality was determine{?ft tl}é@?ld 0@4\1&3 tei@erioé%t be\l% m%a.s./lggﬁ(nom@@).

. @ )
The LCso was determined to be > 12 a.&}g ( 1na® %, é\? @ N
& & \I@m AT @§ > § &

the mean food consumption per bee was not statisti

Ve o > & S &~
N
CA83.13  Effectson hee d&lo%@} an@ghel@@ney@ life (%tabges S &

@ S %\\ . © ¢
2013:M-454689-010 5

Report: 4 ]
Title: S 1 the effects aba tesm@n@ of @xaﬂut&e W@S W+
@e SC@OO (5@’1 ho@ bee @ood@pm n{ﬁhfera L.) - Brood
ﬁ feeding tegt; S
Report No: . | 71490103 N Y @ O
R

Document N&©  |M-454689-00d @& > . &
Guidelines: @ GLsR?chom liant sfﬁdy b\f@éd oﬁﬁe m@ho%@cording to Oomen et al.

2 (1992) @
> _Peviagion: nt@peciﬁed SERNEES
GLP/GEP: - [ yes SR ~
9 N 4 RN

S § R

otives SEENERS s S

Objective: @ ¢ QN Q . 9O >

The purpose@f this Studﬁas inves{igate tﬁ%effof the test item mix Isoxaflutole WG 75 W +

a

Cypros@ide SC SO%G to ey @brc@@whemﬁxposed by oral ingestion.
Matsi SN
aterdals and Méthods:O> N Q 'S

Isoxaflutole W@JS \% at&l@ID: @SID2Q§%14, sample description: TOX09745-00, purity: 74.9%
w/wW isoxaﬂge (A&EIW ), @rial I% 05923271, specification no: 102000001698-03)
Cyprosulf& ide S@SOO (Bagch ID12—002411, sample description: TOX09783-00, purity: 42.6

% w/%@ypm@amic@ (A@%OUS%, specification no: 102000014017-01, density: 1.158 g/mL
o°ey & N

Is uto@jG W @yprosulfamide SC 500 G mixed with 1 L ready-to-use sugar syrup was fed
to bee nies and mortality of adult bees, pupae and larvae observed at test end (21 days after test
initiati@fThe mixing ratio was 0.334 g Isoxaflutole WG 75 W (= 0.25 g isoxaflutole) + 0.587 g
Cyprosulfamide SC 500 G (= 0.25 g cyprosulfamide). Also bee brood development (eggs, young and

old larvae) were recorded at test initiation and after 4, 8, 15 and 21 days. As control pure sugar syrup
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(30% sucrose, 31% glucose, 39% fructose) was used. 3.0 g/L syrup Insegar (25% fenoxycarb, 0.75 g

fenoxycarb/L) was used as reference substance. @©
Bee colonies were free flying in natural field conditions, with access to natural food sources@ﬁ duéy
to the season, there were no main flowering, bee attractive crops of ering We&@ in @5:
surrounding area. v S
S8 Q@@ &
Dates of experimental work: July 02, 2012 t 26, 2012@ é\a \\ @) @
R o & & &
S . y Q@ & &0
Results: %@ Q& @ < &@

9’
Effect of Isoxaflutole WG 75 W + Cyprosulfamide @g@SOO G on h@ey bees@Apts m@hfg‘(@n bl’%@
study & @ N

Test item xaﬂ@géle W, W@Cypm@ulf @Im (’& °
i on

Test object % How be lltfer L), complete
% LR
Exposure S o & Nﬁi al- @ ditigis
X o
N
&(QQ %;% . @Ongi@ T@%f lte§y @efer@me item
9 N @ J o
3;%5 © D B9 & < 18405 O 1004
Termination rate [%] &@g larvae & @114.7& @% @50 n.s. © é 97.8%*
o, oldlayae & |@ 3% O18ms” G s4dH
Mean brood termlnatlon ra% ove&ll stages f% §§ @2.3 m@ 1.1 ﬁ(\@ 12.1 n.s.
7) & ST D
Meanvlsz)(r)ll;t:rhty of pre @hc@n pgai@ § 23%\%\ q é@.O n&.\ 243 n.s.
bees/colony/day cSuring erttire post . o | & @
during? @ applitation phase A0S §§@ 45Qn.s. 33.9 n.s.
Mean mortal@%%f N Q . @ v

preca pl1cat1 n ph &) ® @0.2 n.s 0.1 ns.

pupaev/"c(zii)%y/day Q w durin ntl D ?76 @ o 10 40
ii@g” tlonﬁe ﬁ@ O o S .2 n.s. .0 n.s.
Mean number (lt;i\%es bgf&re apg@caﬂo@ S 19300 O 19590 13665

1) mean termination rate @»colonies per trea t grmf& @ @ @
2) mean number of dead@neybee r day olony, d in déag bee traps

3) mean number of dead pupae/l per @g and c@) founﬂ%l dead(&—aps @
Statistics: n.s. = not @mtlcall mfica@ diffeyen ompar@o the ¢ I;* = s@stlcally significantly different compared to the control; n.d.
= not d@t@nned ent t-(€8f, o = Q\ONalrWINomparlgm two- s%d (before application), one-sided greater (after application)

O 9 N & @
There w %o statlstlcﬂjy M@C&lnlffe ce u@ﬂﬂe termination rate of eggs, young larvae and old
larvae in the test 1te@> trea%lent %oup @%n coﬁ)ared to the values of the control group. Adult bee
moﬁﬁg\ﬁty in the tes?\item@ t gro@wa@t statistically significantly different when compared to

the control gragp. No s@call@gmt@ant effects of the test item on honey bee pupae were

observed. @ \% R @
A
Concl n §J @

Overiﬁ& it c@(@\ﬂoe %lud%d according to the results of this study that a test item mix of isoxaflutole
r@ g@ famide doe@elther adversely affect honey bee colonies nor bee brood development.

&
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CA 83.14 Sub-lethal effects

There is no particular study design / test guideline to assess “sub-lethal effects” in honey@es @6
However, in each laboratory study as well as in any higher-tier study, sub-lethal effects, if o@mng@’

are described and reported. @J@ & @g
R § @@\ %
CA8.3.2 Effects on non-target arthropods other tha {% N é\g
For information on studies already evaluated during the%st EU rev1 ,.~ Pof 1soxaﬂ r Hto
corresponding section in the Baseline Dossier prov1d§ by Bayer C{@ cience a -\ n th ono@%p
% )

Studies on non-target arthropods have been per&ed with tl}%reprﬁs@ltat%g?b @mo @T A
SC 480 and are presented in MCP, Dossier number v0925®01 Q%Anne&pomﬁ 3.2 RS
&’ W T
& & s O & &
SN NS
CA 8.3.2.1 Effects on Aphidius rholémsnph& N &6 &7
» @) O
No additional studies were conducted{ |eas‘égefer point8.3.2.%, N
S o &

@\%\%@@@@@@

) O N
CA8322  Effectson Typh@(%om%%byn@, @6 S @ R @©® ‘&\
No additional studies were ﬁucte(FPlea@ refer t%bj pom{FS 3 £@ © )
N O R
% @ o O ¥ O & « \@
S TS e §. ° 0«
@ s .9 K Q© @ @
AN N
¥ &0 O & O s e
TN S %
S > T ET
A o O & O O
FIEFITs s
9 @ Y (S
v - SN
o XY oS & @
A N
S\ L 4+ 9 @
& @ @ Y X
@7 N Q @ @
B N % @ @§ X
N > S
N &@ &©
@
@ O é@ < @Q
& N Q S Q
EFES
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CA 8.4 Effects on non-target soil mesoand macrofauna

CA 84.1 Earthworm, sub-lethal effects @ @b
@&

For information on studies already evaluated during the first EU review of isoy%;lutole, pleas ‘\'@ fer to
corresponding section in the Baseline Dossier provided by Bayer CropScienc@d in the Meénograph

SRS
?@E%) No 119{@0009\,@56% X

In order to address new data requirements according @ Regulation

additional studies on chronic exposure to earthworm h@e been perfg ed with is@ﬂ and @vo &@
major soil metabolites and are submitted within this Supplemental Diossier for th%g%xaf(@le ex 10
.. . & 9 Q N
Renewal. These studies will be summarized below . 'S % @) @
RPA 205834 is a major soil metabolite only @naerobic sail. I@@%ﬁutol@is A& apphed i %e
spring/summer months when anaerobic conditions weyhd no@cun@me&l@% 34°§%nly@rmed

directly from isoxaflutole and isoxaflutole @rapig@ de@ded @soil@ forrgationeof RP%ZOS&%
would be likely in the winter period whe&%aer&@é c&g@tio s%uld ccur @herefo@ no @ie &ith
g itge el

RPA 205834 on soil organisms are cor@derg&%eces@y. KN S %\ é\ﬁ é\g S
> D
8 & § &L,
Table 8.4.1- 1: Additional chronic @thw@g}rm stlg%ies ofgoxaﬂ;@e an@s m@bolit@ﬁ} O\W\?
Test substance | Test species‘i@l@dy fy&p\z% v @%j EQ%’:H@Q @Q E%zi%ﬁzces
N SEEF T @ c\%:—-(zow)
Isoxaflutole E«z&e%ia.f eti% %9 C @ 8m a%?kgd%? a-Rg-R-129/12
L |8 T 6 Pcasanr
L N § IO & e © @n 012
Eigghia fet R . & kra-Rg-R-132/12
RPA 202248 C@? reproduction 56d_ Q}mm@ g@'/kggi@ M-442776-01-1
S Qég\ %© Q S xb S KCA 8.4.1/02
° - b
\@ . i) @ & Y e & (2004)
RPA 208328 I@mf{;’gﬁ 6 d NOEGS™ 21000 np.m./kg dws | C041342
o g N IS M-230530-01-2
@ SN S S » KCA 8.4.1/03
> & & &~ i
o Ny S 5 @
A N
AN L 4+ 9 @
& @ @ Y Ko
. @ &@\ O
@%
@ O é@ < @Q
Yy O & 9
¢ & ¢ &
AN % Q
S &V
& &
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Report: I 20 13:M-450435-01 &S
Title: Isoxaflutole (AE B197278) technical: Effects on survival, growth and re@oduc@l
on the earthworm Eisenia fetida tested in artificial soil @ @° A
Report No: kra-Rg-R-129/12 Qp S <
Document No: M-450435-01-1 S < ¢
Guidelines: ISO 11268-2: 1998 (E); OECD 2@ April 13, 2@4‘3 N \@ &ﬂ
Deviation: not specified S @ YN @ @
GLP/GEP: yes ] A o S & o
@ S o R O &
S) R o & A © &
& N @ Q Q o @
N : D Ny
Objective: é@’ %\ R
The purpose of this study was to assess the e&cts (@mox@utol $echniggl on @rtahty, rep %ductlon
and growth of the earthworm Eisenia fetzd%by de@lal ar@ ali @tary u ake@iurlng @1 ex@ﬁ @\56
days in an artificial soil. @} . \\ @} &6 &% o é&g N §
K\ N DR N < S}
Materials and Methods: ©Q (é \Q § \@' @QQ §‘9 @

