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B.7 RESIDUES DATA

0
B.7.1 Metabolism, distribution and expression of residues in plants (11A 6.1, IIIQ‘Z?l)
@
Report: Ma, M., Smith, K. P., and Jackson, A. U. A Nature of the Residue Stutbl\?mith
[14C]- XR-729 Methyl Applied to Wheat with and without the Safen@;Q
Cloquintocet Mexyl, Unpublished report of Dow AgroSciences, stl{é'y ID 101080,
28 Oct 2011. Q&
Guidelines:  OECD Guidance Document 501 for Metabolism in Crops (Isgga%8 January 2007)
GLP: Yes (certified laboratory) oé\
oc‘o\.
B.7.1.1 Wheat 0@
The Notifier submitted a wheat metabolism study (Ma, I\@?Smith, K. P., and Jackson,
A. U.) completed in 2011. The uptake, distribution ang;‘metabolism of XDE-729
methyl was studied in wheat (var. Hard Red VNS) %_@Vn outdoors in the USA
(California). The investigation was carried out in 2010/2011 in accordance with GLP
using [**C]-pheny! labelled XR-729 methyl and {\bQC]-pyridine labelled XR-729
methyl. In order to investigate the effect of th%@afener Cloquintocet Mexyl (CQC) on
the transformation of XR-729 methyl in wheat, samples from different plots were
treated with both [**C]-phenyl labelled XFgfzg methyl and [**C]-pyridine labelled
XR-729 methyl with and without Cloqui@ibcet Mexyl (CQC). The radiolabel test
substance (with and without CQC) wasAormulated as an Emulsifiable Concentrate
(formulation blank GF-2630) and ag\ghed using a R&D wand sprayer pressurised with
CO.. >

N
&
S
Figure B.7.1.1-1 Structure-6f XDE-729 methyl showing the position of the

4C-PH-XDE-729 methy
Position of *C radiolabel
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C-PY-XDE-729 methyl &
Position of “C radiolabel iy

Specific activity: 29.6 mCi/mmol, Radiochemical purity: 97.80%.
$

Study Design S
A single foliar application of [**C]-XDE-729 Methyl (methyl 4-am£i}?o-3-chIoro-6-(4-ch|oro-2-
fluoro-3-methoxyphenyl) pyridine-2-carboxylate) was made to s \ing wheat at the maximum
Seasonal rate of 10 g a.i./ha (9.6 g a.e./ha) at BBCH 45. The <%vosed GAP for spring cereals is
for 1 application at BBCH 13-45 to be made at 6.25 g a.s/hatherefore the metabolism study has
been conducted at a nominal application rate of 1.6N. Howegver, the proposed GAP for winter
cereals is for 2 applications, the first at BBCH 09 to 29 2 g a.s/ha) and the second at BBCH
13 to 45 (6.25 g a.s/ha). Given the metabolism study,vgas carried out with a single application at
BBCH 45, the emergence use for winter cereals has ot been considered in the metabolism study.
Therefore, the notifier was requested to justify howZhe metabolism study addresses the winter
wheat application. The notifier responded with t¢ following case:
“The application was made at the latest grow@stage, and therefore the shortest PHI, for both
spring and fall cereals. The residue was defined as parent and three identified metabolites, plus
conjugates of metabolite X11406790. The ¢haracterized residue is not likely to change due to an
earlier application, or a longer PHI. It 'Sﬁikely that the individual residue levels will change,
with primarily an increase in conjuga@components and bound residues, by the addition of an
earlier application ”. @
The metabolism study demonstrateg%at the parent is not extensively metabolized, and the
proposed metabolic pathway of XDE-729 methyl in wheat proceeds through dissociation to the
acid and/or de-methylation of the methoxy group on the phenyl ring. The resulting metabolites
are then rapidly conjugated afdl metabolism proceeds through natural incorporation of the
radiolabeled carbon into ngﬁjral plant constituents, such as pectin and lignin. Given the results of
the study, the RMS agregﬁhat the characterised residue is unlikely to change due to a longer PHI,
which in addition to t@fact that the consumable part (grain) of the plant has not yet developed at
BBCH 45, the noti{/@?é case shown above is acceptable.

Normal crop h s«tﬁndry procedures for the region were followed throughout the growing period.
Irrigation watefwas applied by hand with an inline flow meter. The water was carefully added to
the soil in orger to prevent washing the test substance off the treated wheat and to minimally
disturb thegoil. No maintenance chemicals were applied to the wheat. Climatic data were
collected$from a weather station 5.25 miles Southwest of the test site, with on-site rainfall
monitgred by a Tru-Check rain gauge during the study. There were no meteorological
abngﬁ'halities that may have impacted the study.
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Sampling 5\\
The wheat was grown outdoors to maturity, with immature forage and hay collected 7 and go@
days after application and mature straw and grain collected 84 days after application. &
@
Table B.7.1.1-1 OQ”‘
wb
H X
Crop Information é\
Crop/ 0%
crop Variety Growth stage at Growth stage at harvest Harvested *CZ) Harvesting
group application RAC x procedure
cereal Hard Red BBCH 45 BBCH 49 forage- cut by hand
VNS (foliar N
applications) BBCH 75 Qa§ cut by hand, dried
O 12 days in
Q@ greenhouse
Y
BBCH 89 Q_Z%raw & grain cut by hand,
. separated grain,
.\OQ chaff combined
@ with straw
)
-9
b\Q

>

A small portion of each tissue sample was first n@l?ed using a food processor with dry ice, then
the processed sample was transferred to a coffeg‘grinder with an additional small amount of dry
ice and processed until the sample was a fine p8wder. Due to the size and nature of grain, the
grain samples were only processed throughg?e coffee grinders.

In order to confirm the homogeneity of theSprocessed samples, five replicates (0.2 g) of each
processed tissue sample were combustedﬁor two minutes at the trial site, prior to shipment.
Processed samples were shipped to Dow AgroSciences (DAS) on dry ice via overnight delivery.
@o‘?
o
Sample Extraction Q(b
In general, the milled samples;%ere analyzed by the sequence of extractions described below and
shown in Figure B.7.1.1.1-§\b

N

Accelerated Solvent E)g{rgction (ASE): An accelerated solvent extractor (Dionex model ASE
350) was used to extr@é? forage, hay and straw samples. A sample (8 to 10 g) was weighed into a
34 mL ASE extraction cell, and approximately 3 g of diatomaceous earth was added on top to fill
the cell. Each sample was subjected to six sequential ASE extractions, twice with 50/50
methanol/watersat 50 °C, twice with 50/50 methanol/water at 80 °C, and twice with 50/50/0.1
methanol/water?HgPQ; at 110 °C. The six ASE extracts per sample were collected in individual
glass vials. @II extractions were conducted at approximately 1,500 psi with 5 minutes heating
time and gb(?ninutes static extraction time.

«Q
Voluﬁs of each ASE extract were measured and triplicate aliquots (0.25 mL) were analyzed by
qulgﬁ scintillation counting. The extract volumes were typically 20 mL. The neutral extracts

L%sfhg 50/50 methanol/water at 50 °C and 80 °C were combined and the volume was measured,
@
N

d triplicate aliquots were analyzed by liquid scintillation counting. Solid phase extraction
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o

(SPE) was conducted on aliquots of the forage, hay and straw combined neutral extracts, an
SPE fractions were prepared for HPLC analysis. \0)
The tissue remaining after the ASE extraction was air-dried and weighed. Triplicate ali

(0.05 g each) were analyzed by oxidative combustion to determine the amount of non @ractable
radioactive residue. N

>
Figure B.7.1.1-2. Schematic Flowchart for the Analysis of Crop Fractions Q\@
>
g
S

Homogenized Tissue o
(ca. 8 g forage or ~Q
10 g hay or straw ) (\6\
&
50/50 Methanol/water &
Accelerated solvent extraction S
Twice at 50 °C >
Twice at 80 °C P
,\\
Neutral ASE Q@tract
e |LSC
> ° Pool
. SP%\»HPLC (forage, hay and
9 straw)
N

50/50/0.1 Methanol/watgi?H;PO,
Accelerated solvent ex{faction
Twice at 110 °C QQ
~
@)
b(\
S
0

Acidic ASE Extract
e |LSC

A 4

Q
\ 4 >\o"

Post-Extracted T|SSU§

(combust,
bound residues ﬁ%sm)

Q‘b
2
K
N
o
N
A(D
QQ)
&
\q?
\O
>
S
N
s\O
X
&
$
OC)
o)b
N
Cé .
N
Q_



X

S

7 &
N
(@)
Y

XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7
&
Bound Residue Determination: The analytical procedure for the analysis of bound residues ig\\
crop fractions is summarised in Figure B.7.1.1.1-3, shown below 2
5
. . : : Q
Figure B.7.1.1-3. Schematic Flowchart for the Analysis of Crop Fractions &
S
bo°
Post-Extracted Tissue {‘\@’
(ca. 1.09) &)®

Pectin Extraction 4

Q
EDTA (50 mM in pH 4.5 buffer) >
Heat (80 °C) & stir approx. 5 hours \Q
Cool \§°
Vacuum Filter &

;\\OQ Solubilized Pectin
\{b (LSC)
RY

A 4

Lignin Extraction
Cover solids with 40 mL w.

Add sodium chlorite (1.25.g) and glacial acetic acid (150 pL)
Heat (70 °C) in water bq@ hour
Add sodium chlorite (% g) and glacial acetic acid (150 pL)
Heat (70 °C) in Wate(zﬁath 1 hour
Vacuum filter, wasfsolids with water
e}
Q)’Z)
<

& . Solubilized Lignin
> (LSC)

~

Q
Acid-D&@rqent Fiber Isolation
Hex@\éyltrimethylammonium bromide (20 g) in 1 L 2.0 N H,SO,
Reflax 1 hour
Vacuum filter
nse solids with water and acetone
5>

3
Q’Z)
@
)\)(b' \ 4
_Agid Detergent Fiber
&> (combust)
N

Y

Pectin Solubilizatiq%)

The pectin substahces in the NER were solubilized using ethylenediaminetetraacetic acid
(EDTA), 50 mﬁr in pH 4.5 buffer. An aliquot (1 g) of the non-extractable tissue was heated
(approx. 80 °€) with 100 mL of the buffered EDTA while stirring for approximately 5 hours.
After cooling then vacuum filtering, the solids were transferred back into the original jar. The
volume giéthe extract was measured and triplicate aliquots (1.0 mL) were analyzed by liquid
scintil{éﬁt’ion counting.
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Lignin Extraction S

The lignin was removed from the solids remaining after the pectin solubilization. First, thesolids
were transferred to flasks and covered with water (40 mL). Sodium chlorite (1.25 g NaCl®2) and
glacial acetic acid (150 puL of CH3COOH) were added to each solid sample, stirred, angd:\eated in
a hot water bath (approx. 70 °C) for one hour. Additional NaClO; (0.4 g) and acetic a§‘rd (150
uL) were added to each sample, mixed thoroughly, and incubated for another hour.b?he solids
were vacuum filtered and washed several times with water. The total amount of @ioactivity in
the liquid fraction, which included dissolved lignin, was determined by LSC analysis. After air-
drying overnight, the remaining solids were weighed and used in the Acid-dg(gargent Fiber (ADF)
Isolation procedure, below. Qé\
X
Acid-Detergent Fiber (ADF) Isolation S
The ADF fraction was isolated from the solids remaining after the Ii@ﬁ extraction step. The
pellet from the lignin extraction step was refluxed for approximately=one hour in acid detergent
solution (20 g hexadecyltrimethyl-ammonium bromide in 1 L 2.0\;3&1 H,SO,). Following the
reflux period, the solids were removed by vacuum filtration thretigh a tared glass fiber filter. The
resulting filter cake was washed with water, then acetone. After drying in an oven at 100 °C
overnight, the remaining solids (this is the ADF fraction) v,\ge?e weighed and combusted. The
ADF fraction consists of cellulose and includes radioactigﬁy encapsulated by cellulose. The total
amount of radioactivity in the liquid fraction, which incfades hemicellulose and dissolved plant
proteins, was determined by LSC analysis. (Db\Q
@
Metabolite Identification: Metabolites were is%ifted from the combined neutral extracts of the
PH-labelled forage tissue. First, an aliquot (50 L) of the extract replicate was purified using a
Strata X SPE, eluting with 15 mL methanol/\gﬁter/HgPO4 (95/5/0.1, viviv). The eluate was
concentrated to approximately 100 pL on @TurboVap and reconstituted in 2 mL of
methanol/0.1% formic acid (35/65, v/v/v}$ The reconstituted solution was analyzed by HPLC
while collecting 30-second fractions. Ii%ctions from six such injections were collected and the
fractions with the same retention tim@ﬁ/ere combined. Fraction vials were individually
concentrated to dryness and recon tituted in 0.2-0.5 mL of methanol/0.1% formic acid (30/70,
v/v). These concentrated fraction$'were submitted for MS analysis. Metabolites were identified
based upon relative retention ti,g% and mass spectral matching with the reference standard.
&
_ S
Metabolite Quantificatigh:

The neutral ASE extra@\; with 50/50 methanol/water at 50 °C and 80 °C were combined, and an
aliquot of the extract fas concentrated on a Turbovap to remove the majority of the organic
solvent. The sa;’ngles were diluted with 0.1% phosphoric acid (5 mL). The Strata-X SPE
cartridges (500\ , 8B-S100-HDG, Phenomenex Inc., Torrance, California, USA) were
conditioned V\;\i\fh methanol (5 mL) followed by 0.1% phosphoric acid (2 x 5 mL). The prepared
sample was @pplied to the conditioned SPE cartridge and eluted at approx. 2 mL/min, collecting
the eluate. <The SPE cartridge was dried for 10 seconds after the SPE had eluted. The sample
vial wasdinsed with 0.1% phosphoric acid (5 mL), transferred to the SPE cartridge, and eluted at
approx-2 mL/min, pooling with the load eluate. The SPE cartridge was dried under full vacuum
for %é”seconds. The Strata-X SPE was eluted with methanol/water/phosphoric acid (95/5/0.1,
vIdRY) in three aliquots (3 x 5-6 mL), pooling the elution aliquots.
e elution samples were concentrated to near dryness in a Turbovap. The elution samples were
&L\\reconstituted in methanol/0.1% formic acid (approx. 30/70, 1.4 mL), and mixed well. Triplicate

K
S
&
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&
aliquots of each load and the reconstituted elution sample were analyzed by LSC. The 5\\
concentrated elution sample was also analyzed by HPLC. 2
Q:Qfo
Storage Stability: og@
>
Storage stability data from the study report (A Nature of the Residue Study with @C]-XR-?ZQ
Methyl Applied to Wheat with and without the Safener Cloguintocet Mexyl, | 1080) states

that tissues were stored at -20°C for 27-71 days. Since this is less than 6 months storage whilst
frozen, storage stability does not need to be addressed further. However, fot-the extracts, the
report states that storage at -20°C took place over 386 days. The notifer wis requested to provide
supporting storage stability data to cover this storage interval; Howeve&%e notifier presented
further clarification, shown below, which confirmed that further dataowere not necessary.
N

“Initial analyses of extracts occurred within about 2-4 months. @jgi_C analysis for % TRR
determination was completed within 6 weeks of sample extractign. The mass spectral analyses of
the forage extracts occurred up to 386 days after the initial e>8'faction; these samples were used
for qualitative mass spectral metabolite identification only,-k\dg—orage and hay were re-analyzed at
a later date with similar results, demonstrating stability fgﬁ’ the storage interval noted”.

L

<&

Total Radioactive Residue @’Z’

@

Table B.7.1.1-2 presents TRR levels in immatLg;erlants (Forage and Hay) and mature plants
(Grain and Straw). The data show that very gﬁle XDE-729 methyl is translocated to the grain.
Due to the levels of radioactive residues inéﬁe edible portions of the crop following treatment as
proposed (<0.004 mg/kg XR-729 methyl&quivalents) being less than the trigger level of <0.01

mg/kg (Human food), no characterisat(ib@i of terminal metabolites had been carried out.
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Table B.7.1.1-2 &
2
Total Radioactive Residues in Plant Samples Collected for XR-729 Methyl Nature of Q’if’
Residue in Wheat Study o
Sample dpm/g mafkg
XR-729 methyl
equig@ents (ppm)
Forage (immature plants) (§V
PH-XR-729 ME 27,340 S 0.094
PH-XR-729 ME + CQC 58,750 & 0.202
PY-XR-729 ME 26,422 Qé‘ 0.139
PY-XR-729 + CQC 27,788 S 0.146
Hay (immature plants) (\9
PH-XR-729 ME 81,223 o 0.279
PH-XR-729 ME + CQC 68,718 Q'*;\,O 0.236
PY-XR-729 ME 67,986 ;oé 0.357
PY-XR-729 + CQC 78,165@0\) 0.411
Grain (mature) &
PH-XR-729 ME 1(};81 0.004
PH-XR-729 ME + CQC 1187 0.004
PY-XR-729 ME 9900 0.003
PY-XR-729 + CQC o 523 0.002
Straw (mature) >
PH-XR-729 ME @Q’ 85,555 0.294
PH-XR-729 ME + CQC & 55,287 0.190
PY-XR-729 ME 3 102,762 0.353
PY-XR-729 + CQC R 18,128 0.062
>
o
2
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Distribution of Total Radioactive Residue 5\\
B
Table B.7.1.1-3 presents the distribution of the total radioactive residues within the harveste
Ccrops. ¢§’
OQ
Table B.7.1.1-3 >
&
Fractionation of the Residues in XR-729 Methyl Treated Wheat RACs (A{ferage of
Duplicates) Q,Q’
TRR | Neutral MeOH/H,O | Acidic MeOH/H,0 Non-Extractable .]¥ Total Recovered
Extract® Extract® L
Sample ID | mgkkg’ | %TRR  mgkg’ | %TRR  mgkg" | %TRR  mg/ke® | %TRR  mglkg
Forage @\)
PH 0.094 71.1 0.067 4.4 0.004 29.0 o 0.027 104 0.098
PH+CQC | 0.202 72.6 0.146 2.9 0.006 23.7 \\O 0.048 99 0.200
PY 0.139 77.1 0.107 3.4 0.005 23.8\&(0 0.033 104 0.145
PY+CQC | 0.146 73.0 0.107 35 0.005 26§° 0.039 103 0.116
y Q°
ay &
PH 0.279 63.3 0.176 35 0.010 |,0°30.0 0.084 97 0.264
PH+CQC | 0.236 63.4 0.149 3.2 0.007 4o~ 29.1 0.072 96 0.225
PY 0.357 63.7 0.227 3.2 0.0l%oo 26.9 0.096 93 0.335
PY+CQC | 0.411 62.9 0.258 3.5 Ogy 28.8 0.118 95 0.381
Straw @(b
PH 0.294 68.0 0.200 3.7 @ 0.011 29.2 0.086 101 0.296
PH+CQC | 0.190 69.5 0.132 33 «° 0.006 25.0 0.047 98 0.186
PY 0.353 67.7 0.239 3.8(\o 0.013 30.8 0.109 102 0.361
PY+CQC | 0.062 62.4 0.039 3E 0.002 39.6 0.025 106 0.066
o

 Four neutral ASE extracts (MeOH/H,0 at 50 °€\30and 80 °C) were combined and prepared for HPLC analysis.
b Two acidic ASE extracts (MeOH/HZO/ng%? 0:50:0.1 at 110 °C).
¢ mg/kg = mg/kg XR-729 methyl equivalendg)
v
Approximately 71-77% of the TE%(0.0?-O.lS mg/kg XR-729 methyl equivalents) was extracted
from the immature forage pIanLgQNith 50/50 methanol/water at 50 °C and 80 °C. Additional 3-4%
of the TRR (0.004-0.006 mg@ XR-729 methyl equivalents) was further extracted using
50/50/0.1 methanol/water/@PO;l at 110 °C. Lower levels of radioactivity were extracted from
the immature hay (63-64% of the TRR, 0.15-0.26 mg /kg XR-729 methyl equivalents; 3-4% of
the TRR, 0.007-0.014 vgﬁ/kg XR-729 methyl equivalents) and mature straw (62-70% of the TRR,
0.04-0.24 mg/kg XR<729 methyl equivalents; 3-4% of the TRR, 0.002-0.013 mg/kg XR-729
methyl equivalents)/cx}vith 50/50 methanol/water and 50/50/0.1 methanol/water/ HzPO,,
respectively. &
&
The grain wa§hot analyzed due to the low TRR levels (See section above, <0.004 mg/kg XR-729
methyl eq{gi)%lents).
S
For eacbotissue sample, the four neutral ASE extracts (50/50 methanol/water at 50 °C and 80 °C)
wei%o%mbined and prepared for HPLC analysis. The average SPE recoveries were 86-93% for

th% rage, hay and straw samples.
¥
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XDE-729 Methyl and Metabolite Levels In Neutral Organic Extracts of XDE-729 Methyl Treated Wheat 8373\Cs (Average of Duplicates)

Q
X

Retention time

XR-729 methyl

30.1 min

X11449757

14.8 min

X11393729

17.2 min

X11861662

19.0 min

X11406790
glucose conj.

19.3 min

X11406
glucose-malonyl

conjiigate
(%45409)
.2 min

X11406790

25.2 min

identified
extractable
residue

residue
characterized but
not identified®

Sample ID % TRR mg/kg”|% TRR mgl/kg® [% TRR mg/kg” |% TRR mglkg® |% TRR mg/kg® }\%’TRR mg/kg® |% TRR mg/kg® |% TRR mg/kg® [% TRR mg/kgP
.@o
Forage b’\‘\
PH 41 0.004| 48 0.004( 0.6 0.001] 50 0.005] 3.0 G’OOS 6.2 0.006| 4.0 0.004] 275 |10.026 | 27.7 0.026
PH + CQC 50 0010] 51 0.010| 16 0.003| 44 0.009| 2. 6 > O 005| 103 0.021| 26 0.005| 315 |0.063| 26,5 0.053
PY 83 0011] 47 0.007| 18 0.002( 3.9 0.005 2§$ 0.003| 6.1 0.008| 3.3 0.005] 30.4 |0.042| 23.1 0.032
PY + CQC 83 0012] 47 0.007| 19 0.003| 4.7 0.007 @4 0.002| 59 0.009| 3.8 0.006] 30.7 |0.045| 26.3 0.038
Hay
PH 32 0009| 1.8 0005| 1.4 0.004| 26 O. ocﬁ 31 0009| 64 0.018| 0.9 0.003| 19.4 |0.054 | 27.4 0.076
PH+CQC | 1.0 0002| 1.9 0.005| 1.7 0.004| 22 QgBOS 44 0010| 50 0.012| 05 0.001| 16.8 |0.040| 335 0.079
PY 38 0014| 1.8 0.007| 1.6 0.006| 3.3 b%?).012 37 0013| 63 0.022| 1.0 0.003| 21.5 |0.077 | 25.6 0.091
PY+CQC | 54 0.022( 19 0.008| 1.8 0.007| 1.8 0007| 49 0020| 48 0.020| 08 0.003| 21.4 [0.088| 26.4 0.108
Straw @\’(b
PH 30 0009| 22 0006 1.5 0.0044%27 0.008| 3.0 0.009| 57 0017 0.7 0.002| 188 [0.055| 32.9 0.097
PH+CQC | 12 0002| 20 0004| 1.2 O. 00é<’ 27 0.005( 32 0006| 52 0.010| 09 0.002]| 16.3 |[0.031| 37.9 0.072
PY 34 0019| 17 0009| 09 O @)4 05 0.003| 3.0 0014| 34 0.019| 06 0.003| 13.6 [0.070 | 21.8 0.113
PY+CQC | 19 0001| 1.7 0.001| 1.8 ,6’001 11 0.001| 3.0 0002| 37 0.002| 0.8 0.001| 14.0 |0.009| 30.6 0.019

more than 4% of the TRR, or 0.010 mg/kg XR- 72g‘methyl equivalents.
® mg/kg = mg/kg XR-729 methyl equivalents

Q

Extractable radioactivity that was multi-component aﬁd did not co-elute with any known reference compound or identified conjugate. No single component accounted for
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The neutral ASE extracts of forage, hay and straw consisted of multiple components, incqujﬁg
the parent XR-729 methyl, X11449757, X11393729, X11861662, X11406790, X11406790
glucose conjugate, and X11406790 glucose-malonyl conjugate (see Table B.7.1.1-4 abQ;@e for
levels of metabolites). In forage, no other single component accounted for more than 4% of the
TRR or 0.01 mg eg/kg. Overall, the average of the TRR identified in forage, hay d straw was
30%, 20% and 16% respectively. Whilst the level of TRR characterized (extract{a;e
radioactivity that was multi-component and did not co-elute with any known reférence
compound or identified conjugate) was on average 26%, 28% and 31%. It is eI%Ied in the study
report that the characterised residue is multi-component; however, given th@tﬁevels in hay and
straw are between 0.072-0.113 mg/kg XDE-729 methyl equivalents, the notifier was requested to

address whether any single component may exceed the trigger <0.05 g for animal feed.
The notifier responded stating that “No other single component accoypted for more than 4% of
the TRR or 0.01 mg eq/kg”. &

X

"
The samples from the four different plots showed a similar chrg@?étographic profile and
individual metabolite levels, which indicates there is no significant effect of the safener CQC on
the transformation of XR-729 methyl in wheat. \%\\o
9
-9
Overall, the metabolite levels in neutral ASE extract of«$r5y and straw are very similar, and both
were slightly higher (in terms of mg/kg XR-729 methyl equivalents) than the levels observed in
the forage samples. In the animal feed samples anaJyzed, the conjugates of X11406970 (sum of
glucose and glucose plus malonyl) are present atél‘?e highest levels, yet below 0.05 mg/kg
XR-729 methyl equivalents. The conjugates were present at higher levels than the free
X11406790 indicating rapid and preferential Cgﬂ)njugation. Metabolites X11449757, X11393729,
and X11861662 never exceeded 0.012 mg/kKg XR-729 methyl equivalents in any sample
harvested. S
2
The 50/50/0.1 methanoIlwater/HgPOA_&tracts were not analyzed by HPLC due to the low levels
of radioactivity. Although two cog&ined acidic methanol/water extracts contained up to
0.014 mg/kg XR-729 methyl equivalents, each individual extract contained less than 5% of the
TRR and less than 0.01 mg/kg XR-729 methyl equivalents.
@Q
g
Bound Residue Determiffation of the Non-Extractable Residue (NER)

&

O
As shown in Table Bé(fl.l-4, the amount of non-extractable, or bound radioactivity, was 24-29%
(0.03-0.05 mg/kg XR-729 methyl equivalents), 27-30% (0.07-0.12 mg/kg XR-729 methyl
equivalents), anqb@ -31% of the TRR (0.05-0.11 mg/kg XR-729 methyl equivalents) in forage,
hay and straw, fespectively.
The bound residues of forage, hay and straw were evaluated, and the results are shown in Table
B.7.1.1-4. ,Jshe results demonstrated broadly similar levels of incorporation or encapsulation of
radioacti ‘fy into pectin, ADF soluble and ADF of forage, hay and straw tissue. There is slightly
more raéﬁactivity associated with lignin in the straw, which is to be expected as the plant grows.
The résidues in the pectin, lignin, ADF soluble and ADF fractions are below the 0.05 mg/kg
tr/i@ﬁér value for animal feed, therefore further characterisation of the metabolites is not required.

.
S
&

§?‘
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TableB.7.1.1-4 &
o
Fractionation of the Bound Residues in XR-729 Methyl Treated Wheat (Average of Dupficates)
Bound Pectin Lignin ADF soluble ADF o Recovery
Residue® S %"
Sample ID % mg/kg® % mg/kg® % mg/kg® % mg/kg® % mgb ©
TRR TRR TRR TRR TRR SN
Forage & 7

PH 290 0027 | 1.8 0002 | 94 0.009 | 82 0.008 | 6.7 & 0.006 90.2
PH+CQC | 23.7 0.048 | 06 0001 | 70 0014 | 65 0.013 | 7, S 0015 91.8

PY 238 0.033 | 1.3 0002 | 45 0.006 | 7.3 0.010 éﬁ 0.009 81.0
PY+CQC | 268 0.039 | 1.3 0002 | 52 0008 | 91 0.013 |.83 0.012 89.7

N

Hay &

PH 300 0.084 | 23 0.006 | 74 0021 | 99 O. 6.7 0.019 87.7
PH+CQC | 29.1 0.072 | 18 0.004 | 74 0.018 | 9.2 <§.ZO 2| 86 0.020 92.9

PY 269 009 | 24 0009 | 75 0.027 | 92 ~0.033 | 68 0.024 96.2
PY+CQC | 288 0118 | 21 0.009 | 88 0.036 4.7l~)\\o 0.019 | 64 0.026 93.0

N
Straw ’@O

PH 29.2 0.086 | 2.1 0.006 | 10.1 0.030 ;QQ.O 0.026 | 6.6 0.019 95.1
PH+CQC | 25.0 0.047 | 0.7 0.001 | 87 0.017%{ 6.3 0.012 | 6.9 0.013 90.7

PY 308 0109 | 24 0009 | 96 O 08‘% 71 0025 | 74 0.026 86.6
PY+CQC | 303 0019 | 00 0000 | 132 (0008 | 9.8 0.006 | 7.5 0.005 76.5

Qo
QO

“Values from TABLE B.7.1.1-3. R

® Procedural recovery for the 4-step bound residue pr@?ess.
¢ mg/kg = mg/kg XR-729 methyl equivalents bé\

&

(]

Proposed Metabolic profile c\}ibo’
>

The proposed metabolic pathwa ®§presented in Figure B.7.1.1-3. As shown in the diagram, the
metabolism of XR-729 methyl i wheat proceeds through dissociation to the acid or
de-methylation of the metho@\group on the phenyl ring. The resulting de-methylated metabolite
X11406790 is rapidly conju@ated with glucose followed by malonylation. Very low levels of
free X11406790 comparg,eé}to conjugated X11406790 indicate that conjugation is rapid and a
preferential route of metabolism. Metabolism proceeds through natural incorporation of the
radiolabeled carbon into natural plant constituents, such as pectin and lignin. Dechlorination of
XR-729 occurs to gr%duce the metabolite X11861662 at very low levels (<0.01 mg/kg XR-729
methyl equivalenfs in most cases). As dechlorination is an uncommon plant metabolism process
and the X1186g5%62 is one of the aqueous photodegradation products (see Section B.8.4.6), it is
proposed thsgo§<11861662 was formed by photolysis of XR-729 methyl upon the leaf surface.
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Figure B.7.1.1-3 Proposed Metabolic Profile of XR-729 in Wheat

-~ XR-729 methyl

X11393729

H
X11449757

v

natural incorporation/encapsulation
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Conclusions E
A single application of XDE-729 methyl with and without the safener cloquintocet-mexyl atan
application rate of 10 g a.s./ha resulted in immature forage, hay and mature straw and graifrthat
contained 0.09-0.20, 0.24-0.41, 0.07-0.35, and < 0.004 mg/kg XR-729 methyl equivaleg&s of the
TRR, respectively. OQ\

>
The majority of the residues were found to be readily extractable with a mild prog&ﬂure, and
minimal additional residues were extractable with stronger procedures. Typically’62-77% of the
residue was extracted from forage, hay and straw samples and was further chgacterized by

HPLC. S

<
x

The neutral ASE extract of immature forage consisted of multiple com %ents, including parent
XR-729 methyl (4-9% of the TRR), X11449757 (approx. 5% of the ), X11393729 (0.6-2.0
% of the TRR), X11861662 (4-5% of TRR), X11406790 (3-4% of@ﬁR), X11406790 glucose
conjugate (2-3% of the TRR), and X11406790 glucose-malonyl .@;’*njugate (X12245409, 6-10%
of the TRR). The neutral ASE extract of hay and straw showed;gsimilar HPLC profile to the
forage extract. No other single component accounted for mor@'than 4% of the TRR.
Overall, the average of the TRR identified in forage, hay q@straw was 30%, 20% and 16%
respectively. Whilst the level of TRR characterized (extlgétable radioactivity that was multi-
component and did not co-elute with any known referen€e compound or identified conjugate)
was on average 26%, 28% and 31%. It is stated in tt@%tudy report that the characterised residue
is multi-component; however, given that levels in Qﬁ/ and straw are between 0.072-0.113 mg/kg
XDE-729 methyl equivalents, the notifier was requested to address whether any single
component may exceed the trigger <0.05 mg/kg for animal feed. The notifier responded stating
that “No other single component accounted @?more than 4% of the TRR or 0.01 mg eq/kg”.