Test item: isoxaflutole technlcal‘QBa@ code; AE B197278201 0@ Ot @n Batch N6, 6464/5/8/9

specification no: 102000029 @QAS N1112@j9 0, @ticl @0 0 0779 ur1®©%8 ROW/W).
& &
O

o %
Adult earthworms (Elsen\z@fetzdc@app@? 3 @%ths Q)ld in hg 15‘ @ run@d 5s6nths old in the 2™
test run, 8 x 10 animals for th@g)ntr@) grou; 0 al@nal er test conceritation of the treatment

group) were expose 10001 78@1 562 ancgﬁﬁoo mg otest @m/k&oﬂ d@welght (d.w.) in a first
test run and to 5 0. %@&17 8, 7 @ 56.0 mg t nﬁ@g sail d.w. @ontaining 73.8% industrial
quartz sand, 20% ka clay§5% «sphag pea{,\o 25 22 aQ@%\ and 1% dried ground cow

manure as foed: Th mp&rg@ure v&@ 20%, C@fd a cyclgs= 16 h : 8 h and a light intensity
of 400 — 809 lux. As toxic referé &ce Carbendazim E@%O@ (CA§;¥0605-21-7) was tested. Mortality

and blc@s change de@me@ter 28 dayéa\d r@i@odu@n was determined after 56 days.
v & &
A N
Dates of exper@%@ent%w gy %\Flrs‘%@i Ocfober £3, 2011 to March 09, 2012
@ R @ o Se@ndn@@D q§ber 20,2011 to May 14, 2012

R
Result&% § @'ﬁf’ N %@
& 92 Q
Validity Criteria Q % @ ecopﬁ(@nded Obtained
\y\’ > @g \VJ\ QD ﬁQ 1% test run 2" test run
Adult mortality, 1@&0nt&k @ Q@ Q& <10% 0% 0%
Number of ifveni 1@,3 ﬁt @ 230 2334 279.1
um eroQ enilg§yper re@icate > . .
Q
Coeffi ﬁof@atl(@ﬁeg\ﬁ uction <30% 9.0% 18.2%

o U

All Va@g criteria for the study were met.
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Effects on mortality, growth and reproduction of the earthworms

Test item Isoxaflutole technical @ @6
Test object Eisenia fetida @ @
Exposure Artificial soil @ @ @
Adult mortality | Biomass change | @eproduction AN N
[mg test item /kg soil d.w.] S ﬁﬁ\
LOEC > 1000 56.0 R AN N
NOEC > 1000 @9.7 178 N @Q
& v ¥ s
S
Isoxaflutole technigal, first run 2 & &
[mg test item@il dw.] X, . @ Q O 9 @@
Control | 100 | 178 ¢ 36 =] 562 & 1000 =
Mortality of adit worpis aftee28 dafd @ < .
Mortality [%] 0 | 0o N 2% J9 oN [ e [© o o
JBio haige &0 - 7 &
(Mea&@langg\%fbo “@“ omQQO toWday 28)@© éﬁ ©§§
Mean [%)] 47.8 19@S 27,438 \224% 5134y | LM4a5%
Standard S S
deviation 4.37 @96 @48 @ @5 &@ %@%)2 @@ 55
@ Number oi;iuvenlle‘@)er te\s\fjves fter, 56 days© A
Mean 233.4 v 147.8° 4, 12@0b 14455°% o[ 71068 111.5°
Standard © N %)
deviation 20.9\ j)@5.7@ §°95 & 1&&9 $§;®3§ 249
Coefficient of Q> 5
variance [%] 2 D {2{\@ a § 18D § 182 22.3
Q S Rep@luc@n compared%@contgﬁ@[%]& @
%tocontrol |y AT | & 595 | 540N | O61.9@ | Su54 | 478
2 Williams mult eq 1 t-tegty two-s 5) R
"Willi:.ﬁlqs mi]tiﬁqu@ﬂtlal t%1::§®t one s%d sm%er QL— 05)@© © %@
S v &
A o\@@» \QQ o \@Q .9
>y O Q
§ RN > & >
o O ¢ .09 o O @
W OO0 oD
SRS %Q & @
=) % S @ %
@7 °\ Q @ o\
Q AN N @§ 9
B v S L@ N
N (g @\ R Q
@" N >
R ) N
& o7 4 <
o & © ©§’
AN % Q
R O~ S s
S &Y
€& &
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Isoxaflutole technical, second run
[mg test item /kg soil d.w.] @f S
. N
Control 5.6 10.0 17.8 31.7 560 o ©
o @ @
Mortality of adult worms after 28 days @\5’ A &
Mortality [%] 0 ‘ 0 | 0 | 0 ‘ 0 ‘ a o <)
Biomass ¢hange % N \@ é\a
(Mean change of body wegght from day 0 @day 28) g}ﬂ D @ @
Mean [%] 51.06 60.72 60.84 61.31 @Q 5155 @ 37190 & &
X QO
Standard 5.81 333 5.95 8. 31@ 1305 o & &
deviation % N & &
Number of Juve@% per test vessel aft@56 days D 9 @@
Mean 279.1 322.5 2593 ] 2605 2068° @ 18430 w|
Standard Q @ o S Qe 1 D
Hoviation 50.9 11.7 288, @@ 17%@ @46./1\ S$73 @ & .
Coefficient of 2 N N
variance (%] 18.2 3.6 & §$ 0 & /\@9 ES Qi@s & 39 &
Reproduétion g&mparq&to cantrol [%L ey Lo o> N
% to control | - | 1153 29 ko R’ @ 74D L7 66,9
2 Statistical significant compared to contr@(Wel h t-test %r 1nho@geno Swarianc€ywith @ﬁferro@ﬁolm\
Adjustment) Gog S @ $ S Q
b Williams multiple sequential t- tes&@ne s1d‘i§Q sma% a=0. (@’ & @)Q % @ é
N (O S NN 9
o > §@ N
S < LN
Mortality: - 6@ Q )

No mortality occurréd in a@ t CO@&)HU‘@W e@t fofdne dgad Fﬁhworm at 178 mg test
item/kg soil d.w. troL @ps%ﬁ@) mortalit 1c bel@ the z@owed maximum of < 10%,

was recorded. T@e L%, could&not % calck%@ted agﬁ’ is cG§s1de d to Qg > 1000 mg test item/kg soil
S)

d.w. & O % o
@ O S\ 5\ §
. N R v @
Bioma O X SEERN ©\
@ .9 oo Q0%
Body weight chanas {fgmﬁcmtly d@renﬁt@ thq&contro gﬁ and above concentrations of 56.0 mg
Q QT L
test item/kg soil @d@@’ N @ ~ %@J @) >
(O <
e &Ny & & &

Reproductio) @) ’ NN
Reproduct%n was mgmf@l@ntl@ffer to ﬁg S
1tem/kg@71 d.w. o

“ S Q.o o

$ T Qg
Contlusion: ¥ &
For 1soxaﬂutc&(@tec ugal &ove "(:7 No-@served Effect-Concentration (NOEC) was determined to
be 17.8 mgdest ¢ oil d¥ w., afid the Lowest-Observed-Effect-Concentration (LOEC) was
determm@»to b .7 mag - est @ng s01l d.w.
@ @ % @

Refgence @st: @
Thé mosQrecent non-GLP-test (Study No: Rg 07/12, Report No. kra-Rg-R-Ref-16/12, February 24,
2012 ay 02, 2012) with the reference item carbendazim was performed at test concentrations 1.25,
2.5 and 5.0 mg a.s./kg soil d.w.
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No mortality was observed during the study at any concentration tested. Carbendazim showed an EC50
(reproduction) of 1.66 mg a.s./kg soil d.w. based on Williams multiple sequential t-test, o = 0. 05@

This is in the recommended range of the guideline of 1 — 5 mg a.s./kg soil d.w. Q\ @’
N &@ &
v N
Metabolite RPA 202248 2 = & 2
© o SN &
Report: I 202442776 ;@ RS
Title: Isoxaflutole-RPA202248: Effggts on surv1v% growth and@prod@mn (z@\the
earthworm Eisenia fetida te in art1ﬁ01a@011 N & {\
Report No: KRA-RG-R-132/12 Q) N @ N O 9 @
Document No: M-442776-01-1 @ @%Q U ‘T 6 ° 0
Guidelines: ISO 11268-2: 1998(EjyDan CD'222: April 130200
Deviation: not spec(gi?d % ]&?ﬁ @ w o é f@ @% )
GLP/GEP: yes O \ > &@ 6 @ & kS
@ ~ 5 2, Q
Objective: @Q %é% . é\g § \@’% § §‘9 @Q ©
The purpose of this study was tQasse@s@s the %fects ®f RP A©; 022@ (metaBolite Pt is%i%ﬂutole) on
mortality, reproduction and th oNhe ea@iwog§ Eisefiu fetichl by (@ma@d alimentary uptake
during an exposure of 56 days,in Kamﬁ@@ 501@1@% @j& &@ O\@@ & . @)
M @ § & @% § @ @to\’
aterials and Methods © )

RN
Test item: RPA 2022@ (ABQ&M%Z ]@tch c A&j@MOO@ O@qn B&t%h No.: BCOO5951-1-1;
Material: AE 0540092, puce sub@qce Wurity: 99.9 ‘@w) @ @
O \ 9 N
NN NS
Adult earthw (@ema tida @drez%g%re @poﬁ lOg t@t item/kg soil dry weight (d.w.)
in a first tesf run a@& t0 90 1@) 2% 50%\and test (:) kg soil d.w. containing 73.77-
73. 82%@1118&1&1 qua@’ sa O‘V@olin clay, §% s @nul&peat, 0.18 - 0.22% CaCOs3 and 1%
dried ground cow mgl re as food, The ¢ Wworms in the firstsxun were 6 month old and in the second
run 5 month old@e ten%per e wa& 20 jﬁ& °C @nd a Jight/dark cycle = 16 h : 8 h and a light
intensity of 4002 80 eatlz@ent ar@control) 8 replicates with 10 worms each
were used 1@6 ﬁrun éﬁ@d in ﬁle se%)k hcates with 10 animals were used for the test
groups an@ rephcates 16@ &1 a@or tk_r;s cont@ As toxic reference carbendazim (CAS 10605-

21-7) w@’ested @

Mort;%lty and blom@ cha,g§e w@ det®11n%§ter 28 days and reproduction was determined after