N
The samples from four different plots shdwoed similar metabolite levels, which indicates there is
no significant effect of the safener CQ%Q)n the transformation of XR-729 methyl in wheat.

@
No characterization of radioactivityswas performed for the grain samples due to low TRR levels
(£0.004 mg/kg XR-729 methyl gguivalents).

The amount of non-extractatg‘é,bor bound radioactivity, was 24-29% (0.03-0.05 mg/kg XR-729
methyl equivalents), 27-30% (0.07-0.12 mg/kg XR-729 methyl equivalents), and 25-31% of the
TRR (0.05-0.11 mg/kg XR-729 methyl equivalents) in forage, hay and straw, respectively.

The bound residues of fgrage, hay and straw were evaluated, and the results demonstrated
broadly similar levelszof incorporation or encapsulation of radioactivity into pectin, ADF soluble
and ADF of forageqSHay and straw tissue. There is slightly more radioactivity associated with
lignin in the stravf; which is to be expected as the plant grows. The residues in the pectin, lignin,
ADF soluble antl ADF fractions are below the 0.05 mg/kg trigger value for animal feed, therefore
further charant\ensation of the metabolites is not required.

2
Metaboligm of XDE-729 methyl in wheat proceeds through dissociation to produce the XDE-729
acid orvboe-methylation of the methoxy group on the phenyl ring to produce the metabolite
X11406790. X11406790 is then conjugated with glucose followed by further conjugation with
matonic acid. Metabolism continues through natural incorporation of the radiolabeled carbon
ifgto natural plant constituents, such as pectin and lignin. Low levels of the X11861662 are
&L\\‘proposed to be as a result of absorption of the photodegradation product by the plant.

Cg'.
S
&
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Further consideration of the residue definition 5\\

The notifier proposes that XDE-729 methyl and XDE-729 acid are included in the residue 2
definitions for Risk Assessment and Enforcement/Monitoring purposes. X
However, given the levels of metabolites formed through the pathway involving deme@/lation
of the methoxy group on the phenyl ring (i.e X11406790, X11406790 glucose conju and
X11406790 glucose-malonyl conjugate (X12245409)) in comparison to the levels Qgerent
XDE-729 and XDE-729 acid (see Figure B.7.1.1-3), consideration should be give#’(o the
metabolites formed through the demethylation pathway (including conjugates X11449757).
Hydrolysis of the conjugates would lead to the formation of X11406790, whigh ultimately may
be hydrolysed to X11449757, which is also formed from the XDE-729 acid¥X11393729).
X11449757 appears to be formed in equivalent or higher quantities than (toh% XDE-729 acid
(X11393729), but again this metabolite does not appear as part of the residue definition. In order
to address these concerns about whether these additional metabolites should be included in the
residue definition, the notifier presented the following case (shown{gﬁ italics):

o

X3
Given the levels of individual metabolites quantified in wheat c@}modities from the wheat plant
metabolism study, the degree of characterization/identificatioﬁ'carried out in the study are
acceptable according to trigger values given in the guidam\é\document (OECD 501)

NG

1) Total Radioactive Residues (TRR) in commodit'résoused for human food (grain) were low
(<0.004 mg/Kg) and as such were not required-to be characterized according to
guidelines. No toxicological concern regarding these low TRRs exist.

2) The TRR levels in commodities that coul%ctheoretically be fed to livestock were also low
(<0.20 mg/kg in 7 day PHI forage and £0).41 mg/Kg in 24 day PHI hay).
Characterization of the TRR showed gﬁé residue to be multi-component and comprised of
at least 7 peaks. Quantitation of thg?adioactive peaks showed that the levels of each
metabolite were low (in terms of mig/Kg and % of TRR). In fact, given the maximum level
0f <6.4% TRR, the metabolites {Qre below the 10% AR trigger for requiring
“characterization” as outlinedz%n OECD 501. The only exception was the glucose-
malonyl conjugate of X11408790 treated with phenyl label/CQC present at 10.3% of the
TRR. The levels of the individual metabolites were <0.022 mg/kg which triggers the
action of “... Characte‘zzg%. Only attempt to confirm identity if straight forward...”

G
OECD guideline 501 state&b%f the extractable radioactivity represents 0.01 mg/kg or less, it will
not require further analysjs. If the extractable radioactivity is greater than 0.01 mg/kg, refer to
(Table 1) for trigger vaﬁes relating to the identification/characterisation of extractable residues.
The exception for thisawould be toxicology concerns regarding potential residues which might
occur at lower Ievé’, including polar fractions. However, low-level individual residues (in terms
of both mg/kg ang-percent of total residues) do not typically need to be identified if the major
components of the residue have been identified. For example, if the total radioactivity in a crop
part is 3 mg/@ and 75 percent of that has been conclusively identified, it is unlikely that
identificatigﬂ of a series of individual residues in the range of 0.05-0.1 mg/kg would be needed.
On the otfter hand, extensive efforts toward identification of 0.05-0.1 mg/kg residues would be
expectgﬁéawhen the total radioactivity is only 0.3 mg/kg.”

3
To a@sess the relevance of these low level metabolites with respect to human health the
Guidance Document on the Definition of Residue (2009)” which considers 1) the potential for

é\\‘exposure and 2) the relative toxicity is referenced.

Cg'.
S
&
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According to current guidance, the plant metabolites of XDE-729 methyl are classified as %
“minor metabolites” as they individually comprise less than 10% of the TRR. Minor metabelites
are typically not included in the dietary risk assessment as they do not contribute significgﬁly to
the overall exposure. Minor metabolites may be considered relevant for dietary risk assessments
if they are: 1) known or suspected to be significantly more toxic than the parent competind or 2)
where no major residues (i.e. >10% of TRR) are present and numerous toxicologicaly
significant metabolites are present. The latter scenario is somewhat akin to XD%\?’ZQ.

§
It is acknowledged that the potential exposure of humans to these minor plar%w%etabolites IS
minimal due to the proposed use pattern and the physical properties of the metabolites.
Nevertheless, human exposure to XDE-729 metabolites may arise from twd scenarios: 1)
consumption of grain based commodities 2) Consumption of meat and (Qsﬁk products from
ruminants fed with treated cereal commodities. $
N
Exposure to Non-Conjugated Metabolites from Consumption of .G?(gin Based Commodities
The risk to humans from consuming non conjugated metabolitessin cereal grain is believed to be
insignificant due to the low levels present (Total TRR <0.004 %g/Kg) and the physical properties
of the metabolites. The metabolites are more hydrophilic (ga% the parent compound and as such
are more likely to be excreted than the parent. This diffeg@hce in hydrophilic nature is reflected
in the QSAR log Ko, values of 3.1, 2.6 and 2.2 for XDE-<729 methyl, X11406790 and X11449757
respectively. It is acknowledged that there is a slighgﬁance for hydrolytic conversion of
X11406790 to X11449757 in the human Gl tract. HB6wever, this would lead to an insignificant
increase in level of a known rat metabolite. Direet human exposure to crop metabolites in
animal feed commaodities is not relevant in human health assessments and as such is not
addressed here. \bQ
N
Exposure to Non-Conjugated Metabolitesﬂ?om Consumption of Meat and Milk Products
Cereal crop commodities are not a sig[ﬁﬁcant part of livestock feed, and pasture uses are not
anticipated for this product thus ther@ﬁ’s minimal potential transfer of residues to milk and
animal tissues which may contributé™to human exposure. A ruminant metabolism study has
shown that residues of XDE-729 gnd metabolites in animal tissues/commodities are likely to be
extremely low (<<0.01 mg/K suming a standard dietary burden calculation. This study also
showed no propensity for XRE-729 or its metabolites to bio-concentrate after repetitive dosing,
with the majority of the dg@excreted as parent or known rat metabolites.
N

G
>
In addition to the casefpresented by the notifier (shown above in italics), the notifier was also
asked to address théfelative toxicity of the non-conjugated metabolites X11406790 and
X11449757 in cofparison with XDE-729 methyl and XDE-729 acid (X11393729), in order to
support the resifiue definition of XDE-729 methyl and XDE-729 acid for Risk Assessment and
EnforcemenVNonitoring purposes. If the toxicity of X11406790 is comparable to or more toxic
than the XQ%-acid (X11393729), then the inclusion of the conjugates (see discussion below
(Relevanée of Conjugated Residues to Human Health Assessment)) would need to be considered
further, as the amount of the X11406790 metabolite formed by degradation by human colonic
and hovine rumen microflora could be significant. However, if the metabolite X11406790 was
lessstoxic than X11393729, the case to support non-inclusion of the non-conjugated metabolites

(shown above) and their conjugates (see below) in the residue definition would be acceptable.
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The notifier responded stating that “/n the case of the 6 metabolites for which limited toxlczty‘\\'
data exists, it was decided to address the risk of potential human exposure by utilizing the -%
concept of ‘threshold of toxicological concern’ (TTC) as used in the European regulatiog©
pesticide metabolites (European Commission, 2003) and described in the open I|teratLLEg)(FeIter
et al., 2009) and in an EFSA Scientific Opinion (EFSA, 2012). OQ
>

A dietary exposure assessment for the metabolites X11406790 and X11449757 iS@?so presented
as further evidence that the metabolites should not be added to the residue defiglgon for XDE-
729 methyl (the proposed residue definition is for XDE-729 methyl and XDE-Z29 acid only). The
toxicological based assessment of the metabolites shows the metabolites to@e of no toxicological
concern with respect to genotoxicity”. é\
N
A summary of the toxicity studies on metabolites presented by the notﬁ?ler is reproduced below
(sections shown in italics): (§

S
&

This section addresses the metabolites of XDE-729 methyl. @

Q_

Metabolites of XDE-729 methyl are summarised below. \o°
A
8 molecules were assessed for genotoxicity alerts usmg Q§’AR (OASIS and DEREK databases):

1. XDE-729 methyl (parent) (Db\Q
2. XDE-729 acid &
3. O-demethyl XDE-729 Acid (X114¢$79757)
4. O-demethyl XDE-729 Methyl ()\@1406790)
5. Glucuronide conjugate of X]ﬁ49757
6. Sulfate conjugate of X11449757
7. Glucuronide conjugatqu?X11406790
8. Sulfate conjugate of @21406790
\k.
For all 8 molecules: &>

1. DEREK did not produog%lerts for mutagenicity or chromosome damage;

2. OASIS did not produb@alerts for mutagenicity but did produce alerts for chromosome
damage. The nltr@n -containing ring, which is present in all 8 molecules, was identified
as the structure{&ponsmle for these alerts (see Table 5.8.1-2 for full results summary).

Testing of 3 of thgz%e 8 molecules for in vitro genotoxicity confirmed lack of mutagenicity and
chromosome Qﬁmage indicating that the alert raised by OASIS is a false positive.
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Toxicological Prediciion Using DEREK Nexas 1 (Z0M2) and OASIS TRMES {v. 277.5) (\
o
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Regarding the experimental data: &
X2
N
1. XDE-729 methyl and XDE-729 acid both have negative genotoxicity pack@(%s (in
vitro and in vivo studies) @Q)
2. X11449757 has been tested in an Ames test (11A 5.8.1/1), a HGPRT (l}A 5.8.1/2)
and a HLCAT (I1A 5.8.1/3), all of which were negative. @b

S
Therefore, the OASIS QSAR alerts for chromosome damage are considered unr:é?iable for all 8 of
these structurally related molecules based on the proven lack of chromosomyg&iamage in these

guideline-compliant studies. S
X

2
The RMS conclude that overall no toxicity concerns have been identifi@ﬁ for the metabolites.
Q
O
Full details of the TTC approach and the dietary exposure assessmg?\rt are given in Section
B.7.17.9 (Estimates of potential and actual dietary exposure thro gh diet and other means).
In summary, the QSAR analyses of the metabolites X114067Qé¥§r?d X11449757 and the
interpretation of the results with supporting experimental data-showed that the metabolites and
their associated conjugated forms are not genotoxic. ;§
The initial Tier I TTC value used was 1.5 pg/person per(;ﬁy (0.02 pg/kg bwi/day) for non-
genotoxic chemicals (EC, 2003; Kroes et al., 2005; Fe\L@r et al., 2009). Estimated dietary intake
was at 198% of the TTC (see Section B.7.17.9 for fL)Z;lr details). Following decision trees used in
a number of publications (Kroes et al., 2005; Feltett al., 2009, EFSA, 2012) if exceedances of
the Tier | TTC is observed the next relevant TTGValue to be used for non-
carbamate/organophosphate compounds is the@TC value for Cramer structural class 111
compounds at 90 pg/person per day (1.5 pglkg bw/day). Based on this TTC the estimated intake
of any of the individual metabolites (or all of the metabolites combined) was at 3% of the TTC
(see Section B.7.17.9 for full details). Qnce again, referring to the decision tree that is generally
used, if a compound has an estimated igtake below the Cramer class III TTC, then the ‘substance
would not be expected to be a safety.goncern’. As the worst-case estimated exposure was 33-fold
lower than the relevant TTC, it is 8@5Sible to conclude that the exposure is of no concern with
respect to human safety. &
@
Full details are given in Sectith B.7.17.9; however, in summary, the metabolites X11406790 and
X11449757 and their conjdgates are not considered to be of toxicological concern or a risk in
terms of potential dietar\glexposure, and should not be included in the residue definition for XDE-
729 methyl. Q)gb

Relevance of Conié(%)ated Residues to Human Health Assessment
The DEFRA prg\je%t (PS2510) provides a comprehensive overview of the behavior of conjugated
residues in mg\rﬁmalian systems and their impact on human health assessments. This literature
and laboratgpy study was initiated to understand the behavior of common pesticide conjugates
under congditions typically found in the GI tract of humans and livestock. Findings of the project
are outL d below where relevant to the XDE-729 discussion:

1)&Based on the model conjugates studied, -D-glucoside conjugates of phenols (like

@Q’ X11406790) are stable to the pH levels found in the human and ruminant GI tract.

o2) The model conjugates were also stable to digestive enzymes present in the human

S stomach and small intestine.
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&

3) Invivo studies with the rat demonstrated that f-D-glucosides were absorbed and excrgt\ed
unchanged in the urine i.e. they were not de-conjugated or further metabolized in trgo@

intestine or liver. X
4) p-D-glucosides are completely degraded by human colonic and bovine rumen rzgaroflora
releasing the exocon moiety. N

9)

>
From the above research it may be concluded that the conjugated metabolites of g@)E-?ZQ are
likely to be readily absorbed and rapidly excreted and as such are of limited sigificance in a
human health assessment. Conjugated metabolites not absorbed in the stomagh/intestines are
likely to be de-conjugated, with the release of metabolites whose toxicology:ias been assessed
alongside the parent compound in toxicological studies. 335
N
The notifier states that attempts to hydrolyze the conjugates with strov:@Q acids and heat (data not
reported) during the residue method development were not satisfaqgc y. Hydrolysis experiments
led to significant degradation of parent and known metabolites a@ﬁ formation of **C HPLC
peaks to which structures could not readily assigned. As a resufof the above, the data
generation method does not employ a hydrolysis step to hydr{g%/ze conjugates.
&
O\(b
To conclude, the opinion of the RMS is that the notifier has provided sufficient evidence to
support non-inclusion of the metabolites X114067g§and X11449757 and their conjugates in
the residue definition. The proposed residue de@}iition XDE-729 methyl and XDE-729 acid
is acceptable. @

36
Q
B.7.1.2 Turnip (Root Crop) S

S
Report: Rotondaro, S. L., Tang‘P, J. A, Balcer, J. L., Grotenhuis, A. N., and Graper, L. K.
A Nature of the Resjdtie Study with [14C]-XDE-729 Methyl Applied to Turnips,
Unpublished rep%agt’ of Dow AgroSciences, study ID 110413, 23 July 2012,

g
Guidelines: OECD Guidag% Document 501 for Metabolism in Crops (Issued 8 January 2007)
<
e
GLP: Yes (certlgp\d laboratory)
AN
@
The Notifier submitted a turnip metabolism study (Rotondaro, S. L., Taylor, J. A.,
Balcer, JQCI’_., Grotenhuis, A. N., and Graper, L. K.) completed in 2012. The uptake,
distribgtion and metabolism of XDE-729 methyl was studied in turnip (var.Brassica
rapafsgrown outdoors in the USA (Ricerca Biosciences, 7528 Auburn Road, Concord,
Oh§‘44o77, USA). The investigation was carried out in 2011/2012 in accordance with
GEP using [**C]-phenyl labelled XR-729 methyl and [**C]-pyridine labelled XR-729
Amethyl. The radiolabel test substance was formulated as an Emulsifiable Concentrate

" (formulation blank GF-2630) and applied using a hand-held trigger sprayer.
& Unlike the wheat metabolism study evaluated above, the effect of the safener
Qo@ Cloquintocet Mexyl (CQC) on the transformation of XR-729 methyl in turnip was not
S investigated. Given that evaluation of the current study has demonstrated that the
&L\{O metabolic pathway for root crops is very similar to wheat, and the effect of the safener

S
(@)
S
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was evaluated as part of the wheat metabolism study, the RMS concludes that the rgot
crop metabolism study carried out in the absence of the safener is acceptable.

Structure of XDE-729 methyl showing the position of the radiolabels

“C-PH-XDE-729 methyl
Position of *C radiolabel o~
Specific activity: 45.3 mCi/mmol, Radiochemi\' purity: 97.4%.
9
9
&

@(9/7

1*C-PY-XDE-729 methyl &
" Position of *C radiolabel
Specific activity: BOgé%Ci/mmol, Radiochemical purity: 98.6%.
&
N
Study Design ;§
A single foliar applicatign of [**C]-XDE-729 Methyl (methyl 4-amino-3-chloro-6-(4-chloro-2-
fluoro-3-methoxyphepyl) pyridine-2-carboxylate) was made to the crop at 10 g a.i./ha (9.6 g
a.e./ha) at BBCH The growth stage at harvest for immature crops was 14 days after
application, BBCH75, or 28 days after application, BBCH 79 for mature harvest. During
harvest, the crops are removed from the soil, the tops are separated from the roots and the roots
are brushed clean of soil. The representative use for authorisation of XDE-729 is for use on
cereals, the(o@?ore there is no proposed GAP for root crops.
$

After p\l@ting, the plots were observed routinely throughout the study to look for any
develgping problems with fertilization, irrigation, insect infestation, etc. The study report states
thagﬁlots were maintained as close as possible to normal agronomic practices for crop production
i{féhe region. No maintenance pesticides were applied during the growing season. The turnip
-plants developed normally throughout the study period and were at the predicted state of maturity
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&
at the time of harvest. No disease or damage due to excessive pest pressure was observed 5\\

throughout this experiment. 2
Outdoor climatic data was obtained from The U.S. Department of Commerce National Ogganic
and Atmospheric Administration National Weather Service, Cleveland, Ohio, Clevelar@Station.
The data was collected from April through November 2011 and included the following?
temperature data (maximum and minimum daily temperatures) and rainfall data inqlg?ding date
and amount. There were no meteorological abnormalities that may have impact((azggfhe study.

g

Sample Handling and Preparation @O)

For each control and treated turnip sample of the 14 DAT harvest, the entir%:%ots or foliage
sample was processed. For the 28 DAT turnip harvest at least 10 grabs of the total sample were
taken, approximating 700 grams of either roots or foliage, to form a representative subsample for
processing. The remaining 28 DAT turnip non-processed harvest was@%%uble bagged, labeled,
and stored frozen. ;'b\\o
The 14 DAT and the 28 DAT control and treated turnip root sampfes were cut into smaller pieces
and then ground using dry ice and a Robot Coupe Blixer® 5V Mhixer (Robot Coupe USA, Inc.,
Jackson, MS). The 14 DAT and 28 DAT control and treated fé'rnip tops (foliage) were ground
using dry ice and a Robot Coupe Blixer® 5V Mixer. ;\\OQ

Aliquots (5 x approximately 0.3 g) of the milled samplesa@ere analyzed by oxidative combustion

to determine the radioactive residues in the samples. Q@
N

: >
Analytical Methodology 13

@
The turnip roots were not analysed due to the lo TRR levels (<0.006 mg/kg XDE-729 Methyl
equivalents). An accelerated solvent extractor g%?onex model ASE 350) was used to extract the
turnip tops (foliage) samples. A sample of th§turnip tops, approximately 7 grams, was weighed
into a 50 mL conical vial, and diatomacem@earth (inert filler, DE) was added on top of the
sample to fill the vial to approximately th&34 mL mark. The vial was then shaken, and the
matrix and DE were then transferred to@corresponding 34 mL ASE extraction cell for
extraction. Each sample was subjectg&’ to six sequential ASE extractions, twice with 50/50
methanol/water at 50 °C, twice W@%O/SO methanol/water at 80 °C, and twice with 50/50
methanol/water with 0.1% H3;PQg’at 110 °C. The six ASE extracts per sample were collected in
individual vials. Volumes of e‘%& ASE extract were calculated by mass and density. Triplicate
aliquots (0.5 mL) were analygé*d by LSC. The extract volumes were typically 40 mL. The four
neutral extracts using 50/50:methanol/water at 50 °C and 80 °C were combined and two 50 mL
portions of each extract were evaporated to aqueous. After evaporation to aqueous, triplicate
aliquots were analyze(l(ﬁ/ LSC.

([
The tissue typicall;é"emaining ASE was air-dried and weighed. Triplicate aliquots (0.2 g) were
analyzed by oxidgtive combustion to determine the amount of non-extractable radioactive
residue. S

>
Bound Residue Determination: Bound residue determinations were not necessary because
<0.025 m@ eq/kg remained unextractable (see comment under the heading Bound Residues in the
followéhg section Characterisation of Radioactive Residues).
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Figure B.7.1.2-1
Schematic Flowchart for the Analysis of Turnip Tops (zf;o{/)

Processed Tissue g@
(ca. 7 g) Q)

50:50 methanol water
Accelerated Solvent Extraction (ASE) QQ
@ 50°C for Extractions 1 and 2 >
and @ 80°C for Extractions 3 and 4 (,05
N
&

Neutral Organic Extract—1, 2. 3.4 S
(LSC, SPE —HPLC) {5\\
o
&

¥

50:50 methanol‘water w 0.1% H;PO, o
Accelerated Solvent Extraction Q'

@ 110°C for 5 and 6 s

N
Mild Acid Extract—5 ando
» X N
(LsC)
S
>
\Q)
vy - \QQ
Post-Extracted Tissue o
(Oxidative combust, LSC) S
>
S
9

After extraction and clean-up, the s@%ples were analyzed by HPLC. The metabolites observed in
the HPLC radio-chromatograms were compared to reference standards analyzed via the same
HPLC method. In order to idenﬁﬁy metabolites that did not match a reference standard, the
samples were submitted for %ﬂéﬂysis via mass spectrometry. Metabolites were indentified via

mass spectrometry using t%@ urnip tops samples.
N

>
N
SPE: The gquﬁ%l clean-up procedure for the extracts was with a Strata-X SPE (500 mg,
8B-S100-HDG, Phenomenex Inc., Torrance, California, USA). The ASE neutral extracts using
50/50 methanol/water at 50 °C and 80 °C were combined, and two 50 mL aliquots were
evaporated to agﬁ’eous separately. Once the extracts were aqueous, 5 mL of 0.1% H3PO, was
added to the sample. The SPE cartridges were conditioned with methanol (1 x 5 mL) followed
by water conizéining 0.1% H3PO,4 (2 x 5 mL). The prepared sample was applied to the
conditiongﬁ’SPE and eluted at approx. 2 mL/min, collecting the eluate. The SPE was dried for
10 seco@s after the sample had eluted. The sample vial was rinsed with water containing 0.1%
HgP%‘)\(S mL), transferred to the SPE cartridge, and eluted at approx. 2 mL/min, pooling with the
load-€luate. The SPE cartridge was dried under full vacuum for 20 seconds. This pooled eluate
s designated as ‘load/wash’. The Strata-X SPE was eluted at approximately 1 mL/min with
.dhree 5mL aliquots of 95:5 methanol/water containing 0.1% H3PQO,, these elution aliquots were
A5 pooled to create the sample designated as ‘elution’.

K
K
&
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After the addition of 100 puL of a 80:20 methanol/glycerol solution, the elution samples.
were concentrated to approximately 100 pL. The elution samples were reconstituted in 6004uL
of water with 0.1% formic acid and swirled, vortexed and sonicated for about a minute. Tfeén, 30
pL of methanol was added to the sample and it was swirled, vortexed, and sonicated fqr@about 1
minute. The sample was transferred to an eppendorf tube and centrifuged at about 14,000 rpm
for approximately 10 min. The supernatant was then transferred to an HPLC vial. a;?lplicate
aliquots of each load and reconstituted elution sample were analyzed by LSC. thé?’concentrated
elution sample was also analyzed by HPLC. o*;b

Q

N

HPLC: The primary HPLC system used a flow-through radioactixﬁ% detector (B-RAM
model 5) to quantify the amount of radioactivity present in each peak. “UV detector at 254 nm
wavelength was used to determine the retention times of the non-radiﬁeled standards. The
HPLC column used was a Synergi Hydro-RP, 4 um 80A 150 x 4.6 fam (Phenomenex). The
solvent system used was gradient elution with the following mobife phases: Solvent A 0.1%
formic acid in water, Solvent B 0.1% formic acid in acetonitrilebo\)A direct spike of each sample
analyzed by HPLC was compared to the sum of the radioacti\ﬁfy eluted from the column and

used to determine the chromatographic recovery. -\OQ
>
N
o
9
RESULTS AND DISCUSSION .\Q\
>
- >
Storage Stability &

All samples and extracts were stored frozen at apfitoximately -20 °C when not in use. Initial
analyses of extracts occurred within 2 weeks. \epeat analyses of HPLC samples and extracts
stored frozen showed results that were qualitatively similar to the initial analyses, demonstrating
stability of the HPLC sample and extracts gunder these storage conditions. Some quantitative
differences were observed between HPIb@ samples, however the chromatographic profiles were
similar. N

S
Table B.7.1.2-1 L
be
Summary of Storage Conditions

Matrix (RAC or Extract) Q§torage Temp. Act_ual Study Interval of D_e_monstrated

40 (°C) Duration (days or Storage Stability (days or

SZ:' months) months)
tissues nib -20 60-101 days not re-extracted
extracts, % TRR Ievel§ Qv -20 83 days 83 days (~2 months)
extracts, MS analysis(:" -20 215 days 215 days (~7 months)
T

N
Dosing and {lzl;rolife Summary
The plots recgived 100.6% and 103.4% of the target amount of formulated [**C]-PY labelled
XDE-729Methyl and [**C]-PH labelled XDE-729 Methyl, respectively. Overall, the [**C]-PY
Iabelle\ DE-729 Methyl foliar applied plot received 1.40 mg, equivalent to 10.1 g a.i./ha (9.65
g a.e/Ra). The [**C]-PH labelled XDE-729 Methy! foliar applied plot received 1.44 mg,
eqL@alent to 10.3 g a.i./ha (9.92 g a.e./ha). Both foliar applications were applied at a seasonal 1X
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Radiochemical purity and stability of the formulated application solution post-apiolication
averaged 99.2% for the [**C]-PY labelled XDE-729 Methyl and 99.0% for the [*
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C]-PH Iap_glled

XDE-729 Methyl. Pre-application retainer sample analyses were similar, with an average{of
99.1% for the [*“C]- PY labelled XDE-729 Methyl and 98.8% for the ['*C]- PH labelledoX DE-
729 Methyl. This indicates stability of [*“C]-PH labelled XDE-729 and [**C]-PY labelled XDE-
729 Methyl during storage and application.