56 days. @ @\ ) @
& Q

Dates of e rlmgﬁtalﬁk ® Birst run: September 01, 2011 to November 03, 2011

EN ISR econd run: February 15, 2012 to April 23, 2012
N ©
SANCNER S
S A
& &
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Results:
a° @
Validity Criteria Recommended Obtained s @ 4
1* test run & 2nd te;@ln
)
Adult mortality in control <10% 1.25% @:Q %% Q\Q
. . @ 2984 . 7
Number of juveniles per replicate >30 @ (300 Q}g \(22£%9 6) @
Coefficient of variation of reproduction <30% @.3% @Q 30.6% v\ﬁ §
%} & Ufﬁ @ /(§ é&
.. . > Q 23 @ & © &
All validity criteria for the study were met. 9, Q} @ \© © @@
. ~ v
£ & S & 1 @6 NN
Effects on mortality, growth and reproductio 0(? the @fhwégﬁq\:s @% b@ © $ % N
’ w\% \@%‘ . o O & &
Test item < s R Ago@s & \@ %, §§
Test object @ N Eisenjdfetida O N é\ﬁ of
Exposure N 5 AArtificial soify O @ oo
Adult ngortalityd” | °~, Biorass change @\Ff @@epr(@tio 9
R . bmg testitem /ksoil dv.] . © QN
LOEC L0100 7 O o o8t o O 284«
NOEC S>1000 O 60 9 & 16.60
© N S
6 O S @ T S 7@
° B
N @ Isoxaﬂu@RP@Ozz W N @@
g\\” S @ tei@; itém /@ml duy. ® % N
@%rolc 9 &@\ 460 s 0% e 2.0 @| Control | 100
c <>Q § NS @ X
D O @$
D @Ef@ Q @Moﬁ:@@ﬁty @dul@rms er 28 days
Mortality [%} 0 J Q\f@ | =9 & 0 @’\ o’ 0 | 125 | 125
QO & @% nge
AN @ @ (Q{Iean cha@e oﬁQ ght from day 0 to day 28)
\)
Mean [%] @1 61 96 %.19 @’75 5@ 432 | 86.51*° 91.43 54.08°
0 s Fiad K
Standard @ . @
deviation O 6@ ©@.18 N 8{@ @\\@57 N 9.83 18.49 10.57 14.92
& //
@% 2 Qﬁun@? of@veg&%ﬂ test vessel after 56 days
9
M &4 82. 2 % 'N95.8¢ 196.0¢ 148.5¢ 370.1 188.0¢
| g @
Standard N &
deviation {\@ 61 5% 1@1"9 @45.(@ 22.5 38.2 27.9 493 21.8
Coefficient ) N
variance [%4] {(@.6 @®11& &¥e 11.5 19.5 18.8 133 11.6
9 @ 3 N4
@ eproduction compared to control [%
@% o ke P el
% @ A
OQ ontrg@ - 94.5 85.5 65.6 65.7 49.8 - 50.8
2 Willia ultiple sequential t-test, two-sided, a = 0.05)

b Statistical significant compared to control (Student-t test, two-sided, o= 0.05)
¢ Williams multiple sequential t-test, one-sided smaller, a = 0.05)
4 Statistical significant compared to control (Student-t test, one-sided smaller, o. = 0.05)
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& &
Mortality: Q\
No mortality occurred at all concentrations except 100 mg test item/kg soil d@@ At this coi@ntre@y
1.25% mortality was observed at the tested concentration and in the controf®Therefore @e corrected
mortality is also 0%. &% \© . @)@ \;45@

In the control groups 0 - 1.25% mortality, which is @w the allo@sd maximuriihvof S&ﬁ?%, @%s @
recorded. The LCso could not be calculated and is co&si ered to be 00 mg tes{g@enﬂl@@ry @ight &
artificial soil. @ & o R O &

S RV e & &

. & s & VO o @
Biomass: & & N Q 6\ \% §
Body weight change was significantly differéﬁf to th corg&? at (gd ab%@%’ coq@tra ions 01%28.4 m,
test item/kg soil d.w. S Q%%” @ K o Q @7 @&

ST LD OO s $
R duction: @ ~ @ o S © %\ N X Q

eproduction: Q& %, Q\ N O e§ Q&
Reproduction was significantly di&t@ent aé&thew@ trokat and_; ovg&mc atiog8~of %9%4 mg test
item/kg soil d.w. > & o & O

9 9 QO &
o & TS S U
Conclusion: > S o S L9 .
N

N & 9
For RPA 202248 (metabé@e of 1 oxaf@%le@e ovgrall -@bse&d-ﬁ@ect-%oentraﬁon (NOEC)

. . ; @ OR2
was determined to bev\lg6.0 n@ﬁst itgm/kg@oil , ap\ e Iégwes‘gé)bsegv\@@

(LOEC) was deter@d to 1@289@‘% te@item@ soifkd.w. Q &
.9 Q @ @

N © &\ N ~ é@ @& N

Reference test'©© @\ N Q} & E)

The most redent n@GLP\\;@st (D@cum t I\ju@;ﬁer: @ 18/@P1, Rgport No. LRT-Rg-R-Ref-15/11,

January 3192001 — A&rﬁil 05%@)11 <yith @ refefnce @em Q@endazim was performed at test

concer}@ons 1.25, Qé@and @mg /kg soil d.§ § ) &

No mortality was rved duringithe st& atg’@y co%entra@l tested. Carbendazim showed an ECs

(reproduction) of 66 mg a.s./ soiil@liw. 985% co@ider@ limits from 1.62 to 1.69 mg a.s./kg soil

d.w.) based or@ 111ia@mul® e s@nﬁ@&—tes = 0@

This is in thé@com@endg@rang&%f th@nde]@%}e of ks 5 mg a.s./kg soil d.w.
L @

ffect-Concentration

% © > @ﬁ? ~ .
& Sty e
Metabolite RPA 203328 & @& @ &
v & N0

@
Report: 9 | KCA@#.1 /@;“M_, A.;2004;M-230530-01
Title: @ | Iso utolEz:%RPA@)3328 (AE B197555): Reproduction toxicity to earthworm
<> A | Ej@enia fetida inGttificial soil
Reportdfo: @ C04138Y
Dociiment No? RW-@\%O-O 1-2
(‘Quﬁ’elin%@ ] 189: 11268-2;
N Deviation: not specified
GLP(GEP: yes

i
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Objective:
The purpose of this study was to assess the effects of RPA 203328 (metabolite of isoxafluto ©©
mortality, reproduction and growth of the earthworm Eisenia fetida by dermal and ahmentar@aptaké?@ﬁ
during an exposure of 56 days in an artificial soil. S & @@

g .

SEPS

Materials and Methods: % @ 9 \;45@
Test item: RPA 203328; Batch No: IGB947, CAS No.: @94 -06-7, p@ﬁty 99.6%, gﬁhlte %der@Q &@

N
Adult earthworms (Eisenia fetida) were exposed to inal concgtitrations of @D 31. &100@@ 316@
and 1000.0 mg RPA 203328/kg soil dry weigh J) contal%ng 696@0 1nd@tr1al@art7@and @%
kaolin clay, 10% sphagnum peat, 0.4% CaC& or%s wereS ed \6@%1 5 @nely@ound%ow @%ure
per test vessel weekly. The temperature was Z@C a a 11 dar @7016 D 6 h 8 h a%l a light
intensity of 494 - 574 lux. Four rephcat% w1tl@1’0 an@lals \@re fo@he teéd gro@j angythe
control. As toxic reference Carbendazm{%@ g&éﬁ 1 -2 ]&@ wasgt%te © ‘”\9

Mortality, biomass change and mo @Q}or aV1 1 ch@ges @re d@‘m § after@S days
and the number of juveniles was d%e min afte‘1§§ da}?@sg ®\ N
@ \

@ @)
S
Dates of experimental ngk N Fe@ary 1@2004@0 Ap@%S 2004 @
N N %
Results: °@©@©§@§@j%§@&@
esults: S Q @ N % (@

%

SRS

Validity Criteria Q > 7| Recommended’ @ %talne&\

Adult mortality indPhtrgh © &
ult mo alylfrﬂ@ r%\ &

)
Number of juw@&les ®§ replisate %

(&)
N x>
Coefﬁc}@f variation é?epr(@tion @
o N .G &
AN N
odg@no eea@vorms

@)

Expn\zﬁire v 5 O Artificial soil
> 1900 @, > 1000 > 1000

v
All validity critegyr for the stud§vergmet. s«
e stugfverseme,
€ @@ S
Effects on g\ortality, growt@a
4 &
Test object S N SN Eisenia fetida
SIS
. 0
R @ Hgg & Q mg test item /kg soil d.w.]

© < & .9
S .
nd
Test ite Q @ RPA 203328
K& Aq&lﬁﬁ @li?y &Q Biomass change | Reproduction
NOEC . & | ©  &10008Q > 1000 > 1000
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RPA 203328
[mg test item /kg soil d.w.] @f
Control | 10 | 316 | 100 | 316 | 100 - @@
Mortality of adult worms after 28 days @ @QQ
Mortality [%] 0 ‘ 0 ‘ 0 ‘ 0 ‘ 0@§ ‘ 0% ©®
Biomass change & & &
(Mean change of body weight from day 0 tosday 28) © 9 S
Mean [%] 1321 | 1327 [ 1332 [WJ1324  [o>1353 | Ao14340 @Q
Number of juveniles per\§est vessel aftey 56 days @V NS
Mean 2858 | 3173 | 270.0@& | 3208 . 2513 &N 290 A @%}©
R o &
Mortality: Q@ \ @@ ) & & @§

N\
No mortality occurred in any tested concentration ang’the ebntro{&}he @7 c notbe ca%ﬁated

and is considered to be > 1000 mg RPA 2033@8/1( @oyﬂ d. ﬁfoéﬁ @ @ v @g % o
LRI \@ @Q % § o @j @
Biomass: @} \ @} @ §

NS
Body weight change was not mgmﬁ@ly di%feren@ the@ntro@i an@@)ncggu N S}
R
Q & @ @ § @ ©©@ RN

Reproduction: @ & L N
Reproduction was not mgmf& tly dl“*ﬁfere@o the g@jntroﬁat an %ted@once@gt%tlo nQ
N
% & S o ® N
Conclusion: S 9 o S

L° %
For RPA 203328 (n@abol@? of ggﬁ)@aﬂuto@e) @ No-Q@se -Efﬁ%:t-Com%tration (NOEC) was
determined to be >4000 mg test 'r“'n 11 d.w © s

@
Reference te ©\ ) % \ § v

The most r cent tes@Decfﬁmber@OO?a %CT %%)y N Q{RIO@) \w.;ﬁ) the reference item carbendazim

was perf@ned at test c@%ent@mns and 5 mga.s. /k 150 il d%@’
A reduction in reprod@étlo @100% con@a?edo t§the C(%TI‘OI Q@s found at treatment levels of 3 and 5

mg a.s./kg soil d. ﬁle N@EC re 910‘[1 was g a% /kg soil d.w.
‘@ B

%
@ ©© @? O\@@? ©\ , § @ﬁQ
© L 8 Q 9o D
S\ L 4+ 9 @
2 S @ o
& SR IR &@ &
S @ &@\ O
@%
@ \%% § Ny @Q
% Q
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CA 84.2 Effects on non-target soil mesoand macrofauna (other than earthworms) @ @b

For information on studies already evaluated during the first EU review of 1so>%§lutole, pleaséyefer té@j

corresponding section in the Baseline Dossier provided by Bayer CropScienc@d in the Ménogor :
3 $ &
Testing on springtails (Folsomia candida) and soil mite@Hypoaspis leifer) Waigerfor@%d A/
the parent compound and two soil metabolites of isoxaflutole. Torrespond@ﬁg su@arigfire
provided below under point 8.4.2.1. & Q % QQ ©©
RPA 205834 is a major soil metabolite only in %@erobic soil@%ox%utole@@onl% appli€d in (K&
spring/summer months when anaerobic conditio@rould not ogcur. Siéce RP@N §34 is éply t@ed
direct from isoxaflutole and isoxaflutole is @%pidly@gégradg in %Q\ll n%@’rm n of\%PA%Q 834
would be likely in the winter period when an@rohig@éond@%ns é@%d 0@1 THérefore no studies \&ith
soil organisms are considered necessary.. \@ \@ < © @ @

&\\@ﬁo©x

&@
Q)

@ N . O o o & 9§
Table 8.4.2- 1 Additional studies on s@%rg QE%ms v@ﬁg is %\utolé&gnd i@@netaﬁes @
- $6D rggiisms, yih ise: S 22
Test substance | Test species/stﬁ@y type | & o Eng}lnt O© @U | @erenges
D

Collembola, reproduction @ R 5 O @” Q) © h@_
% & & ° @ @ ( 0 )

Folspmia capibida < , FRM-COLL-124/11
reproduction; 28 & O QY mgdsikedts |40 00 01
@ o v

Isoxaflutole

o

& & Q PN & DK CA 8.4.2/02
S SRS

Srokone S S8
RPA 202248 Folsomia C@WQ SbCoSY > fme g ays | FRMColl-13411

N
" refddduction, 28 dv | 8 . M-420112-01-1
K NN NI § o | KCA 842004
© @’@F 1%? @i] N L2 @ég} 2 FRM-COLL 1(3250/1 P
oLsomia ¢ laa - -
RPA 203528 iboducion. 25 @’)EC@ 2 0 mepmAE IS |\ oney 1
N S 1. o =" 9 KCA 8.4.2/06

Soil mites, reproduction > 5O © RN Q

@© R o
Isoxaflutole | f@“*ﬁ“’e@ A B (Semgasikgws | MHTR4O/

@ | Seprodustion, (#d _ G gasis M-416751-01-1
© 190 Q KCA 8.4.2/03

@)
S 5
o4

Y

=) N @
@ J@oasp@aculer N - kra-HR-63/11
RPA 202248 eprc%lctio 4 d @} N(@ > 100 mg p.m./kg dws M-417912-01-1

S > o @@\ KCA 8.4.2/05
@f lypoa @acr (D& kra-HIggi/ll)l
RPA 2033@ Srepfnciontidd o, [ NOEC 2100 mepmkgdns |y o040 01
A - © KCA 8.4.2/07
@
e
& VLS
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CA 84.2.1 Species level testing
Report: B N 201 M -416012-01 & @
Title: Isoxaflutole a.s.: Influence on the reproduction of the co%mbolan spem@
Folsomia candida tested in artificial soil
Report No: FRM-COLL-124/11 @ . Q
Document No: M-416012-01-1 S X o
Guidelines: OECD 232 adopted, September 7, 2009: OECxﬁﬁduldelme?ig for Te&ti}ng é\f
Chemicals - Collembolan Repr(gctlon Tes@@ Soil; < ©\ @ ©
Deviation: none < @ S S é
GLP/GEP: yes @ [\& ] ° X O =
Qo? N @& R O e &
IS T S S §
Objective: @ %Q &% S S T

Y
The purpose of this study was to assess t %effec f is ut(@@.s. o@survi\@i ar@ep@tion@’f
the collembolan species Folsomia ca%iz d‘ﬁnng\ﬁa expgsure @g 28 @dys tgﬁl an ar 'ﬁc§@soil
comparing control and treatment. @ S ) w\?\ § é\ﬁ O

Materials and Methods: S ® @

Isoxaflutole a.s. (analytical findings; %@ %@%W @aﬂu @n ba@i no @464/%/ 5/8/9, customer
order no.: TOX 08283-01, spe; ification n§102 0000296% Ll&@ no.! ©013108. ©

Ten collembolans (11-12 dgys old) per icatéy repl@jates for thé@)nt o %)nd 4 replicates for

each treatment group) were exgosed to"co %\ (@ tre@d) 100 178y 6%2 and 1000 mg test
item/kg artificial soﬂ@y wefgght at:2(F + 2°C 40 OQQj%X 16 1ght%8h di uring the study, they

were fejd with gran@ted dry yeasty @ @ & @

Mortality and re@duc&@i weLe determme%\fter i&days @ §
¥ &0 oL &

Dates of %perlm@ltal work© %ugu@OS 2%\? to @epteng%r 07,2011

v
OIS
&@ . @ s @ @% . @Q % o
Results: Q\ O S O O a Q\
o aN

Validity Criteria@@ N {&@ A «y\:g “Reco f@nended Obtained

oY Y G N @,
Mean adult m@%ht @ SRS <20 % 8.8 %

D

Mf?an nu@ of]uvenlles per re te @%ﬁ @ %, > 100 1476.4

(with 10g&¢1lembolan mt uce D
Coeffigjent of Varlat %cal ed fo@le @ NS <30% 6.1 %
number of ]uvenlles per rephtate @)\ Q @Q - ’ -
> o Q
All validity @en&% th @dy Were mef.
Q

%
@QQQ
QQ@%@(@
$E
& & T
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Effect of isoxaflutole on Collembola (Folsomia candida) in a 28-day reproduction study

Test item Isoxaflutole a.s. @ @6
Test object Folsomia candida N 03
Exposure Artificial soil @ @® @
mg test item/kg soil dry weight | Adult mortality Mean number of @eproduction A N
nominal concentration (%) juveniles + SD % of controf)s @
Control 8.8 14764 = 907 o ) -2 b yf@
100 2.5 1581.00 = 11538 107. k2> @© @
178 25 157208 = 13 1069 Q7| =, &
316 75 16415 = 680 W2y | © K©
562 0.0 1868.5 £ 9297  196.2 1 @
1000 25 L @5%48  + 19537 Qloay . @
NOECreproduction (Mg test item/kg soil dry weight) . ¥ N | @y 00 =.° |
LOECreproduction (g test item/kg soil dry weight) & .©° % ko' &7000°s [*
The calculations were performed with unrounded valued < @) Qy éj o & %
n.s. = statistically not significant (William's-t test m&%-sidgd@naller,@= 0.0Q % Q> Q @7 @&

NS <O s S

@ N 0K O O &9
Mortality: R & & @ » O @
o~ &K & N @ S & e§ 2

In the control group 8.8 % of the@ult F%omia\ca a di@whi @i‘} below thedllow&d maximum
of <20 % mortality. A LCso C@ll notBe ca@lat%@and '@@)nred t@@e >@00 mg\test item/kg

artificial soil dry weight. S N N A (SIS

O SN .
w & N & ° < SIS

Reproduction: ~ % % § @ S e Ry N
Concerning the num@p of j@nile&%atisﬁgl a@sis R@illiaé%-t test, onw%ed smaller, a = 0.05)
revealed no signiﬁ@t digeren(:@twcontﬁ&’ ar%%%y tregtment gou]@K

S QO NN e SN

(NN N O Y D
Conclusion3 O @© o & K@j fv@xg& > § ~
The NOEq%pmdumof@for re%rodu@ion i%z 10& mg @ iteng(g SQ;@ d.w. and the LOEC eproduction 18
> 1000 @test item/kg@il d@%’l’ h@wes‘t- bse@@d-t-C@@éntraﬁon (LOEC) for reproduction

is > 1000 mg test iten@kg a@cial soil d@%eig{@ An E€s e@@d not be calculated and is considered

to be > 1000 mg t@?em&g a@%al &ery@eighé
Reference test: ©© < SRS © v

Q D NN
The most %ecent non-G@-tes@RM%@)ll-Pé@-IS/ @U. _, March 08, 2011) with the

referencg&fem Boric aéid wa@erfod aé,@est o&yﬁ\éentrations 44 — 67 — 100 — 150 and 225 mg boric
acidig artificial soffidfy weight. o5 & Y | N
Borie acid showed an E@o 0@9»1 mg@st 1§/kg artificial soil dry weight (95% confidence limits
from 80 mg taz104 mg Bog ac@g ar@cial soil dry weight) for reproduction according Probit
analysis usi a&r%m ielihodiregregsion.

The resul@@s n t@reco@em@é rang@)f the guideline (about 100 mg Boric acid/kg artificial soil dry
weight)s §) ©©

The @Ecrm @%s calculated to be 44 mg Boric acid/kg artificial soil dry weight and accordingly
thQ%OE@pmducﬁon is 6@ mg Boric acid/kg artificial soil dry weight according to Williams-Test
multi test procedure, o = 0.05, one-sided smaller.

This shows that the test organisms are sufficiently sensitive.
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Report: I 0 M-416751-01
Title: Isoxaflutole a. s.: Influence on mortality and reproduction on the soil mite @
species Hypoaspis aculeifer tested in artificial soil o @\i
Report No: KRA-HR-46/11 > 2 A
Document No: M-416751-01-1 o> NS
Guidelines: OECD 226 from October 03, 2008: OECD guideline for the Tegting @ )
Chemicals - Predatory mite (HyI@aspis (Geolaelaps) aculeif&rQ 2N
reproduction test in soil; & @& é}’ \\ @@
Minor deviations Q @ \Q XN A
Deviations: Minor deviations o> 2 S QX o &
GLP/GEP: yes A R e Q& & S
Obiective: v . > "\@ @ b\ . %@ @@
jective: % © N oy Q N o
The purpose of the study was to assess the effects %@s’oxa@’tole @'%.s. O@OHMT@ an@eprod&gtion on

the soil mite species Hypoaspis acule%ﬁtes@@du@% a%e os%e of $& days©1n a@ci oil

comparing control and treatment. NN @} & & S L
Fo S F o g

O 5.8 O @Y S @ 2

Materials and Methods: & v S ®\ N

Test item: isoxaflutole a.s.; (Ba@%og@AE @727@1-0ri 0 at@lo.:@ é%% 5/%; Customer

o /
Order No.: TOX08283-01; paifity 982 %owlwy). 0 & @ o S

Ten adult, fertilized, female yp%@pis @leife@er refilicate & co@@l ra&ﬁ@ateS@nd 4 replicates for
test item concentration) wére exposed to co@ andone t@atmeﬁﬁa Co@tra&@is of 100, 178, 316,
562 and 1000 mg testsitgem/k wéizht at@iciail w@@ tes@d. Inqgiach t@@essel 20 g dry weight
artificial soil were @@ghed in. Ty@pis agyileiferswere of a unffdrm age not differing more than
three days (29 days afte1@§art of egg lﬁying)@urin@le t§@ the@%ere with cheese mites bred on
brewer’s yeast@dDuringsthe study a fés per@re Q@O +Q2° a@ight Fegime of 400 — 800 Lux, 16 h
light : 8 h dark way apptied. The artif%al 5\0@ wagprepared ag&@ding to the guideline with the
following\(%nstituents percentage di 'buti@ on_dry wéizht b\@’s): 74.8 % fine quartz sand, 5%
Sphagvﬁﬁ peat, air @%dc a§@ﬁne gr%nd, 2@% Kao in_clay and approximately 0.2% Calcium
carbonate (CaCOs A &\ éﬁ . O w\j\ LN QB

After a period o§ Qsj th rvix%} afi%@’and &?e livirg juveniles were extracted by applying a
temperature gradient g @acf@)yen-@arat@. Extfagted mites were collected in a fixing solution
20 % ethy@le gly%ol, @ % ﬁ&oni@ wa@ 2 etergent/L fixing solution were added). All
Hypoas@culeifer wete co un@? a l@%}cu}a&
Datés-of ex erirfte@n\tal Pork; ¥ @ us@?\2011 to August 26, 2011

& Y @Qv @\ . i O ) g >
@" N

Results: &7 ¢ /@ § . R

9

Validity CQ@ria 2 © %G Q Recommended Obtained

N\

D @ N @
Mean adGlt morfafit <20 % 3.8 %
% 'S S ' ’

@ 5
M umber-of juviiiles $ replicate
(with 10 }gﬁbolan introduced) 230 2745

Coefﬁé@ﬁ of variation calculated for the

< [} 0
number of juveniles per replicate =30% 18.4 %
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All validity criteria for the study were met.