Identification, Characterization, and Distribution of Residues
TRR levels are shown in the table below. In all cases, samples of the turnipjgps (foliage)

contained higher residue levels than the turnip roots. Roots contained less than 0.010 pg equiv./g
tissue, and the TRR levels were lower in mature roots than in immature redts, presumably due to
size dilution. The 14 DAT foliage contained approximately 0.08 ug e
mature foliage contained approximately 0.1 pg equiv./g tissue. TRROJ;e els were similar

o
>

&
&
S

g tissue, while the

irrespective of radiolabel position. N
S
&
Table B.7.1.2-2 X
Q_
Total Radioactive Residues (TRRs) in Pea Matrices. ;\\O\
Matrix Number of PHI | & XDE-208 equivalents
Applications (days) \(\\’ dpm/g | mg/kg (ppm)
PY-label ,Db
immature roots 1 145 1,122 0.006
immature tops 1 4 16,163 0.082
mature roots 1 ?»Q 28 366 0.002
mature tops 1 of 28 21,517 0.109
PH-label R
immature roots 1 {§U 14 1,382 0.005
immature tops ¥ 14 23,127 0.079
mature roots Ac\)l'r‘fl 28 406 0.001
mature tops Q1 28 26,514 0.091
<>
b(b
<
S

Characterization of

AN

®
Radioactive Residues

The turnip roots wereziot analyzed due to the low TRR levels (<0.006 mg/kg XDE-729 Methyl

equivalents). As

n in the table below, an average of approximately 80-85% of the TRR was

extracted from Q:\?g;\immature and mature turnip tops (foliage) plants with 50/50 methanol/water at

50°C and 80 °
using 50/50/05

combined per sample). An additional amount <3% of the TRR was removed
methanol/water/HzPO, at 110 °C; this was not analyzed further. For each tissue

sample, thQO‘R)ur neutral ASE extracts (50/50 methanol/water at 50 °C and 80 °C) were combined

and prepgb\ed for HPLC analysis.
§

X

pr

Inetjgﬁl DAT turnip top samples, five larger components and multiple minor components were
nt. The overall profile did not change significantly in the 28 DAT samples. Both

rgéiolabels appeared to contain the same major components, indicating that bridge cleavage did
{\\Gmot occur. In general, the neutral organic extracts contained multiple components, including
A parent XDE-729 Methyl, X11393729, X11406790, and glucose and/or malonyl-glucose

K
S
&
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g
conjugates of these components, and other low-level metabolites. No individual metabolite
present at greater than 0.019 mg equiv./kg tissue. The highest individual metabolite was fo&nd
be an N-glucose conjugate of XDE-729 methyl, of which two anomers are possible and
observed. The combined free plus conjugated XDE-729 methyl averaged 0.028-0.037
equiv./kg tissue. HPLC results are summarized in the table below. The radiolabeled én‘etabolites
were the same irrespective of radiolabel, indicating no evidence of bridge cleavageb(RIo other

metabolites were observed at levels greater than 5% of the TRR. @

ogz?
Table B.7.1.2-3 %)
N
Distribution of the Residue in Turnip Tops (Foliage) after Appllcgoﬂ‘on of ““C-
labeled XDE-729 Methyl. @
Neutral Organic Mild Acid Post- @ztracted
Extraction® Extraction® Fissue Recovery

Fraction %TRR | mg/kg | %TRR | mg/kg %T;Q mg/kg | %TRR

PY-label &>

14 DAT Immature 80.2 0.066 2.6 0.002 [*14.3 0.012 97.1

28 DAT Mature 81.3 0.089 11 0.001.5 20.9 0.023 103.3

PH-label el

14 DAT Immature 84.2 0.067 2.8 0.002 15.8 0.013 102.9

28 DAT Mature 80.3 0.073 0.9 .6:001 23.2 0.021 104.3

a

These six extractions were completed on the same daytz) using 50:50 methanol/water and two using 50:50

methanol/water with 0.1% H3PO,.
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Table B.7.1.2-4 &
-5
Summary of Characterization and Identification of Radioactive Residues in Plant . §f
Matrices Following Application of Radiolabeled XDE-208 to Peas 9
“c-pY “C-PH “c-pY Hc- PH\\
14 DAT Turnip | 14 DAT Turnip | 28 DAT Turnip | 28 DATgOrnlp
Tops Tops Tops T
TRR 0.082 TRR 0.079 TRR 0.109 TRR 0.091
mg/kg mg/kg mg/kg _Snglkg
% TRR | mg/kg® | % TRR | mg/kg® | % TRR | mg/kg? ‘NRR mg/kg?
Total Radioactive 100 | 0.082 100 | 0.079 100 | 0.109.f 100 | 0.091
Residue (TRR) $
Total extractable 82.8 | 0.068 87.0 | 0.069 82.4 O.!O\éb 81.1| 0.074
Total analyzed by HPLC 80.2 [ 0.066 84.2 | 0.067 81.3 | 8089 80.3 | 0.073
Parent XDE-729 ME 12.2| 0.010 | 135] 0.011 7.3 450.008 6.7 | 0.006
Polar radioactivity - -- - -- & - -- --
Low Level Metabolite: 3.0 | 0.002 3.5] 0.003 47| 0.005 6.5 | 0.006
RT 13.7 min o
X11393729 glucose 12.6 | 0.010 12.5] 0.010 {& 14.1] 0.015 12.9 | 0.012
conjugate P
X11393729 3.5 0.003 3.1 0.002 3.3 | 0.004 2.9 0.003
X11406790 malonyl 7.2 | 0.006 5.9 | 0805 7.1 0.008 7.0 | 0.006
glucose conjugate Q
XDE-729 Methyl N- 2141 0.018 19.0470.015 17.4] 0.019 149 | 0.014
glucose conjugate (1) o
XDE-729 Methyl N- 7.3 | 0.006 4 | 0.006 9.1] 0.010 9.9 | 0.009
glucose conjugate (2) S
X11406790 1.5 0.001 a,QV 2.2 | 0.002 1.5 0.002 2.5 0.002
Total Identified 65.7 0.05@ 63.7 | 0.051 59.7 | 0.065 56.9 [ 0.052
Total characterized” 14410042 | 205] 0016 [ 21.6[ 0.024 | 22.8] 0.021
Total unextractable 14.3 Qg@lZ 15.8 | 0.013 20.9 | 0.023 23.2 ] 0.021
Accountability® 97.1 (§6‘.080 102.9 | 0.082 | 103.3 | 0.113 | 104.3| 0.095
R
N4
-- Not observed 4

& mg/kg XDE-729 methyl equivalents
> Extractable radioactivity that-analyzed by HPLC and was multi-component and did not co-elute with any known
reference compound or i{c}?ntiﬁed conjugate; “low level metabolite: RT 13.7 min” is included in the characterized

total.
extractable+unextractable

¢ Accountability (% T@g)) = =
¢ Sample had no dL@ff(cate for HPLC analysis.

s
&

Bound Resi@g\eS: The notifier stated that “Bound residue determinations were not necessary

because 1ess than 0.025 mg XDE-729 Methyl equivalents/kg remained unextracted”. The RMS

note tha\b%llthough the % TRR of total unextractable residue is relatively high (14-23.2%), the

actual&’esmue is less than 0.05 mg/kg, the trigger for animal feed, therefore it is agreed that

furtl&er work is not required.

S

@%qradate and Metabolite Isolation and Identification: The metabolites were identified in all

@four turnip top samples. The glucose conjugate of X11393729 was identified by accurate mass

<)
S
&
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&
and MS/MS fragmentation. The X11393729 peak in the mass spec report was identified by 5\\

comparison to a known standard. The peak for the malonyl glucose conjugate of X11406790
was identified by accurate mass and MS/MS fragmentation and comparison to a non-GLR®
standard. The peaks representing the N-glucose conjugates of XDE-729 methyl were 'Lg@ntified
by accurate mass and MS/MS fragmentation. The notifier states that HPLC separatioe.\bf two
glucose anomers (o- or B- conjugated) should be possible, and therefore explain theﬁaentical
accurate mass of two mass spectral peaks. The peaks representing X11406790 arg?’XDE-?ZQ
methyl were identified by comparison to standards. o*;b

@
Proposed Metabolic Profile C‘)\Q
The proposed metabolic pathway is presented in Figure B.7.1.2-2 below.éﬁs shown in the
diagram, the metabolism of XDE-729 methyl in turnips proceeds througﬁ N-conjugation with
glucose, or dissociation to produce X11393729, or de-methylation of he methoxy group on the
phenyl ring to produce the metabolite X11406790. X11406790 is ﬂggn conjugated with glucose
(theorized) followed by further conjugation with malonic acid. @1393729 is also conjugated
with glucose, through either the nitrogen or the oxygen. The higher amounts of conjugates to
primary metabolites indicates that conjugation is a preferentigﬁoute of metabolism.

Previous plant metabolism studies conducted on wheat als,;g%oncluded that the initial metabolism
forms X11393729 and X11406790, with glucose and gl@)se plus malonic acid conjugation of
X11406790. In the case of the longer life-cycle of Whg&t, metabolism continues through natural
incorporation of the radiolabeled carbon into natura@lant constituents such as pectin and lignin.

4
Overall, the **C-residues in the turnips were sim%@"r to those observed on wheat.

S

CONCLUSIONS bQ

A foliar application of XDE-729 Methyl at O&e maximum proposed seasonal application rate
resulted in mature PH-labeled roots and tgps that contained 0.001 and 0.091 ug/g XDE-729
Methyl equivalents, respectively. The gY-IabeIed mature roots and tops contained 0.002 and
0.109 pg/g XDE-729 Methyl equivagﬁts, respectively.

e

o
Due to the low levels of radioacﬁ@ity, the roots were not analyzed further. Immature and mature
foliage contained consistent mgtabolites at similarly low levels. In the mature foliage, the
radioactive residue was ideptified as XDE-729 Methyl (parent) (7% of the TRR, 0.006-0.008
Ma/g), X11393729 (Acid){3% of the TRR, 0.003-0.004 g equiv./g), glucose conjugate of
X11393729 (13-14% ofihe TRR, 0.012-0.015 ug equiv./g), a malonyl glucose conjugate of
X11406790 (7% of the' TRR, 0.006-0.008 pg equiv./g), two N-glucose conjugates of XDE-729
Methyl (anomer 1'(21/;5-17% of the TRR, 0.014-0.019 ug equiv./g, anomer 2: 9-10% of the TRR,
0.009-0.010 pg equiv./g), and X11406790 (2-3% of the TRR, 0.002 ug equiv./g). The
radiolabeled mgtgbolites were the same irrespective of radiolabel, indicating no evidence of

bridge cleavgge.
Q

2
In sumn@ﬁ/, individual metabolite levels were low, with the majority of the radioactive residue
identified as parent XDE-729 methyl, primarily conjugated through the nitrogen. Additionally,
de-rg@t ylation metabolites X11393729 and X11406790, and glucose or malonyl-glucose
copjugates of these metabolites were also observed. The higher amounts of conjugates to
nﬁmary metabolites indicates that conjugation is a preferential route of metabolism. The overall

&L\\(’r’netabolic pathway is consistent with the metabolic pathway observed in wheat.

Cg'.
S
&
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Figure B.7.1.2-2 Proposed Metabolic Profile of XDE-729 Methyl in Turnips 5
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B.7.1.3 Metabolism, distribution and expression of the residue in rotational crops 5\\
X2
N
Report: Rotondaro, S. L. A Confined Rotational Crop Study with [14C]-XDE-7295ﬁ’ethyl
Ester, Unpublished report of Dow AgroSciences, study ID 101635, OQ-Q\EC-
2011. o
Guidelines:  OECD Guidance Document 502 for Metabolism in Rotational Cropg}(assued 8
January 2007) N
GLP: Yes (certified laboratory) o*;b
@
N

The amount, nature and distribution of residues in the raw agricultural coq‘ﬁonodities from three
rotational crops (a cereal, a leafy vegetable, and a root crop) planted 14 90 and 270 days after
treatment (DAT) of a single bare soil application of **C-XDE- 729 mefﬁyl (labelled at the phenyl
ring *C-PH-XDE-729 methyl and at the pyridyl ring “*C-PY-XDE:#29 methyl) were
investigated. The *C- XDE-729 methyl was formulated as an er@ sifiable concentrate (EC),
and applied at a target rate of 10 g a.e./ha. The proposed GAP gp Spring cereals is 1 application
of 6.25g a.s./ha, therefore the study rate represents 1.6N. The GAP for winter cereals proposes
two applications, the first 7.82 g/a.s./ha (BBCH 09 to 29), %o{a the second 6.25 g/a.s./ha
(BBCH13 to 45), therefore resulting in @ maximum total gbse of 14.07 g/a.s./ha. This maximum
total dose equates to 0.7N. Since 25% of the maximum-<otal dose would be 3.5175 g a.s/ha
g/a.s./ha, £ 25% from the application rate would be @%5-17.59 g a.s./ha. Therefore the
application rate used in the study is just below the @’nimum application rate. The metabolism
study however demonstrated that all crop fractions harvested contained less than 0.01 mg/kg
XDE-729 methyl equivalents. Furthermore, thg;study involved application of the active
substance to bare soil, whereas in practical u§¢? XDE-729 methyl is a foliar treatment to be
applied to a cereal crop and not directly to g% bare soil. Therefore, it is expected that the crop
will intercept the applied XDE-729 methy, such that the soil will only receive a portion of the
application. Therefore application to b@&\ﬁe soil may be considered a worst-case scenario. It is
noted that for spring cereals the stud s acceptable, with a rate of 1.6N, without considering crop
interception; However, for Winter%@‘ﬁals, the additional consideration of crop interception, as
discussed above, makes it reasongple to conclude that although the application rate does not
accurately reflect the proposed,ﬁaximum total application rate proposed by the DAR for winter
or spring cereals, the study i%ﬁt for purpose in this instance. Finally, from the soil photolysis
study submitted for evaluation by fate, it would appear that soil photolysis is unlikely to
influence the speed of mgtabolism or the metabolic pathway, compared to the metabolism
observed from the acti&@’substance applied to the crop at a later growth stage (where metabolism
will occur in the plantrather than in the soil). Therefore the study in which the active substance
is applied to bare soi is also fit for purpose to address metabolism in rotational crops when
application is ag\@ later growth stage, and where there will be greater crop interception.

9
This study w@ys?conducted between 2010 and 2011 in confined conditions in sandy loam soil in
the USA. 2
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Test Site Information

Testing Environment*

Soil characteristics**

Type %OM pH CBE

Outdoor test plots for 1% | sandy loam 3.1 4.6 Q)CB.l
140 DAT , then N
greenhouse until 361 1©
DAT (only wheat (for §
hay and mature &
collection) returned ;\\OQ
outdoors) f:\*(b

365 outdoor test plots, greenhouse, plant growth chambers, etc Q)o\)

** Only required for studies involving a soil treatment

Q_

&
. . Xe)
There were no meteorological abnormalities that may hav\q;‘fmpacted the study.
o
-9
Table B.7.1.3-2 N
&£
Crop Information .
Ne)
S
Crop/ Growth stage | Growth stage Harvested Harvesting
crop group | Variety | at application rae:farvest RAC procedure
Lettuce Grand 14-, 90- and QBBCH 41-43 immature cut by hand
/leafy Rapids 270-day C’)(b
. *
vegetable plant back\gg BBCH 49 mature cut by hand
Radish/ Cherry | 14-, 90- and BBCH 49 mature tops pulled by hand,
root crop Belle 270;@@ and roots tops & roots
plantpack™ separated
Wheat/ Coker 14-90- and BBCH 25 forage cut by hand
cereal 9553 o&?O-day
|@Plant-back* | BBCH 61-85 hay cut by hand,
4 dried 3-6 days in
QS) greenhouse
N BBCHS89 | straw & grain | cutby hand,
& separated grain,
Q’;\\ chaff combined
R with straw
*14, 90 andZ70 days after application.
Q
«Q
~
&
S
S
COb
N
0.
N
Q_.
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&
Nominally 0.81 mCi of **C-PH-XDE-729 methyl was received in 1:1 methanol:acetonitrile apd
diluted to 5 mL with acetonitrile. Nominally 0.53 mCi of *C-PY-XDE-729 methyl was rego,@ived
in 1:1 methanol:acetonitrile and diluted to 5 mL with acetonitrile. The test substances wi
analyzed for amount of radioactivity and purity. The specific activity was not adjusted, 2T he
solvent was removed from a nominal 5.65 mg of each radiolabeled test substance separately,
under a gentle stream of nitrogen. The dried test substances were shipped to the coeﬁact
laboratory. @

N
o
S
&
Table B.7.1.3-3 >
<
<
Test Material Characteristics @\’
Q
Chemical structure NH2 <
cl &
R 3
o
O N/ O\ &
<
o N
Cl O\;Z;\'
* indicates position of **C R
Common Name “C-PH-XDE-729 methyl @g
Lot No. INV031089-0003 o
Purity 97.4% (18 Jun 2009), FAPC-G-09-23
Specific activity 45.3 mCi/mmole r§°
Chemical structure NH,
| S
N
T
N . 14
* indicates position of ~'C
Common Name l@'PY'XDE'?ZQ methyl
Lot No. 4 INV027098-0002
Purity ¢ | 97.8% (18 Jun 2009), FAPC-G-09--22
Specific activity > | 29.6 mCi/mmole
O

&

Upon receipcﬁ{ﬁt the contract laboratory, 0.67 mL EC formulation blank GF-2630 was added to

each radiQfébeled test substance, carefully mixed, and refrigerated pending application. On the

day of application, 04 June 2010, the formulated test materials were removed from the

refrig(gi?ator. Approximately 200 mL water was added to an amber glass bottle. The test material

Wa§§‘uantitatively transferred to the mixing container using five sequential 2-mL portions of

water, and a total of 410 mL of water was added to the mixing container. Aliquots (0.25 mL)

_Were taken to determine the concentration of the spray solution and confirm homogeneity. The

«Sremainder of the spray solution was then divided into four portions, 102 mL each, for application

Cg'.
S
&
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. . I )
to each of the four prepared boxes per radiolabel. In general, the bare soil applications were &
made using a hand-held trigger sprayer in which the container was covered with aluminum-foll,
evenly spraying per box. The spray solution container was then rinsed with 25 mL of watgr,

swirled, then sprayed evenly onto the same plot. Two boxes were left untreated. ®®
S
>
&
Identification/ Characterization of Residues 0&)’2’
$
Sample Handling and Preparation S

Following harvest, plant samples were stored frozen. In general the frozegplants were
homogenized using a Robot Coupe with dry ice. The milled samples \@e stored in a freezer
(approximately -10°C) while the dry ice was allowed to sublime. o

N

Aliquots (5 x approximately 0.25 g) of the milled samples were a@%ﬁyzed by oxidative
combustion to determine the radioactive residues in the sampless>Combustion analysis occurred
within 15 days of harvest. Q'

;\\Q
Analytical Methodology N
The total radioactive residue levels in all crops at all plafit-back intervals were well below 0.01
mg/kg XDE-729 methyl equivalents, and were there{;@‘?e not analyzed.

Q

(0)

Storage Stability o

Since all samples were stored frozen at or below@pproximately -10 °C when not in use, and
combustion analysis occurred within 15 days of harvest, assessment of storage stability was not
necessary. L

N
S
&

3
Application and In-life Summary &
Radiochemical purity of the PH- ;;%%Y-Iabelled XDE-729 methyl prior to application was
determined to be 99.59% and 99.3%%, respectively, by HPLC. The specific activity was
unchanged at 291,361 and 194}535’4 dpm/ug for the PH- and PY-label, respectively.

Four boxes were treated per @iolabeled test substance at a rate of 9.8 g acid equivalents
(a.e.)/ha. Each box received 98% of the target amount of formulated XDE-729 methyl to the test
plot. >

>
Aliquots of the appl'c@tion solutions were collected before and after application, and shipped to
DAS for analysis. LC analysis demonstrated that the **C-PH-XDE-729 methyl averaged
98.3% radiopuritybefore and after application. HPLC analysis demonstrated that the 1“C-PY-
XDE-729 meth&l averaged 98.4% radiopurity before application and 99.0% after application.

Therefore, tgé‘*\test substance did not degrade during the application.

)
o§

Identification, Characterization, and Distribution of Residues

TRR$evels

TRR levels are shown in Table B.7.1.3-4. All samples from all plant-back intervals contained
well below 0.01 mg XDE-729 methyl equivalents/kg.
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Table B.7.1.3-4 &
0
Total Radioactive Residues (TRRs) in CRC Tissue Matrices. Q®’
¢§)
Raw Agricultural  plant-back PH TRR PY TRR &
Commodity (days) (dpm/g) (mg/kg)? (dpm/g) (r;,tg?kg)a
&
radish tops 14 56 <LOQ" 64 &’<LOQ]
radish roots 14 90 <LOQ 83 ¥ <LOQ
immature lettuce 14 178 0.001 22706‘ 0.001
mature lettuce 14 68 <LOQ 30 <LOQ
wheat forage 14 95 <LOQ IS <LOQ
wheat hay 14 197 0.001 $234 0.001
wheat grain 14 194 0.001 @\\ 144 <LOQ
wheat straw 14 229 0001 .& 193 0.001
radish tops 90 93 <LOQ Qg}” 65 <LOQ
radish roots 90 55 <LOQ.- 77 <LOQ
immature lettuce 90 131 <LO@ 101 <LOQ
mature lettuce 90 127 <L§Q 181 0.001
wheat forage 90 137 .@%Q 91 <LOQ
wheat hay 90 164 @&).001 140 <LOQ
wheat grain 90 104 @& <LOQ 85 <LOQ
wheat straw 90 141 & <LOQ 131 <LOQ
radish tops 270 110 Qé‘ <LOQ 95 <LOQ
radish roots 270 795 <LOQ 93 <LOQ
immature lettuce 270 172 0.001 113 <LOQ
mature lettuce 270 311 0.001 141 <LOQ
wheat forage 270 (§G.L11 <LOQ 122 <LOQ
wheat hay 270 & 158 <LOQ 166 0.001
wheat grain 270 @ 242 0.001 240 0.001
wheat straw 270 & 98 <LOQ 64 <LOQ

* mg XDE-729 methyl equivalents/kgtissue
® Less than the limit of quantitatiogPLOQ), where LOQ = 0.00055 mg/kg for the PH-label and LOQ =
0.00082 mg/kg for the PY IabeIOQ
N
O . .
Due to the very low T&g? levels, none of the tissue samples were characterized further.
AN

Summary/assessm

XDE-729 methyl radiolabeled in either the phenyl or pyridine ring was applied to plots of bare
sandy loam soiL\afthe rate of 10 g a.e./ha. At three plant-back intervals (14, 90, and 270 days)

radishes, lettuce, and wheat were sown. The crops were grown outdoors to maturity at Ricerca,

Ohio, USA.Qfé’Iot maintenance simulated typical cultural practices.

From eac@%lant-back interval, immature lettuce, mature lettuce, mature radish tops, mature
radish \r*@ts, wheat forage, wheat hay, and wheat grain and straw were harvested. The harvested
cropsvere milled and combusted to determine Total Radioactive Residue levels. All crop
frag‘i\ons harvested contained less than 0.01 mg/kg XDE-729 methyl equivalents, and were
tgér‘efore not analyzed further.

;Q\‘ft is unlikely that crops rotated into wheat fields treated with XDE-729 at 10 g a.e./ha would
result in detectible levels of XDE-729 methyl or metabolites in any Raw Agricultural
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Commodity. Because of the low residue levels in all crops at all plant-back intervals, a meta@lic
pathway has not been proposed, and a succeeding residue trials crop study and toIerance/M(OEaL

are not necessary for succeeding crops. K

It is noted that the Environmental Fate assessment (Section B.8.3 iv) has concluded th@qﬁigh
levels of unextracted residues may accumulate at up to 3.83 times the initial parent dgse
(although there is some uncertainty about this level of accumulation). Uniform Priﬁbiples
relating to unextracted residues state that no authorisation can be granted in the ¢gse of high
unextracted residue, unless it can be scientifically demonstrated that there is nocaccumulation in
soil at such levels that unacceptable residues in succeeding crops occur. In this instance, given
the results of the rotational crop metabolism study confirmed that levels o(\q}RR inall crop
samples were very low, and at a level that did not need further character\'@tion, it can be
concluded that, despite accumulation in the soil, it is reasonable to conétude that unacceptable

residues will not occur in succeeding crops. ;\\OQ
\'\(b
&
. o . @ -
B.7.2 Metabolism, distribution and expression of the residues in livestock (All 6.2, I11A
&
8.1) e
O\fb
B.7.21 Cattle -9

A metabolism study in cattle has not been submitted, bt the ruminant metabolism is addressed
through the submission of the goat metabolism stugzyfevaluated below.

(04
B.7.2.2 Goats ,;o

Report:

I A Nature of the Residue Study in the
Ruminant with [14C]-XDE-729 Methyl Ester, Unpublished report ofjiiili
study 1D 103389, 27 October 2011.
Guidelines:  OECD Guidance Docur@nt 503 for Metabolism in Livestock (Issued 8 January
2007) o0
GLP: Yes (certified Iabor\iﬁry)

O
In a metabolism study perfom)bégl)in 2011 goats were orally dosed (a single gelatine capsule, no
absorbent) once a day far>five consecutive days with either '*C-PH-XDE-729 methyl
(radiochemical purity 97.4-%, specific activity 9.63 mCi/mmol) or *C-PY-XDE-729 methyl
(radiochemical purity 97,§>c3/o, specific activity 9.50 mCi/mmol).

| o
Preparation of Test I\/@terlals
The 14C-PH-IabeI-élZ)E-?ZQ methyl was prepared by combining 59 mg non-radiolabeled test
substance and 16.mg radiolabeled test substance (9.970 mL) for a final specific activity of 9.63
mCi/mmol (61@88 dpm/pg). The procedure was repeated with the *C-PY-label-test substance
by combiningi’ao mg non-radiolabeled test substance and 24 mg radiolabeled test substance
(9.970 mL)O‘R)r a final specific activity of 9.50 mCi/mmol (61,130 dpm/pg). The solvent was
removed.g@nder a gentle stream of nitrogen. The dried test substances were shipped to the
contragl\?aboratory.

3
Aliégots of the dose solution were collected before and after dosing, and shipped to DAS for
@ﬁ’lysis. HPLC analysis demonstrated that **C-PH-XDE-729 methyl averaged 97.7%

-gadiopurity before dosing and 97.6% after dosing, and that the **C-PY-XDE-729 methyl

,&\Qaveraged 97.7% radiopurity before dosing and 97.8% after dosing.

K
S
&
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The target dose rate of 10 mg/kg feed was based on the average feed consumption during the
acclimation period, and the amount of radioactivity shipped to the contract lab. The goat dosed
with PY-label XDE-729 methyl consumed less than the already restricted amount of feed. The

resulting actual dose rates were 10.25 and 11.17 mg/kg dry feed/day for the **C-PH-label and

14c-pY-label dosed an

imals, respectively. The actual dose rates were 103-112% oéggrget.

'S
&
S
Table - B.7.2.2-1 "2
o
<
&
Test Animal Dosing Regime ,o\’
Q
Treatment Type Feeding Level (ppm test material in | Vehicle @ing/Duration
food on a dry weight basis) \{D
.&
Oral PH: 10.25 ppm Capsules (no Qg) 1 A single capsule was administered
PY: 11.17 ppm absorbent). . once a day (at about 9 am) orally by
. OQ balling gun to each animal for 5
> consecutive days.
O

Test Material Characteristics -9

Chemical structure

. O
* indicates positian of *‘C

Common Name

*C-PH-XDE;29 methyl
O

Lot No. INV031089-0003

Purity 97.4%\&,’98 Jun 2009), FAPC-G-09-23

Specific activity 45.3\#17Ci/mmole, adjusted to 9.63 mCi/mmol
O

Chemical structure °‘§ NH;
0 A~
S F X
QQ c|> do 0
< SNF ~
S N
% (0]
o cl
&
i * indicates position of **C
Commo@'fame 14C-PY-XDE-729 methyl
Lot No. INV027098-0002
P@y 97.8% (18 Jun 2009), FAPC-G-09--22
@B’ecific activity 29.6 mCi/mmole, adjusted to 9.50 mCi/mmol
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Milk was collected twice daily, once in the morning and once in the afternoon. Afternoon 5\\

samples weighed 616-818 g, while morning samples weighed 1091-1334 g. Urine and faeces
were collected at 24-hour intervals immediately prior to dose administration. Cage washe$were
collected after necropsy. Within 6-8 hours of the administration of the final dose the animals
were sacrificed and samples of muscle (loin), muscle (flank), liver, kidney, fat (subCL@heous),
fat (omental), fat (renal), Gl tract and contents (for mass balance only) were coIIectg)ExD and
prepared for analysis. Samples were stored at <-10 °C pending analysis and shipgs@ént to the
sponsor. o*;b

@

The feed consumption, milk production, animal weights and observations bgzoveterinary
personnel were made on the animals during the course of the study. Animal 4976 (dosed with
14C-PY-labeled XDE-729 methyl) was stated in the study report to be i%b\(éood health according to
the daily observations, however at necropsy the kidneys were noted as-being mottled,
discoloured, and enlarged. The kidneys were working sufficiently ){?Oeat and produce milk, and
the observations at necropsy were presumed to be incidental and gbnsistent with normal
production dairy goats and therefore without effect on the studys>Animal 4977 (dosed with **C-
PY-labeled XDE-729 methyl) was noted to have blood in milkon study days 4 and 5. At
necropsy, no visible pathological evidence was found to expﬁin the presence of blood.

Although it is considered a shortcoming of the study that-the health of the animals was not better,
given that the results of the study reflect a similar metab6lic pathway and distribution of residues
as observed in the rat study (where animal health wagﬁot in question) it would suggest that the
health of the goats did not impact on the performangg of the study. Furthermore, evaluation of
the first and second season’s trial data (see sectio 77.6 Residues arising from supervised trials)
showed that animal intakes are not significant -the highest dietary burden was 0.035 mg/kg DM
basis for beef cattle. Therefore, for the purpgéé of this authorisation for the representative use on

cereal at the proposed GAP, the metabolisrg%tudy will not be relied on further.

&

Milk Q

PY milk samples collected on the aftgfzﬁoons (pm) of days 3 and 4 were extracted. The proteins
were precipitated from duplicate a i@ots of each (approximately 25 g) by the addition of acetone
(10 mL). The mixture was shakegfor 30 minutes on low on a horizontal shaker, and the liquid
phase removed. The solids Wexﬁextracted one more time with 20 mL acetone, the liquid pooled
and the volume measured. /g?quots of the extract were analyzed by LSC. The precipitated
proteins were weighed anﬂoaliquots analyzed by oxidative combustion. The remainder of the
acetone extracts were cleaned-up using the Strata-X SPE method in preparation for HPLC

analysis. $
AN
Q@
&
2
O
&
o2
N
«Q
S
§
S
Qb
&
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Figure B.7.2.2-1 S
&
Q@
Figure 4. Schematic Flowchart for the Analysis of Milk &
S
) - <
Milk. PY-label bo
day 3 pm & day 4 pm {\@
(25 g) o*;b
+ Protein Precipitation @Q
o Addapprox. 10 mL acetone (\O
e Shake 30 min on low &
* Remove liquid phase 69
+ BEepeat with 20 mL acetone S
3
k o
¥ v &
Acetone extract Proteins Qg;o)
{approx. 40 mL) -oxidative |
-LSC. SPE—HPLC combustion>
g
NG
)
L
b\(\
&P
Q}
N
©)

Liver, Kidney, and Faeces: <
Duplicates of liver, kidney, and days 1, C;g@? 5 faeces (approximately 20 g) were extracted with
methanol/water (80/20, v/v). Approximaiely 100 mL solvent was added and the mixture was
homogenized for approximately 2 min@s at 10,000 rpm. After shaking on low on a horizontal
shaker for 30 minutes, the liquid pha§§7’was separated by centrifugation, and the process repeated
two more times (not including homdgenization) using 50 mL solvent. The extracts were pooled
per sample replicate. The volumgtof each extract was measured and recorded, and aliquots were
analyzed by LSC. The remaini{,% post-extracted solids were weighed and aliquots analyzed by
oxidative combustion. o

Duplicate aliquots of the neutral organic extracts (40 mL, except 10 or 20 mL of PY-labelled
faeces) were cleaned-upolfﬁlng the Strata-X SPE method in preparation for HPLC analysis.