Effect of isoxaflutole a.s. on Hypoaspis aculeifer in a 14-day reproduction study o\@ @@6

Test item Isoxaflutole a.s. S @Q

Test object Hypoaspis aculeifer @J@ & @Q

Exposure Artificial soil N

mg test item/kg dry weight Adult Mean number of ﬁpproductmn(} § ©

artificial soil mortality juve@s +SD 4&(% of contrz&gl‘)» N é\”
(%) X @ Q\ @ &@

Control 3.8 2745 £ 5067 — ISERS

100 5.0 2850° = 483 ;E_y O g

178 7.5 @0 £ B5 G 65 A &

316 10.0 D533+ 34.4 g 3 |92 P

562 7.5 2368,° = | U gy - %

1000 25 Q 19% /v @ 7 4 o AN .

NOEC:eproduction (Mg test item/kg dry weight ar@gcclal s@ @ Q 7 @5 62 © @7 @&

LOE Creproduction (Ing test item/kg dry weight a&ifitial soil) > & % ©°1000

Statistical significance (William-t-test, one- md@*smal&&\x 0 @ was féynd. ) ~ N Ko §
S s O 2
TN Y N
Mortality: Q > ® .
In the control group 3.8 % of tl@adul&g))/poa@zs a@ezfe @ied \@mh is @10\&@6 allz% wed maximum
of <20 % mortality. The LGsy could}ot B@alc&ated anﬁﬁs cglder@ to b@e@> IOO@ing test item/kg

N
dry weight artificial soil. ¢ ~ © @ K N 9
S ©§ ¢ & < §
Reproduction: é\” ¢§ K & S Q0 AN

Concerning the n@er of ]UVC@S st@stlcal%al@ (Wl@am-t-tg‘[ %g§ sided smaller, o = 0.05)
revealed mgmﬁ@t dn&f@enc&s\between t]&\ont fol andg% gest ¢éicentration of the test item.
Therefore the@ @ved@ffect oan@Fatl %{ O%) for

weight artl(%mal sof’ The%ow@j Ob rved-Effect- centra ion{_OEC) for reproduction is 1000

mg test @m/kg dry We@ht a@lal @ ECso coul@not ICLBLQ@d

N
&\ é\g ® %\ & %\

roduction is 562 mg test item/kg dry

Conclusion: §§)

N >
The NOECrepmduc@{/%n is@ﬁ mg¥est it@%i/kg\s%il d.wsand @@ LOEC:eproduction 1000 mg test item/kg soil
dow O ¢ .0 © O @

Refere %test @9 QQ @
The \ngost recent n@-GL%cest
reférence item dlmethoa@a Was@erforn@i at
mg dlmethoati@g dr Zvelg rtlf soilQ&

Dimethoate @0w&é of 4951 mg a.s./kg (95 % confidence limits from 3.222 to 5.313 mg
a.s./kg d&weig@ﬁam@al s@io) for@lortahty of the adult mites according Probit analysis using
maximus@n 1ke§?ood egre

The Q%EC.@ uction QY s c;ﬁeulated to be 3.156 mg a.s./kg dry weight artificial soil and accordingly the
L rep@@m 1S 517 g a.s./kg dry weight artificial soil according Williams-Test multiple t-test
proce@, a = 0.05, one-sided. Dimethoate showed a ECso of 6.445 mg a.s./kg dry weight artificial
soil (95 % confidence limits from 6.022 to 8.022 mg a.s./kg dry weight artificial soil) for reproduction

, kra/HR-O-10/11, March 21, 2011) with the
t concentrations 0.990, 1.780, 3.156, 5.517 and 9.853

according Probit analysis using maximum likelihood regression.
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This is in the recommended range of the guideline of 3.0 — 7.0 mg a.s./kg dry weight artificial soil.

& O
N &
S
Metabolite RPA 202248 S @’ &
@ &0
Report: :2011:M-42011291 e & b
Title: Isoxaflutole- RPA202248 (AE 054¢092): Inﬂuen{%n the repr &gdﬁctlofwf thegs
collembolan species Folsomia candida tested 19@t1ﬁc1al soil © @ @ &@
Report No: FRM-COLL-134/11 Y L O
Document No: M-420112-01-1 @ & O & @
Guidelines: OECD 232 adopted, Septémber 07, 2009: Y)E@@ Guﬁelm@kfor %s 1ngg}
Chemicals - Collembolan eproduc§@1 Testin Sq@, 6 Y §
Minor deviations >
Deviations: Minor deviations (feg cTﬁg stené@' toolﬁﬁace a?f]er %day @teac& o
of 14 days, no ran;i 1zmg fter\L da§@) Y
GLP/GEP: yes & ~N »;9\ I & S
Q ‘i% SN Q
Objective: &© % \@ § \@ § @Q@ @ %

N

The purpose of this study was t@ass@@s the %ffec of RP 02%@ (me boh@bf isoxaflutole) on
survival and reproduction of %@s colk@bol specié&’F olsg%za Q@dzd%@durmgQ ex@sure of 28 days
in an artificial soil comparing“control an atméyt. S

' @g g\Q 2 v & N § @ ‘”\,@

A < Ny
Materials and Methqgs @ Q) @@ @ ' ~ S)
Test item: RPA 20@ (ana@lc@nd%@s 99.8% Wiy SAE 0540002 orlg@)amh no.: BCOO 5951-

22, 1iMIS o, 1009623, b B@ch cadd: AR.0540002-PU-01,

A

1-1, certificate Qs
10 collembola 11 %\days &d) per repl@te 8%:p icates forghe congrol group and 8 replicates for
each treatme@grm@ﬁ we&@xpose@ to control @Vatec&ate@and 00 mg test item/kg artificial soil
dry welghl%t 20 + 20% 400 &(@O(@ 16§hght @‘h dagk. Du@ng the study, they were fed with

%@

granulg@dry yeast. @ @ . @Q § &
Mortality and repr@pho&%ere @erml@@d aﬂ&%% d&ys RN
@% &
Dates of exp@‘lme@l W@Ek @ O@ber (@ 201 @ November 08, 2011
Q
Results; % & § ’%?Q @ @®
& @ Q @ ﬁ Y
Validity\\iriteria % @ @} @ecommended by the Obtained in this study
v

N %”\9 @ \J\ Q m@ guideline
Mean adult mortgjjty \J 0 S <20 % 11.3 %
Mean numberg@fjuv: plicate,
(with 10 coll@olmﬁl troﬁ ©@ 2100 1388
Coefficj fv @10n ca@ulat@or the <30% 14.0 %
numbegQ Juv es p@ephc

©

Aﬁ\zval@@ criteria for the study were met.
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Effect of RPA 202248 on Collembola (Folsomia candida) in a 28-day reproduction study

Test item RPA 202248 @6
Test object Folsomia candida Q\ 93
Exposure Artificial soil @ @
mg test item/kg soil dry weight | Adult mortality Mean number of \QReproductldh @
nominal concentration (%) juveniles + SD (% of con@ol)
Control 11.3 13883  + 19424 | @ yf@
100 12.5 1484090 + 1435 10@"* S @© @
NOECreproduction (Mg test item/kg soil dry weight) Q\g 00 § L &
LOE Creproduction (Mg test item/kg soil dry weight) & . S) %> 10y A Q&©
The calculations were performed with unrounded values @ Q . &@ @\J @
n.s. = statistically not significant (Student t-test one-sided-smgler, o = 0. 05)\ @@) Q & - @&
9
L @S D LS S
& ZNERES RSN IS T
Mortality: O @ & o v o
) DA N~
In the control group 11.3 % of the adult F%yomzd@and\z@ dled@hm&ls belgw the @owe@am@lm
of <20 % mortality. & \ N > R S Ao §
@ N 0K O O &9
R & 5 ¢
Reproduction: 3 @ @Q S W
Concerning the number of Juvenf%s staistica @@nal (W1§m sgt st, s1cgd> smalter, o = 0.05)
revealed no significant dlffer be@en@con r(i any( eai@t gr%lp @@ é%
(i% @ @ \ @
Conclusion: @ © @Q S § @ kS

N
The NOECreproduction 18: 1004@% tes&item/Kg soﬂ& ar@ the SkOE repmduCBQQ 100 mg test item/kg
soil d.w. The Lo —Obsg@/ed@fect @once@tlogéLOECQ forQeproduction is > 100 mg test
itemv/kg artificial s9il drydweight, > =" < .9 & & @
@) \

AN N @
Reference te@g @,® %© & K@j @ §
The mos; fecent non—%P -test %g%oll 1@} 15/ 1@7 U. , March 08, 2011) with the
referewéé@" tem Borlc erfo d égest c@%entfg{;%ns 49— 67 - 100 — 150 and 225 mg Boric
acid/kg artificial s@dry v@fght N w\ﬂ\ & QS

Boric acid show@ an %50 o@l st kt\?@i’/kg a%ﬁm@}soﬂ dry weight (95 % confidence limits
from 80 mg 19, 104 &g B amﬁ

analysis us1r?@max1§fhm hhm@%eg@slon@

The res@ in the rec%mem@ n@f @%ul l%e (about 100 mg Boric acid/kg artificial soil dry
weight)

Th NQECrepmdumo%\y@ms (@Jl@te@to be¥ H};@OHC acid/kg artificial soil dry weight and accordingly
the LOECreproducion 15 67 @g B(@c ac@/kg a@@mal soil dry weight according Williams-Test multiple t-
test procedureg o = 005, ong% de@aller@

This shows@t t]@est é nisms are@imently sensitive.

a@ﬁmal@%ﬂ dryrweight) for reproduction according Probit
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Report: I 001 V41791201
Title: Isoxaflutole-RPA202248 (AE 0540092): Influence on mortality and gﬁ
reproduction on the soil mite species Hypoaspis aculeifer tested in artificia soil@\§
Report No: KRA-HR-63/11 > 2 A
Document No: M-417912-01-1 o> NS
Guidelines: OECD 226 from October 03, 2008: OECD guideline for the Tegting @ )
Chemicals - Predatory mite (Hy[@aspis (Geolaelaps) aculeifQ@ 2N
reproduction test in soil; N N N
Deviation: \e @ G @
viation: none Q A/
GLP/GEP: yes o> A Q @@ é}
Q . @
» N &
Objective: Q Q} . %@
The purpose of the study was to assess theleffectséof R§P§9§®2O2 f isoxaflutote) on
mortality and reproduction on the soil mitg speci @I ]

14 days in artificial soil comparing cont&% Od \tl@atm@e}m &6

. Q@ SN %©
Materials and Methods: o & .8 X o §f &
Test item: RPA 202248; (Batchcode: XE os%o%@o@m Batéh No:>BCOO.5951-1-1;
Material: AE 0540092; Certificate Noﬂ\fﬁz 1@%2;@@: @%@@@. [ ©© N