K
2
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| S
Figure B.7.2.2-2 &
(§>
Figure 5. Schematic Flowchart for the Analysis of Liver. Kidney. and Feces Q‘)Q(b
$
Duplicates N
(-20 g) S
<
Neuvtral organic extraction Q)(b

* Add approx. 100 mL 80/20 MEDH@@
Homogenize 1 min @ 10K rpm &~
Shake on low 30 minutes N
Remove liquid

Repeat 2 more times usin %nﬂﬂ
solvent, without homcng(b ing

. & & @

s Pool extract 0}\,
S
Q
' ¥
Solids Drga@‘ extract
-oxidative (appodx. 175 mL)
combustion L5, SPE—HPLC
q,b\{\
Q)\Q)
Fat; \Q

The analysis procedure for PH renal fat is de eribed below. The other PH-labelled fat samples
and all PY-labelled fat samples contained <8~ 1 mg/kg XDE-729 methyl equivalents, and were
therefore not analyzed further. §
O
Duplicate aliquots of PH-labeled ren%[%t (approximately 20 g) were first extracted with hexane
(approximately 100 mL), heating at;70-75 °C in water bath with an orbital shaker for 30 minutes
to dissolve the fat. The process repeated with 60 mL hexane. The hexane extracts were
pooled and the volume recordeg%nd triplicate aliquots were removed for LSC.
&
The connective tissue remahqug after the hexane extraction was further extracted with
methanol/water (80/20, v/yci. Approximately 70 mL neutral organic solvent was added and the
mixture was homogenized for approximately 1 minute at 10,000 rpm. After shaking on a
horizontal shaker (low;speed) for 30 minutes, the liquid phase was separated, and the process
repeated two more/fitnes (not including homogenization). The extracts were pooled and the
volume recorded and triplicate aliquots were removed for LSC. The remaining connective tissue
samples were wgighed and aliquots analyzed by oxidative combustion.
&
Duplicate @oﬁguots of the neutral organic extracts (75 mL) were cleaned-up using the Strata-X
SPE metolng in preparation for HPLC analysis.
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. X
Figure B.7.2.2-3 &
.%{/_)
&
Figure 6. Schematic Flowchart for the Analysis of Fat Q‘)Q
: &
Duplicates $
(~20 g) Q)b
'S
Hexane exiraction Q(zy

+ Heat 30 minutes, to dissolvesat
* Cool and remove liquid \Q

+ RBepeat 2 more times Ni

» Pool extract <

' Y.

Hexane extract COﬂ.ﬂEC% Tissue
-LSC T - -
eutral organic extraction
(O« Add approx. 70 mL
f 80/20 MeOH/H,0
+ Homogenize 1 min @
N 10K rpm
i » Shake on low 30 minutes
> Eemove liquid
sLQ * Fepeat 2 more times,
(@) . .
< without homogenizing
sb s Pool extract
S
()

v v

N Organic Connective tissue
Extract -0%. combustion

Q
.

Urine: S
Aliquots of each urine sgéﬁple were analyzed directly by LSC and HPLC. Additional aliquots of
urine (300 pL) were agﬁified with formic acid (15 pL) in an attempt to lower all samples to a

similar pH, then ar}gﬁted by HPLC.

Bound Residue >

Since neutral gfganic extraction quantitatively removed all of the radioactivity, bound residue
determinatiqg?procedures were not necessary.
@
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Analytical Methodology
TRR: Aliquots (5 x approximately 0.2 g) of the homogenized tissue samples were placed ine

: NI, . . 2
combustion cones, air-dried at room temperature overnight, and analyzed by oxidative &
combustion to determine the total radioactive residues in the samples. Milk and urine were
analyzed by direct LSC of 0.4-g or 0.2-g aliquots, respectively. The TRR in fat was dje‘termined
by heated solubilization (approximately 60 minutes at 60-80 °C) of the fat (5 x O.Z-gfaliquots)
and subsequent LSC. Aliquots (5 x approximately 0.5 g) of the homogenized faeg?s samples
were placed in combustion cones, air-dried at room temperature overnight, andcgﬁalyzed by

oxidative combustion. Q@
X

O
SPE: The general clean-up procedure for the extracts was with a Strata-)é%PE (500 mg, 8B-
S100-HDG, Phenomenex Inc., Torrance, California, USA). The samplgs'were prepared by
concentrating in a Turbovap (40 °C water bath and 10 psi nitrogen) to-rfemove the majority of the
organic solvent then adding 0.1% H3PQO, in water (8 mL). The SPﬁartridges were conditioned
with methanol (5 mL) followed by 0.1% H3PO4 in water (2 x 5 nll;*) The concentrated sample
was diluted then applied to the conditioned SPE, and eluted at approx. 2 mL/min, collecting the
eluate. The SPE was dried for 10 seconds after the SPE had e?ﬁted. The sample vial was rinsed
with 0.1% H3PQO, in water (5 mL), transferred to the SPE ng?ridge, and eluted at approx.

2 mL/min, pooling with the load eluate. The SPE cartridgéwas dried under full vacuum for

20 seconds. The Strata-X SPE was eluted with methandg?: 0.1% H3POy in water (95:5, v/v) in
two aliquots (5 mL each), pooling the elution aliquo(t;é\{\

@
A glycerol “keeper” was added to the elution sa les (0.1 mL 80/20 methanol/glycerol) then the
elution samples were concentrated to near dryngss (approximately 0.1 mL) in a Turbovap (30 °C
water bath and 10 psi nitrogen). The elutiong&mples were reconstituted in 200 uL of
acetonitrile, sonicated, then diluted with 7Q§}HL water, and sonicated and mixed well. The
volume of each reconstituted elution sample was calculated by weight and density. Triplicate
aliquots of each load and reconstituted @htion sample were analyzed by LSC. The concentrated
elution sample was also analyzed byd};?PLC.

>
Storage Stability ,§
The study report states that sarqﬁes and extracts were stored at approximately -20 °C when not
in use (SBL reported this as gﬁo °C), see Table B.7.2.2-2.
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Table B.7.2.2-2 E
X
>
\be
Summary of Storage Conditions )
N
Matrix Storage Actual Storage Interval of Dt£§onstrated
Temp.(°C) Duration (Days) Storage St@iity (Days)
Milk and Edible Tissues -20 52-172 o 119
Extracts -20 102-304 S 304
Excreta (Urine and Feces) -20 60-292 ¥ 292

Q
&
x.

2
Storage stability from the study report (A Nature of the Residue Study@? the Ruminant with
[14C]-XDE-729 Methyl Ester, ID 101389) shows that milk and edibl€tissues are stored frozen
for up to 172 days. Since this is approximately 6 months storage \@n\lst frozen, storage stability
does not need to be addressed further. However, for the extracts.and excreta, the report states
that storage at -20°C took place over 304 and 292 days respecti o‘iy. The notifier was therefore
requested to address storage stability over this storage interval. The following paragraph was
provided in response: (»Z'§
9

“At DAS, samples and extracts were stored at approxi@%tely -20 °C when not in use (SBL
reported this as <-10 °C). Initial extraction of tissugz;ﬁ/vas within 58-63 days after sacrifice.
These analyses were used to determine metabolite fevels (% TRR and mg eq/kg). Later analyses
were for qualitative mass spectral metabolite idefftification only. Stability of the extracts is
demonstrated by comparison of the figure usedfor determine metabolite levels with the
corresponding radioactive monitoring in thegmass spectral report. Feces was analyzed within 6
months, and not re-analyzed by mass spectfometry. Re-analysis of matrices after extended
storage demonstrated stability during storage under conditions used. For those samples that
were re-analyzed, storage stability datgwas also provided in the study report. The intervals of
storage stability were calculated as fellows:
Tissue: date of final extraction — ddte of initial extraction

example, milk: 24 NOV 2010 98 JUL 2010 = 119 days
Extract: date of final analysis¢HPLC or LC/MS) — date extracted

example, milk: 26 MAR 20%1 — 24 NOV 2010 = 122 days .
<

.Q
The RMS considers the gﬁ\ove response to be acceptable, and storage stability has been

addressed. K
)

Metabolite isolation:
Larger aliquotsci{approximately 150 g) of Day 3 pm milk were extracted in duplicate using

procedures sién\ilar to those described above. SPE of the concentrated acetone extract was
hinderedg@sumably by high levels of fat in the milk, therefore the aqueous phase of the acetone

extracts were partitioned against hexane, using acetonitrile to aide breaking the emulsions which
formed.~ The aqueous phase was concentrated to remove organic solvent and clean-up via fresh
StratasX SPE was resumed. The hexane phase was analyzed by LSC and discarded due to low
radioactivity. The elution samples were combined, concentrated, centrifuged to remove
pfecipitated solids, and ultimately submitted for mass spectral analysis.
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Aliguots (100 mL) of both replicates of the kidney extracts were purified by Strata-X SPE aftgr
partitioning with hexane to remove fats. The eluents were combined and concentrated under a

. ; . 2
gentle stream of nitrogen (no heat) and submitted for mass spectral analysis. X
Aliquots (1.5 mL) of both labels Day 5 urine were centrifuged (5 minutes at10,000 rpn;hmo
remove solids, and the supernatents acidified with formic acid (75 pL). The acidifiedthine
samples were submitted for mass spectral analysis. @bo

xS
Metabolites were identified based upon relative retention time and mass spectrg%’??\atching with
the reference standard. There was no difference in metabolites identified frogt e PH-or PY-
labelled groups. There was no evidence of bridge cleavage. S
5}0
N
Reference standards were not available for the sulphate conjugate of z(‘f1406790 and the N-
glucuronic acid conjugate of XDE-729 methyl; however, structural @ssignments have been
proposed through interpretation of the fragmentation pattern in mass spectra in figure 6, figure 31
and figure 32 of the study report ID 101389. However, there w(gEe a number of peaks that were
prominent in the spectra that had not been identified to a strué@Ure. The notifier was requested to
provide further information to address the additional peaks.\oﬁ'he notifiers response is shown
below: @
“Additional spectral peaks are co-extracted natural ¢cémponents, not related to the XDE-729
Methyl test material (ref. figure 6, 31 and 32 of repgrt ID 101389). At the retention time of
radioactivity, relevant peaks were determined usi@b chlorine and/or *C isotopic patterns and the
mass defect of chlorine, to eliminate endogeno%sgcomponents from metabolites of the test
substance”. bQ
S
This response addresses the concerns raiaﬁ by the RMS over the additional peaks present in the
mass spectal analysis. {§b
Milk, Tissue and Excreta TRR Leveﬁg)
As summarized in Table B.7.2.2-,§\f 67% and 70% of the dose was recovered from the **C-PH-
XDE-729 methyl and *C-PY-XBE-729 methyl dosed animal, respectively. The majority of the
dose was excreted, 32.9% and»33.9% in the faeces, and 20.4% and 28.9% in the urine from the
PH- and PY-labelled groups; respectively, accounting for more than 50% of the dosed
radioactivity. Additional@c',) 13.0% and 7.0% of the dose was recovered in the gastrointestinal
tract and contents of thesPH- and PY-labelled groups, respectively. The majority of this
recovered radioactivity was found in the contents of the Gl tract, indicating that the radioactivity
had not been absorbed. Had the Gl contents been allowed to be completely digested, more
radioactivity woutd presumably have been absorbed. Blood was found to contain less than
0.03% of the ddsed radioactivity for both dose groups. The remaining carcasses were not
evaluated. O,glEraII, absorption and elimination of the **C-XDE-729 methyl were rapid.
Q

Milk con@(oned less than 0.1% of the dose. During the dosing period the residue levels in milk
reacheqﬁ plateau of approximately 0.003-0.006 mg/kg XDE-729 methyl equivalents by the day 3
pm sainple (Table B.7.2.2-3. and Figure B.7.2.2-4.). In general, the concentration was slightly
higher in the samples collected in the afternoon, yet less milk was collected than in the morning

samples.
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&
Less than 0.2% of the dose was recovered in the edible tissues. Residue levels are summarizgg\in
Table B.7.2.2-3. Residues in the PH-label group kidney, liver, and renal fat were 0.121, 0.0%7,
and 0.016 mg/kg XDE-729 methyl equivalents and 0.041, 0.032, and 0.002 mg/kg XDE-
methyl equivalents in the PY-labelled group, respectively. Residues in loin muscle, fl
muscle, subcutaneous fat, and omental fat were near or below the limit of quantificatééh.

>
Overall, the residue levels were similar between the two radiolabels, although the{é"RR levels in
the PH-labelled group tissues were slightly higher. The study report claims thig}?ﬁay be due to
this animal being sacrificed almost an hour earlier than the PY-dosed animal, giving the PY-
dosed animal slightly more time to absorb and eliminate the XDE-729 met{l\y and metabolites.



Matrix Collection | *C-PH-XDE-729 Methyl *'C-PY-XDE-729 Methyd
Timing el
(mg/kg) (% dose) (mg/kg) (%-dose)
Milk Day 1 pm 0.003 0.002 0.005 A7 0.005
Day 1 am (0.001) 0.001 (0.001) 42 0.002
Day 2 pm (0.001) 0.001 0.003 & 0.003
Day 2 am (0.002) 0.003 0.006 .~ 0.009
Day 3 pm 0.003 0.003 0.012 57 0.012
Day 3 am 0.003 0.005 0.006" 0.010
Day 4 pm 0.004 0.005 0.999 0.010
Day 4 am 0.003 0.005 0.003 0.005
Day 5 pm 0.004 0.004 _50.005 0.004
total Not applicable 0.03 | N6t applicable 0.06
Urine Day 1 0.807 39 | & 1726 4.3
Day 2 0.331 2.5 F 1.571 5.7
Day 3 0.926 6.8° 2.698 8.6
Day 4 0.688 45 2.404 7.6
Day 5 1.175 O2. 3.385 2.7
total Not applicable 97204 Not applicable 28.9
Faeces Day 1 1.417 ¥ 64 1.169 6.8
Day 2 0.694 D 35 0.394 1.9
Day 3 1.806 > 6.6 1.444 8.0
Day 4 1.944 & 7.6 2.639 14.1
Day 5 2.4125 8.8 1.111 3.1
total Not applicable 32.9 Not applicable 33.9
Cage rinse sacrifice 0:361 0.10 1.385 0.39
Muscle-flank sacrifice _6°002) 0.001 (0.001) 0.001
Muscle-loin sacrifice & ND 0.00 ND 0.000
Liver sacrifice [,,* 0.077 0.11 0.032 0.034
Fat-omental sacrifice >~ 0.005 0.001 (0.001) 0.001
Fat-subcutan. sacrifice (0.003) 0.0001 (0.002) 0.0001
Fat-renal sacrifige 0.016 0.002 (0.002) 0.0001
Kidney sacrifice 0.121 0.039 0.041 0.008
Edible tissue total Not applicable 0.16 | Not applicable 0.05
Gl Tract 8dcrifice 0.265 1.4 0.219 0.55
Gl contents < sacrifice 0.858 11.6 0.876 6.42
Blood &7 sacrifice 0.010 0.027 0.006 0.013
Total & Not applicable 66.7 | Not applicable 70.3
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Total Radioactive Residues (TRRs) in the Excreta, Milk and Edible Tissues of Lactating