S LS NSO ©

Ten adult, fertilized, fem% Hyp@spis @lei @%pM r@licate%&% r@cates%%)r edeh application rate)
were exposed to controlsand .ane trea%}len he @nce?on o’ 10 g te§titem/kg dry weight
artificial soil was te@@d. I ach@%}t VGS@[ 2@ dry~weighpartifigial sodl, were weighed in. The
Hypoaspis aculeif ere&of a u@ not@’iff magg than three days (28 days after start of
egg laying). Du@@ the felt, tl@? were fed with cheesé mi@bre@ bregyer’s yeast. During the study
a temperatur 20 @@ °C @d 1ig®reg'§g@’of &Qﬁ - 889 Lux& h 1i§ﬁt : 8 h dark was applied. The
artificial s%l was fieparéd acc%ding %0 th%’ade@ withShe @%owing constituents (percentage
distributibg on dry we@ht b@é: 7@? % fin€ quattz sa&S%Q@agnum peat, air dried and finely
ground& % Kaolin @ay ag@ppromma@y 0.2%Calcitim ca&l@na‘[e (CaCo0s).
After a period of§ ays;\the s@ivia&@dul@and @ liViﬂ%juveniles were extracted by applying a
temperature gradient using a cFad;%"n-a Paratug., Extragted mites were collected in a fixing solution
(20 % ethylefie gl@l, 800 d,Qgﬁised@vat@r,@ %(@t’ergent/L fixing solution were added). All

N
Hypoaspis%aculeifer werego un@%und@ bin(g@ﬂar.@

@ &) % @ o\%
Dates of experimestal work: Oktober®7, 2011 to October 26, 2011
SO
v & N o
Results: > @ N
2 @ & Q
Validity Cri@a = § v @ Recommended Obtained
QO & W
o o
Mean ag&@}aon@ o <20 % 3.8%
N7 N -
Mgahr§1?&nbe @ﬁuve@és pergéplicate > 50 314.3
(W}gt cols bola@l’ntro@ced)
Coeﬁ‘ﬁc@@&.of Vgriation calcglated for the <30% 13.9 %
numbenet juveniles per replicate

All validity criteria for the study were met.
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Effect of RPA 202248 on Hypoaspis aculeifer in a 14-days reproduction study o\@ @@b
Test item RPA 202248 S %

Test object Hypoaspis aculeifer @JQ @Q
Exposure Artificial soil N

mg test item/kg dry weight Adult mortality Mean number of %\Reproducno@ § ©
artificial soil (%) juvediiles + SD 4% % of cmgﬁa’l) ¢ é\”
Control 38 343X £ 43.67 NOERS R
100 6.3 3263 +  37© IR | & 0
NOECreproduction (Mg test item/kg dry weight artificial soil @ Q& 23100 @© @
LOE Creproduction (mg test item/kg dry weight artificial s @9 ©§ 1008 S

No statistical significance (Student-t-test, one-sided small&% = 0.05 was @nd N
§ &8
S Q@ &

Mortality: AN & é @ @
In the control group 3.8 % of the adult I@poa i%bacu&%fer diggl wh@ls below the allowed max§inum
of <20 % mortality. The LCso couldé@t be&@alculg\gg& an%% co&@iereé\f\o b@@ 00 test@tem/kg
dry weight artificial soil. @ \Q % \@' @@ S § &
Q o © O § o & & W
Reproduction: Q@ R (g @j@ @ @ (S @©
Concerning the number of ﬁwen les stat @alym&s@(%tud@ t@\s{@ one@lded s@aller a = 0.05)
revealed no significant dléﬁrenc@betv%% §ol and the conceg\ﬁ;@tlo 10%@g test item/kg dry
weight artificial soil. @ v §
IS @’ @% @ § %\ @ & Q&
Conclusion: @ @ § ©© @ @
The NOEC cprodsion 155X ©POO thg test 1tem/i§g s01l arf@the @EC@ duction > 100 mg test item/kg
soil d.w. Th%@ow@ Obsébved-Effect- QOHCGI@&U forggeproduction is > 100 mg test
item/kg dryveight @%ﬁtlﬁmﬁg soﬂ@ECX \@!ues @uld n&e c@cula‘[@
\
Refere&e test:

The most recent n— tes kr HR O-10/11, March 21, 2011) with the
reference item d@leth@ w peri@ﬁed °at est CCI}F@IOHS 0.990, 1.780, 3.156, 5.517 and 9.853
mg dlmethoa@ g d@ wel a 1ﬁelal s& "\
Dlmethoa%showed a L@o of2.05140 ) a. %(?g % confidence limits from 3.222 to 5.313 mg
a.s./kg @ weight aQ@aal Ko1l) fo@mo@lty ~‘f the adult mites according Probit analysis using
maxigum 11ke11ho@egr$! @ @ \
The'N OECieproduction Was @ ul@d to bQES IS@mg a.s./kg dry weight artificial soil and accordingly the
LOECrepmducno&@ 5.517 m %./kg&y wé&ight artificial soil according Williams-Test multiple t-test
procedure, 0.08, onezfded. %etl‘@ﬁte showed a ECsy of 6.445 mg a.s./kg dry weight artificial
soil (95 ‘@conﬁ@ce I@ts f@ﬁ 6.0?9 to 8.022 mg a.s./kg dry weight artificial soil) for reproduction
accord g Probiif analysis u@ maximum likelihood regression.
Thigé%h tcm@ende?avrange of the guideline of 3.0 — 7.0 mg a.s./kg dry weight artificial soil.

€ o

&
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Metabolite RPA 203328
LD
Report: I 2011 M-420062-01 . §
Title: Isoxaflutole-RPA203328 (AE B197555): Influence on th@reproductim@ﬁ@ thf@
collembolan species Folsomia candida tested in artiﬁcj@oil S S
Report No: FRM-COLL-135/11 " < |
Document No: M-420062-01-1 ~ = O & P
Guidelines: OECD 232 adopted, September 0%, 2009: OE@) Guidelinesfor T&E\ﬁng@}f @
Chemicals - Collembolan Reproduction Tes€in Soil; ISOd; 267@999)& ©&
GLP/GEP: yes o Q&U S K @@ E
- A
Objective: Q,;@ N @@) ) \& & @}
The purpose of this study was to assess the, effectaf RP@@% Ly (m&tf%oli f isé?\éﬂut&e on
survival and reproduction of the collembolan@pecig%’ols@%nia did ring % ex sur@% d@yos
in an artificial soil comparing control ang}@%atig@ \\@ @ &% @@ N §@
& R
@ N 08 OO S &
Materials and Methods: @Q %x% . é\g Q\ @9 §9 @ > @)©
Test item: RPA 203328, analytic@qnding@ 99.6 % W%’ori@bat 0.: I@%@er@%@tte no.: AZ
16135, LIMS no.: 0926554, batgh cod%@E @755@0 1 0004.. ©© ®© o

10 collembolans (11-12 day@d} pce?%repL@ate 8 r@f)licafses for comgrol %oup an& replicates for

each treatment group) wegg exp@d to @trol@/ater @éated)%nd@o t%t st itém/kg artificial soil
dry weight at 20 + 2°C»400 %800 lu@}?, 16§1ght@8%8h daik. Du\zﬁhg the stu y\’they were fed with
Q D .0«

granulated dry yeast. é\a @@ N SO RN
. . @ %, Q &

Mortality and t fte§8 :

ortality an repr@c 10£ wefe @e aed a O days @

S QN < @%@@
- N , 2011

X %% c& i ofember” 16
Dates of expeédimental wark: er £4,2013 to Nogember
@@ "k o Qefvber 13201 o

. & O
& Dy © v
© @ @7
Result:” o o &0 U7
Validit§Criteria _ @ | © S Q Rec%lmel@i?)d Obtained
) ©O
Mean adult mortal(i@;t\)@@ v& ((\@? f;ﬁ\ 6@’ & < 00 8.8%
Mean number 'u%ni@@per @licate@@ ® § @1 00 1338
(with 10 collef@bolan fatroducs; S NP
Coefficie variation calcﬁate(@ the '%: &°
. : % W v <30% 10%
number veniles per @llcatQ @ S

Q % N .
R R . @ @ N
All%lidity criteria for tl@@Stud@\)vere r%t. §

I
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Effect of RPA 203328 on Collembola (Folsomia candida) in a 28-day reproduction study

Test item RPA 203328 & O
Test object Folsomia candida @ 93
Exposure Artificial soil @ @5 1 @

mg test item/kg soil dry weight Adult mortality Mean number of eproduction& S
nominal concentration (%) juvenilestSD (% of contra}) N %
Control 8.8 13380+ 1343 o[ A .
100 12.5 126780+ 953 & 94708 @© @
NOECreproduction (Mg test item/kg soil dry weight) Q\g 0 § %, &
LOE Creproduction (Mg test item/kg soil dry weight) & . S) %2100 r\& Q&©
The calculations were performed with un-rounded values @ Q . &@ < @
n.s. = statistically not significant (Student-t test one-sidedr, o= 0.05)\ 9 Q S @&

Q)
. O <&
9" N o
| S @ & &

Mortality: %, < Qy

In the control group 8.8 % of the adult I;"@%omq{@an died whi %1

of <20 % mortality. A LCso could n@be G@Jl&t@@}lﬂd i§, consg

artificial soil dry weight. S S & © B

& .7 S 3
- O S
Reproduction: 9 9 O
@ S

g, @ S QO

Concerning the number of jdQenilessstatigtical ang@sis &tudet@@ tes@ one-si@d s@gller, o = 0.05)
revealed no significant difference twe@onﬂ@mnd i treatihent § up.. 9 )

o\@ © @ § & @% % @

ion: S e & ¥ .0 & T
Conclusion: é\a > v ISR N N
The NOECreproductio 21%) mg t itel& soild w. a& the@OECmgdumongloo mg test item/kg soil
d.w. The Lowe@) s@d-EQﬁct-Coﬁeentﬁtjon (JﬁEC@@r re@%due@@@ﬁ is > 100 mg test item/kg
artificial soilddy weight. 1@ ECsgy ou]@éﬁot b&%ala@ted a§ is cotfsidered to be > 100 mg test
item/kg artificial sofbdry Weight, 2 S © 2
N > & & © &
(e 2 § & < .0

Referénce test: Q\@ S SR N
The most recent @—GL$—'[CS RM 011—@—15/ & u , March 08, 2011) with the
reference item BGtic wa, erfo@rgic?d a»Qt%St co@sentré%j@)ns 44 — 67 — 100 — 150 and 225 mg Boric
acid/kg artifiefdl soitdry wéight .~ O -
Boric acid%howed an E@o of@ mg@t it@kg @ﬁcial soil dry weight (95 % confidence limits
from S@g to 104({4@ Bm@ acid@ ar@\:ial%iéﬂ dry weight) for reproduction according Probit
anal)@s using maxiiiim 1%1ih09§wegr®iom\
Thexesult is in the reco end@} rangle th&ndehne (about 100 mg Boric acid/kg artificial soil dry
weight). @* . N
The NOEC, &mim\%s Cﬁmea\to begi4 mg Boric acid/kg artificial soil dry weight and accordingly
the LOE%roduc[@ 67@@g B(@@ acicﬁ@g artificial soil dry weight according Williams-Test multiple t-

Yy

test prure — O%St, on@ied smaller.
This @ws @ th Qrganisms are sufficiently sensitive.
¢ & TS

&
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Report: I 001 Vi-419849-01
Title: Isoxaflutole-RPA203328 (AE B197555): Influence on mortality and gﬁ &
reproduction on the soil mite species Hypoaspis aculeifer tested in artifici §
soil > %
Report No: KRA-HR-64/11 o NN
Document No: M-419849-01-1 QS & |
Guidelines: OECD 226 from October 03, 2008: OECD guideline for the {@tm&@ <’
Chemicals - Predatory mite (H)@spis (Geo@}laps) aculeger) Ny @Q @
reproduction test in soil S @ \© 2o ©&
Deviations: Yes (15 days of exposure instgitd of 14 days) = S Q o
GLP/GEP: yes A ™ " é & ©
o @@Q@?\@@@\&@@@
Objective: % @@)) %Q &% @1&7 IS T
The purpose of the study was to assess the©effes{§ of Q')SS 203828 @etabo@e o&sox@ole)&m
mortality and reproduction on the soil mite spee\i@sj H/Wgoas%% acul@%@r te dl{jng an S

po of

15 days in artificial soil comparing co@l an@ea@t. \& & W;\ Q> é\g ©§@
&CQQ % "\@ § \@9 §© N @ ©
Materials and Methods: Q S S o @@ @Q \W\?
Test item: RPA 203328, (Batgh codeq;@AE @@’%97 85 0099@001; @rigi%@atcl&No.: 1GB947,;
Material: AE B197555, pure%&staﬁc%; C@@;&ﬁcag 0. AZ 16&@; purigy: 99.6 Vow/ ).
o O S & % < & 2

Ten adult, fertilized, feriale Hg?oas is@acu@r %@repl@% gi}%gplic&cs fo@ch application rate)
were exposed to cm@el aw@ne&rﬁ atmen@ T ong\;&ntratic@ of B0 mg«est item/kg dry weight
artificial soil was @éted.&ln eac@?est@ssel 20 g dvy weight artit%ial so1l were weighed in. The
Hypoaspis acul@@r wer® of Qiﬁniforriﬁ\’agxﬁ@t differing @re t}@ threg>days (29 days after start of
egg laying). ng @test@wy v@ fqi@’ith ch%ese mjtes on bréwer’s yeast. During the study
a temperatyre of 20& 2 °Gsand light regime 0 7@0 Lu@, 16@@%ght : 8 h dark was applied. The
artificial ‘soil was pre@md rding0to the gui@ine thg@éllowing constituents (percentage
distribfition on dryow@ghhg%s): 74.8 %@ﬂneo&@rtz sand, 5§>Sphagnum peat, air dried and finely
ground, 20 % Kao Elay%nd a w\cﬁ)xh@@ely Q§y% (@cium %rbonate (CaCO0s3).
After a period ofl5 , th rviv@g aditils an@the ligdng juveniles were extracted by applying a

R

D
temperature ien@@mg ao&a@ym&@pam{@. ExtfReted mites were collected in a fixing solution
(20 % ethylene glycol, Yacdeioni W@; 2@detergent/L fixing solution were added). All

Hypoas@ culeifer werg co@d unéer a biwoculaty
S N = 9
R R R S
Dates of experiméntafworky.  “ctobsr 14, 2011 to November 04, 201 1
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Results: @ @6
Validity Criteria Recommended Obtained$y K&

= s
Mean adult mortality <20% (3 1.3 %& . N

@(@ & -
Mean number of juveniles per replicate gg I . .9 2]
(with 10 adult females introduced) ©i >0 N %\392 > @nQ
Coefficient of variation calculated for the N R @V N S
e ) g <30% © v, 8% & D
number of juvenile mites per replicate @ & © Q N
Y s T ©
Qo? N S 6 &
All validity criteria for the study were met . XN @ 6\ v,
& &) N B % IS '~ RS
Effects of RPA 203328 on Hypoaspis aculei ei‘%p a l4@’ays ‘5‘0 %n st (% & @j @§ °
‘”\9 SO d& 2 Q §
Test item > @ RPA@mz@ NN S
Test object Q & é\\Hyp is ac zfe @3\9 @ <
Exposure @ @%% o Ay 1ﬁc1@l N @ G
mg test item/kg dry weight QAd ° 3 @gRep @Pfctm{\ﬁ
artificial soil @ morfality Q S (% @con%xol)
%)
Control w 1.3 @ B3RN0, = S 312°] ©
100 9 © 63  RKI3809 + NIER &7%2
NOEC (mg test item/kg dry‘weighbartificial soil @ § 9 100
LOEC (mg test item/kg Qey wej artiﬁ@al soil f\@ X %& G o @i 100
No statistical significange(Studen -t-tes‘t@ne-sid@small@,\a = (@51) was found. © S
Fs .8 - 9 & & @
&> \© @ N & @ &
Mortality: <O >

In the control grouﬁ@’ 3%%fthe dul poa
of < 20%-glortality. T%@Lc@ould

t artificial s@l
O
Reproduction: © %

dry w

é@

acu er d1@ wh&@ls below the allowed maximum
cul@ed a@ cc&s@ered to be > 100 mg test item/kg

\
. S S
%\ %@ @

<
Concerning th& nu @r of (1g¢.=,n,1lgﬁi9 statl@wal a@lyms@Student-t-test one-sided smaller, a = 0.05)

revealed n s@gmﬁcan‘[ d@re@ betv&@n C%@rol a@
weight @cml soil. @9 Q

the concentration of 100 mg test item/kg dry

soil d.w. and the LOEC eproduction > 100 mg test item/kg
centration (LOEC) for reproduction is > 100 mg test

& &
NG NAS)

. @ D
Conclusion: N @ @\@ vV
The NOEC:eproggsion is = 100 qug testGtem/,
soil d.w. &Lowe%; 0) edEffect-Co
item/kg dr% rtlﬁ 1 soph  ECNQ) es could not be calculated.

S

Refe@nce .(‘ @ %,
Tl@%o%@mcem Hon-Gp-test ([ . «:=/HR-O-10/11, March 21, 2011) with the
refere

9.853 mg dimethoate/kg dry weight artificial soil.

item dimethoate was performed at test concentrations 0.990, 1.780, 3.156, 5.517 and
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Dimethoate showed a LCso 0of 4.051 mg a.s./kg (95% confidence limits from 3.222 to 5.313 mg a.s. /kg

dry weight artificial soil) for mortality of the adult mites according Probit analysis using ma m O
RS

likelihood regression. N\ g

The NOEC eproduction Was calculated to be 3.156 mg a.s./kg dry weight art1ﬁ01a@l and acco&@lgly the
LOEC eproduction 18 5.517 mg a.s./kg dry weight artificial soil according willfams-Test Itiplest-test
procedure, a = 0.05, one-sided. Dimethoate showed a ECsy of 6.445 %s /kg dry, v&@ght § ggf@
soil (95% confidence limits from 6.022 to 8.022 mg a.s dry welgh@mﬁmal sm%ﬁor %d c§ @
according Probit analysis using maximum likelihood y{:gresswn é\a

This is in the recommended range of the guideline %@.O -70 m%xs Jkg dry weéﬁ?lt art@mal@l

o L O @

. W & D 8
é& @@ %Q Y @

CA 85 Effects on soil nitrogen tral%form@h @ @ @ & & @% @&o

For information on studies already evah@ﬁed d%glng 1rs&§l zﬁége u&@)%?nole,&lease §er to

corresponding section in the Baseline c.‘ ss1ég%ro §@ ayer opS@%nce Mon@raph
An N-transformation study with th{@leta ite RP 20&2 8 Vs@@per@ned@)@ icls n&%ubmltted
during the first Annex I 1nclu51oﬁ@proc<@§s andjs su d@thn&@ls %@plerbﬁmtal Dessier for the

isoxaflutole Annex I Renewa@fns si%y gll@e &s@mar&& l:z&ﬁv o @ é&
N
5 © & o @ ©

Table 8.8- 1:  Additiorial stud&s on nl@)gen§nsf St atm@lth iSoxafl tﬁe m@olltes

Test substance T&spec@study@pe (@\Q \Endp@t N N ’” References
@ro mtram@gmaﬂ@@ @ O 3m p%./ oil . C015)
RPA 202248 % 4% %) 1nﬂp§@e @’@ 67 1 M-469915-01-1
& i U S Q867 mgpmskgsoll | oa g s/04
R @w g O T a5 &
Report: ¢, Y 12013 @469915 0)@,
Title: 02248 (BES-A 0 ffects on the activity of soil
&@ chgo%ra (nltroge@\tﬁangf@natléiégs)g\é Y
Report No: QP13 %048 Q\@No %y %
Document No: ¢ | Mc46991%101-&, MRS
Guidelines: _ @ECB&M @) s & o
GLP/GEP:~Q Gyese” S LSS >

S O &

Obj ect@ @2 QQ @ @ %

The purpose of thls%dy \E%S to @erm@ the- %?ects of the test item on the activity of soil microflora
withvegard to nltrogen sfo@}atlon Ral atory test. The test was performed in accordance with

OECD guldeli@ilé%(%%g@ m 1ng@ nitrogen turnover.

N
Materlal and @ho S Q
Test 1@ R@OZ 8 ( bolite of isoxaflutole), BCS-code: BCS-AB59005, Batch code: AE
0540@4?\2 Ol@ﬁ Bateh No.: GSE 61005-35-1, Customer order No: TOX 09986-01, CAS No.:
1 1- 7é@ LIM No§328350 Certificate No.: MZ 00730, analysed purity: 99.5 % w/w
A loal@sand soil (DIN 4220) was exposed for 84 days to 0.13 and 0.67 mg test item/kg soil dry
weight. The nitrogen transformation was determined in soil enriched with lucerne meal (concentration
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in soil 0.5 %). NHs-nitrogen, NO;- and NO,-nitrogen were determined by an Autoanalyzer at different

sampling intervals (0, 7, 14, 28, 42, 56, 70 and 84 days after treatment). @ ©©
S S ©
Dates of experimental work: August 16 to November 08, 2013 @@ &@ ©®
SIS
Results: v\% °\© 9 ‘”5@
R < < SN S
Validity criteria: \a @ < Q\ @
K v S &S
&, © S £
Validity Criteria commende y the &talned\ﬁl th@%tudy@

g guldelme @@f Q @ o @}

coefficient of variation (CV) between nitrate-N o o %\ © 6 o 2o, R
concentration in replicate control samples & @@ @ % 5 @}’ @§ 6:5%

el @ &

3 @@ NV T e 9& g

All validity criteria for the study were n@%” \ N o &% O 5 §
N ISEES

Q \ ° S ) @’\9\
Effects on nitrogen transformation m@nl aﬁ%’ tregtgent wﬁ R@@OZ}@(BC§S9@)

Time Control 0. ng st 1tel%kg soirdry weight @% é@st lt@?kg s%l?”dry weight
Interval @equm@g nt to@:1 kg» titem/ia > equ@len;\@ﬂ 5 kg test item/ha
%/ @ @ @ %
Nitrate-ND KNIU‘%& H @& differenceto | " Ngtl@e-N‘)@ difference to
9 S 2) § control & control

0-7 | 358 | % 0.0683.17,| + & 0.03 RN 3,24 ;C@ 046 | 93"
f\

7-14 | 151 @ Q\Jég 55 | @ 039 3055 95 | & | 012 | +88m

_ @ 2 © *s. O n.w.
14-28 1.&@) i» @.10 \13é\ + N 0.07& +3\§ @'1.008 + 0.01 +0.2
28-42 0 6§ 0%@ 1.1@ ES . 0@ @9.5 (@) @4 + 0.14 +19.3 "+

° @ 7 % & .S, @j n.s.
42-56® 0.42 i@(@.ﬂ@%ﬂl%@ + @)lég\ ;%%@" S 0.52 + 0.22 +23.3

- o o LI ns.
56-70 0.48 (\%} OQ(QQ QQS o § ENY é-’- 75 0.69 + 0.10 +44.0
70-84 0.8657" % [10.08 é@'“@\v + @0’.28 24@ 078 | = | 0.3 9.1m

The calculations yere performed unro@ded v

@
D) Rate: Ni in@g/kg s ry Weight/tu%mterva% ay, gean of 3 replicates and standard deviation

ns =No s;§t1stlcally s1gn1ﬁo@>t dlf®ce to, t@ con%@(Sm “t-test for homogeneous variances, 2-sided, p < 0.05)

nw. = istically Slgnk%cant dlﬁ@ence@ he ceqtrol (W?Qg t-test for inhomogeneous variances, 2-sided, p <0.05)
tically signifigantly diffegent to contro degttest for homogeneous variances, 2-sided, p < 0.05)
S el @

% S
S NS Q §
In a separate s@dy the referg%&e it@n Dirgterb caused a stimulation of nitrogen transformation of
+33.7 % a@ 42. % at OO«:@% and 27.00 mg Dinoterb per kg soil dry weight, respectively,
determme da after plication. ~<Q
@ ¥

@ S
Obs&iwatug@@ % "N
T]Q%st itém RPA@02@ (BCS-AB59005) caused temporary stimulations and inhibitions of the daily
nitrate at the tested concentration of 0.13 mg/kg soil dry weight up to time interval 56-70 days

*s.

after application.
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However, no adverse effects of RPA202248 (BCS-AB59005) on nitrogen transformation in soil couold
be observed at a test concentration of 0.13 mg/kg dry soil at the end of the test, 84 days@fter ©©
application (time interval 70-84 days after application). Q\ g
A difference from control of -24.1 % (test concentration 0.13 mg/kg dry soi@as measur&@84 %@;
after application (time interval 70-84 days after application). @ S N
SIS
The test item RPA 202248 (BCS-AB59005) caused a t rary stimu@sion of the d#ily ni@e ra@%t
the tested concentration of 0.67 mg/kg soil dry weiiht at time int@l 56-70 d?a%@ aftpli@ﬁon. ®)
However, no adverse effects of RPA202248 (BCS-AB59005) on %rogen transf@matio%in s@cou%%
be observed at the tested concentration of O./kg dry_at e@@& of®e t@i 84 _days @ter

pserved at ¢ _ z > - N\l
application (time interval 70-84 days). « & @f@’ N %@J D \% N
A difference from the control of -9.1 % (tes@once@ra‘tio&ﬂ.ﬂ (gg/k@?y so@was&measur d at thoe
end of the 84-day incubation period (timg\? zgg[er\ia\@%i@ Q A S Q @7 @&

. A R SRS I 5

Conclusion: N - S NS}
RPA 202248 (BCS-AB59005) caused no %rerse@%‘ectgﬁiffe@@:e @on@ 25@&@ OF%@ 216) on
the soil nitrogen transformation (measuggd as &O;- odugtion) Qhe of te 84-day incubation
period. The study was perfo invé\ﬁeld s@l at @ncent tim@p to 0.67 r@ tesm/kg soil dry
weight, which are equivalentYo a icatio@ atesap to 035 kg test ite%a@a. .9 %

NI S
& &%%Q%
& &SV S

7o

o,

T A
v )9 . N O
D S QA S
CA 8.6 Ef@ 0n<errest§ noget l&ﬁner nts @ S) S
For information@ stu(g@ alria%ly evgﬁiate@urin e ﬁ@@EU @iesoxaﬂutole, please refer to
correspondm@ctlo thedBaseliag DOQ T pr%w ed by Ba}é ro&Smence and in the Monograph.
% . S
O\@ @ % %@ % & @ @ @7%

e, i \

CAB6RS  Summgy of @em ata RS

According to the@@ta r&&uire@nts@ f@TQ pla@% proﬁgction;@oducts (Commission Regulation No
284/2013) scree@%g data shaf® only_be r&gf@i’ired Rr plant protection products other than those
exhibiting he@icida pl@ﬁ? gfoﬁ reé@lator@tivit@@ Since isoxaflutole is an herbicide and a
complete setof Tief2 ttria&%n—t et p@at stugjes is available (see MCP, Dossier number D-

009257@), no further ta ons@gdong@ess
2 R S &

s Qo @
CA§.6.2 Testing @on-é}rget plants §
For informatiom@eh studies alfeady g¥dluatedhduring the first EU review of isoxaflutole, please refer to
correspondig@%ec‘%%i%n t@seﬁﬁe D@sier provided by Bayer CropScience and in the Monograph.
& éﬁ Q & W

Studie no@rget p%nt%@edling emergence and vegetative vigour) have been conducted with the
repr %ﬁtati@fo ionsoxaflutole + Cyprosulfamide SC 480 and are presented in MCP, Dossier

nufiiBer DB0925701-2:Rnnex point 10.6.2.
ugbler L p

CA 8.7 Effects on other terrestrial organisms (flora and fauna)

No studies on other terrestrial organisms were necessary.
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CA 8.8 Effects on biological methods for sewage treatment @ @b

N S
For information on studies already evaluated during the first EU review of isoxaflutole, plea@fer to
corresponding section in the Baseline Dossier provided by Bayer CropScienc@nd in the M&qogga@i.

An activated sludge study with isoxaflutole was performed, which was n% submitted @ng ﬂ@\ first,
Annex I inclusion process and is submitted within thig,Supplementai“Dossier for the isexaflu

Annex [ Renewal. This study will be summarized below? Q@ @@ § ' g
& S) v Q& WO
@ Q& O S &
1. . . cp s ° &
Table 8.8-1:  Additional studies on sewage trea@ with 1s0$;ﬂu ole@@) Q \S r%n@ \@}
Test species/ 0 D oy E) eferences
Test substance study type (@\\x @@ gj@pmé& ®@§7 U@ N o
. Ry S S 7 ig@}) g
Isoxaflutole, tech. Actlvatg(ilsmdge, "\T% ECso \@I%g L § M-240 -(§@
ST & A N @vméﬁ&sm@
N QB
S s8¢ fe,
N @ > \J\ @ < NS RN
Report: ?;mo@m—m@%m%V O O O S
Title: Toxicity& Isoxaftutole, %@Bsta@ techri#al; C&d¢ AE I§§f>972@60 1R99 0001 to
Activate; Sludg%in aRespiration Tes:@@ («@ 9 S
Report No: B003605 A~ N ‘& NN
Document No: MQA0627-01-1 & & & & N KN &
Guidelines: OECD 209 (1984) O O O KS
%evia@eﬁ : ;&%%peg;i,ﬁed @6 S QO A DS
GLP/GEP: LD yes, a O NV N @
S O TR W9 o XU
O N R v @ *§
Y S0 0O o g @
Objective: RN . @@ S)

. . %e > N
The 1nﬂu>%%e of the te@te xafl ; sul tang tec I; %(@362 AE B1972 78 00 1D99 0001 on
the acﬁ@y of activéted slfdge wa e@uat@d@by rﬁéasurjg@ the respiration rate under defined
conditions. & é\ﬁ . © @;\,\ é& S
5 & & 5.~ S
. SN ~ LS
Materials andZMethads: ¢ \@ © Q &
Test item: I@xaﬂuto e t@., Code: @19@8 § D99 0001, Batch No.: 279, analysed purity:

NS
98.7 % Wi o & @ 2 R
The respiration rate@»xyg %ns&mptio&l f gﬁ@%robic activated sludge fed with a standard amount
of sgiﬁfhetic sewage-was %as H in pre@n\ce of various concentrations of the test item after an

incubation peri@kof 3 h@ojurs&@est @ncenm@@lons were 10, 32, 100, 320 and 1000 mg Isoxaflutole;

substance ‘i@lical%& 3&5710 4&% 3%@ 3,5-Dichlorophenol/L as reference substance and two
inoculum rol
LIy o & 9

Dag§ ein@@a
¢ £

O
Iwork:  July 12 to July 12,2001
<



B . Page 94 of 94
sayer) Bayer CropScience 2013-11-29
R

Document MCA: Section 8 Ecotoxicological studies

o

Isoxaflutole
Results: N
| . &4
Influence of Isoxaflutole technical on oxygen consumption of activated sludge RN @
] .
Treatment Oxygen consumption Inhibition Oxygep@encentratwn@@g 0@
[mg test item/L] [mg O2/L min] [%] @tg)rt* o En@ I
Control 0.457 -5 ?4\756.9 B o 2 R
Control 0.533 o @ 6.0 €y @37 @
Pooled control 0.495 " (Q - [ZEES O §
1000 0.520 @%5.1 S 650 |N 9 o
320 0.492 @) 0.6 9 6 o 69 &
100 0.513 Y 36 & - &3 N | 680
N
32 0.482 S @26 ST g762 @@ 6.9
10 0.520 N AR N S
*: start and end of 3-hour aeration e N AN N g
NS N
s Q & NN )y @3\9 & Q
Observations: ® @ " X @ S
In comparison to the inoculum cgjtrols the respiratian rate gfthe Vat%)@;s ud as\ﬁet inhibited
(-5.1 % to 2.6 %) up to the@ﬁgha@{@est @ncen@aﬁo 1 mgCpest %@ML Concentrations
. - SBvere” W S
exceeding 1000 mg/L nominahwere not tested. @ ¢ @)

Based on measured inhibi%on ra@@, the@wu @ Cao aftdl ECso& cou@mt bg@%luan@ied because up to

the highest nominal tesf%once%tration%f 1 mg@less {Ban 20"% inhibitio y\’as noted after three
hours incubation.  Xv N N N

The 3-hour ECs fot&he positive ntr&l&S—Di&Eloro %nol@vhich Was tsf%d in the same way as the
test item, was fomud ta 5 5.2,thg/L and is_within the ran@of 5@%0 recommended by the test

S N
guidelines; thu§) confighing suitabifity of the actiaéted dge.
e onBinagpiabily of ¥ ied gydee, &

@
Y
9 @ %y
Conclu'@nj: & @f > O o Q@ \@’
The Fhour ECZOQ%% E@ f% isox@@ﬁto eQre cﬁ%arlg\ggher than 1000 mg/L under the
present test con@ms. N @Q oS > & 5
TSI S S
CA 8.9 Q Mor@ori@ata\\ Q\ @\ S
No mon@ng data ar@availe@@ @'ﬁ\: @@ . %@
< AR
h AR 9
&@ %% g @ Q
RS
@ < Q & ©@
AN
@ CHEN
S O
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