Goats Dosed with **C XDE-729 Methyl

Q
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Pharmacokinetics of **C XDE-729 Methyl in the Milk of Lactating Goats
Figure B.7.2.2-4

Milk TRR vs. Time

<
J}
z@* PH TRR (ppm)
$f PY TRR {ppm)
N

mg/kg XDE-729 methyl eq

Characterization of Residues

Milk: The Day 3 and Day 4 afternoonﬁ\ilk samples collected from the PY-labelled group were
extracted as described above; these wre the only samples containing near or above 0.01 mg/kg
XDE-729 methyl equivalents. Thg%ajority of the radioactivity remained in solution after
protein precipitation with aceton§,’ approximately 91% of the TRR (Table B.7.2.2-4.). An
average of 0.001 mg/kg XDE=#29 methyl equivalents was unextractable. The milk solids were
noted as slightly pink, due tgéblood in the original milk samples. The blood did not appear to be
extracted. The acetone ext¥acts were prepared for HPLC via the Strata-X SPE clean-up method.
Recoveries were good, 8:? 96% in the eluent of the Strata-X SPE, however SPE recovery values
were not included in th@calculated amounts of individual metabolites. This is acceptable given
that the recoveries were within an acceptable range. HPLC analysis showed that the milk
contained primarily“conjugates of X11406790, with lower levels of X11449757, X11393729, and
other free and oqﬁjugated metabolites, as shown in Table B.7.2.2-4. Overall, an average of 81%
and 68% of tl{e day 3 pm and day 4 pm milk was identified, while an average of <0.002 mg/kg
XDE-729 n@hyl equivalents was characterized (extracted but did not chromatograph with
identified #Aetabolites). Given the level of unextractable residue and characterised residue (i.e.
not idera\b ied) is less than the trigger value 0.01 mg/kg further characterisation is not required.
Q
Chaéacterlzatlon of Residues in Liver: Aliquots of both the PH- and PY-labelled liver were
eg:racted as described above. The majority of the radioactivity was extracted with neutral
.ﬁgamc solvent, approximately 88% and 74% of the TRR from the PH- and PY-labelled groups,
,QQ\respectiver (Table B.7.2.2-4.). An average of 0.006-0.007 mg/kg XDE-729 methyl equivalents

Q
S
&
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&
was unextractable. The extracts were prepared for HPLC via the Strata-X SPE clean-up meti@‘\d.
Recoveries were good, 75-105% in the eluent of the Strata-X SPE, however SPE recovery values
were not included in the calculated amounts of individual metabolites. This is acceptable@iven
that the recoveries were within an acceptable range. HPLC analysis showed that the i
contained primarily free X11449757 and X11393729, as shown in Table B.7.2.2-4. The two
radiolabels were qualitatively similar except that X11406790 and glucuronic acid C@,fﬁugated
X11406790 were only detected in the PY-label. Overall, an average of 74% and @:@% of the PH-
and PY-labelled liver was identified by one chromatographic system only, Whi&%n average of
0.011 and 0.008 mg/kg XDE-729 methyl equivalents was characterized (extraeted but did not
chromatograph with identified metabolites); the characterized radioactivity Was multi-
component. (;f

N

Characterization of Residues in Kidney: Aliquots of both the PH- andng-Iabelled kidneys were
extracted as described above. The majority of the radioactivity Wa%&tracted with neutral
organic solvent, approximately 100% and 102% of the TRR from:the PH- and PY-labelled
groups, respectively (Table B.7.2.2-4.). An average of 0.001-0@2 mg/kg XDE-729 methyl
equivalents was unextractable. The extracts were prepared fon'HPLC via the Strata-X SPE clean-
up method. Recoveries were good, 91-100% in the eluentgﬂ‘\the Strata-X SPE; however SPE
recovery values were not included in the calculated amomg@ts of individual metabolites. This is
acceptable given that the recoveries were within an acceptable range. HPLC analysis showed
that the kidney contained primarily free X11393729 gﬁs lower levels of the sulfate conjugate of
X11449757, X11449757, and the glucuronic acid Qéﬁjugate of X11406790, and the sulfate
conjugate of X11406790 (PH-label only), as shown in Table B.7.2.2-4. There was no qualitative
difference in metabolites between the two radiglabels. Overall, an average of 78% and 62% of
the PH- and PY-labelled kidney was identifigﬁ:\while an average of 0.027 and 0.017 mg/kg
XDE-729 methyl equivalents was characteg?ed (extracted but did not chromatograph with
identified metabolites) in the PH- and PYzlabelled kidneys, respectively; the characterized
radioactivity was multi-component. {§b

@

Characterization of Residues in Fatq,%liquots of the PH-labelled renal fat were extracted as
described above; this was the onlg:?at sample that contained above 0.01 mg/kg XDE-729 methyl
equivalents. Essentially none oﬁhe radioactivity was extracted with hexane. The majority of the
radioactivity was extracted vgir‘n neutral organic solvent, approximately 85% of the TRR (Table
B.7.2.2-4.). An average 0f0.001 mg/kg XDE-729 methyl equivalents was unextractable. The
extracts were prepared fofHPLC via the Strata-X SPE clean-up method. Recoveries were good,
80-85% in the eluent oﬁ%e Strata-X SPE, however SPE recovery values were not included in the
calculated amounts ofindividual metabolites. This is acceptable given that the recoveries were
within an acceptabé’range. HPLC analysis showed that the PH-labelled renal fat contained
primarily free X13393729 plus lower levels of the sulfate conjugate of X11449757, and
X11449757, ascshown in Table B.7.2.2-4. Overall, an average of 72% of the TRR was identified
by one chrom‘ﬁtographic system, while an average of 0.002 mg/kg XDE-729 methyl equivalents
was charaqﬁfized (extracted but did not chromatograph with identified metabolites); the

characteg§ed radioactivity was multi-component.
$§

S
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Table B.7.2.2-4. E
o
Distribution and Characterization of the Parent and the Metabolites in the Milk, Edc'gﬁ”ie
Tissues and Excreta from a Lactating Goat Dosed with **C XDE729 Methy!. ®®
<
“C-PH “C-PH “G;PH
Renal Fat Liver ney
TRR 0.016 mg/kg TRR 0.077 mg/kg TRR§f21 mo/kg
%TRR | mgkg® | TRR | mgkg® | % TBR mg/kg®
Total extractable® 85.2 0.014 87.9 0.068 99.9 0.121
Parent XDE-729 ME -- -- -- -- N --
Polar radioactivity 7.7 0.001 -- - > 5.6 0.007
Sulfate conjugate of 9.5 0.002 - - of 183 0.022
X11449757 O
X11449757 17.4 0.003 62.0 0. ,4537 14.7 0.018
X11393729 44.8 0.007 12.1 Q@G9 36.7 0.044
N- or O-glucuronic acid - - - = 5.9 0.007
conjugate of X11406790 L
N-glucuronic acid - - - & - - -
conjugate of XDE-729 . Coo\
ME N
Sulfate conjugate of -- -- (bé - 0.8 0.001
X11406790 &
X11406790 -- -- L - -- 15 0.002
Total Identified 71.8 0012 & 741 0.057 77.9 0.094
Total characterized® 134 0.002.> 13.8 0.011 22.0 0.027
Total unextractable 1.2 <0.00% 7.2 0.006 1.6 0.002
Accountabilityd 86.9 0:014 95.1 0.073 102 0.123
-- Not observed Qb
% mg/kg XDE-729 methyl equivalents @

® Netural organic extractable. Hexane rem@?ed 0.4% of the TRR, <0.001 mg/kg, from the renal fat.

¢ Extractable radioactivity that was muIﬁ@omponent and did not co-elute with any known reference compound or
identified conjugate. r§’

thal extractable + Total unextractable

¢ Accountability (% TRR) ) , Wwhere TRR is shown in Table B.7.2.2-
& TRR
3. <
P
@
N
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&
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Table B.7.2.2-4. (Cont.)

Distribution and Characterization of the Parent and the Metabolites in the Milk, Ed
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Tissues and Excreta from a Lactating Goat Dosed with **C XDE729 Methyl. Q\
o
>
“c-py “C-py “C-py & HC-pY
D3 pm Milk D4 pm Milk Liver (§ Kidney
TRR 0.012 mg/kg | TRR 0.009 mg/kg | TRR 0.032 mg/lgg"’TRR 0.041 mg/kg
% TRR | mg/kg® | % TRR| mg/kg® | % TRR mg/l@ % TRR | mg/kg®
Total extractable 91.5 0.011 90.5| 0.009 | 73.38 0023 | 102 0.042
Parent XDE-729 ME 0.4 | <0.001 0.5 | <0.001 -- $-- 0.6 | <0.001
Polar radioactivity 1.3 | <0.001 1.3 | <0.001 1.0 [5<0.001 6.8 | 0.003
Sulfate conjugate of = = B -- NN 10.4 | 0.004
X11449757 &
X11449757 10.1 0.001 21.9 0.002 (Z{I.Q 0.010 14.4 | 0.006
X11393729 2.0 | <0.001 3.6 | <0.001 Qg’ 5.8 0.002 344 | 0.014
N- or O-glucuronic acid 40.7 0.005 245 | 0002} 1.1 | <0.001 1.4 | 0.001
conjugate of X11406790 ;;\\o
N-glucuronic acid 35 | <0.001 42| <0001 | - - - -
conjugate of XDE-729 . Q@
ME >
Sulfate conjugate of 21.8 | 0.003 12.@" 0.001 | -- - -- --
X11406790 Q
X11406790 2.5 | <0.001 (‘@'.3 <0.001 8.8 0.003 0.3 | <0.001
Total Identified 81.0 0.010 ?5\67.5 0.006 | 47.6 0.015 61.5 | 0.025
Total characterized” 10.5 0.001 ¢ 23.0| 0.002 | 26.1 0.008 40.5 | 0.017
Total unextractable 10.7 0.00%| 122 | 0.001| 218 0.007 2.9 | 0.001
Accountability® 102 0012 | 103 0.010 | 95.6 0.030 | 105 0.043
v
-- Not observed (003

® mg/kg XDE-729 methyl equivalents o
b Extractable radioactivity that was m@i—component and did not co-elute with any known reference compound or

identified conjugate.

¢ Accountability (% TRR).=
O

3.

O

N

b"z’l’otal extractable + Total unextractable _

N
>
N
A(b
(4]

TRR

=, where TRR is shown in Table B.7.2.2-

Characterizatiorq\%/f Residues in Urine and Faeces: Aliquots of both the PH- and PY-labelled

days 1, 3, an(g\‘ff faeces were extracted as described above. The majority of the radioactivity

was extrac

with neutral organic solvent, as shown in Table B.7.2.2-5. Levels of

radioacti&ﬂy that were unextractable were at a maximum level on day 3. The maximum level
recordedwas 0.075 mg/kg; however, levels were never greater than 5% of the TRR therefore
no et{é?ts were made to extract and characterise the radioactivity further.
Thesgxtracts were prepared for HPLC via the Strata-X SPE clean-up method. Recoveries were
d, 92-107% in the eluent of the Strata-X SPE; however SPE recovery values were not
cluded in the calculated amounts of individual metabolites. This is acceptable given that the

X2

recoveries were within an acceptable range. HPLC analysis showed that the faeces contained
primarily free XDE-729 methyl plus lower levels of X11449757, X11406790, N- or O-
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glucuronic acid conjugate of X11406790 and X11393729, as shown in Table B.7.2.2-5,
identified by one chromatographic system only. There was no qualitative difference in
metabolites between the two radiolabels.

Urine was analyzed directly, both with and without the addition of formic acid. Res

~Q
were

similar, with the exception of a sharper peak for the sulfate conjugate of X1144975ZWwhen acid
was added. Results of the analyses with formic acid are reported in Table B.?.Z.%@. HPLC

analysis showed that the urine contained primarily free X11393729 plus lower
X11449757, the sulfate conjugate of X11449757, and X11406790, as shown i
5. Because XDE-729 methyl was the primary component in the faeces, it

leVels of

able B.7.2.2-
ears that XDE-

729 methyl is absorbed then hydrolyzed to the acid X11393729. Lower lgvels of the sulphate
conjugate of X11406790 and N-glucuronic acid conjugate of XDE-729-ME and N- or O-

glucuronic acid conjugate of X11406790 were also observed. There

difference in metabolites between the two radiolabels.

Table B.7.2.2

-5

Q
P
K(b
X
&

gﬁfs no qualitative

[
Summary of Characterization and Identification of Radiog'c'tive Residues in the Urine and
Faeces from a Ruminant Dosed with **C XDE-729 Methﬁ at a Target Level Equivalent to

10 ppm in the Diet. N
@
“C-PH “c-PH RORTES “c-py “c-py “c-py
D1 Feces D3 Feces D5 Feges D1 Feces D3 Feces D5 Feces
TRR 1.417 mg/kg | TRR 1.806 mg/kg | TRR 24D mg/kg | TRR 1.169 mg/kg | TRR 1.444 mg/kg | TRR 1.111 mg/kg
% TRR | mg/kg® | % TRR | mg/kg? %TQ& mg/kg® | % TRR | mg/kg® | % TRR | mg/kg® | % TRR | mg/kg®
Total extractable | 132 1.869 88.8 | 1.603 88.7 | 2.380 138 1.616 132 1.904 118 | 1.314
Parent XDE-729 | 105 1.493 431 | 0.778 [.S459 | 1.108 110 1.291 42.1 | 0.608 82.4 | 0.915
ME §b
Polar - - - \QO - - - - 0.3| 0.004 - -
radioactivity 9
Sulfate -- -- - QQ - - - - - - - -
conjugate of @
X11449757 g
X11449757 12.0 | 0.170 17.1970.309 216 | 0.521 7.8 | 0.092 28.8 | 0.416 12.2 | 0.135
X11393729 3.5 | 0.050 &7 | 0.030 1.6 | 0.039 4.7 | 0.055 6.6 | 0.095 6.0 | 0.067
N- or O- 0.5 0.007 .2 | 0.003 0.7 0.016 - - - - 0.3 0.003
glucuronic acid ‘(‘é\(,b
conjugate of o
X11406790 N
N-glucuronic - o - - - - - - - - - -
acid conjugate ~
of XDE-729 0
ME C)
Sulfate - -- - - - - - - - - - -
conjugate of N
X11406790 N
X11406790 4 10.5 | 0.149 22.4 | 0.405 28.3 | 0.682 10.9 | 0.128 46.5 | 0.671 15.0 | 0.166
Total Identifiedsd] 131.9 | 1.869 84.4 | 1.525 98.1 | 2.366 1339 | 1.566 124.0 | 1.790 1158 | 1.286
Total 2 - -- 43 | 0.078 0.6 0.046 4.3 | 0.050 79 | 0.114 2.5 0.028
characterized@
Total <& 25 | 0.035 3.3 | 0.060 3.6 | 0.014 25| 0.029 5.2 | 0.075 2.3 | 0.026
unextra,@ble
Accogﬁft’abilityc 134 1.904 92.1 | 1.663 102 2.467 141 1.645 137 | 1.979 121 1.340
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Table B.7.2.2-5 (Cont) X
&
Yc-PH Yc-PH Yc-PH Yc-py 14C-PYQ\' “c-py
D1 Feces D3 Feces D5 Feces D1 Feces D3 Feces D5 Feces
TRR 1.417 mg/kg | TRR 1.806 mg/kg | TRR 2.412 mg/kg | TRR 1.169 mg/kg | TRR 1.4 g/kg | TRR 1.111 mg/kg
% TRR | mg/kg® | % TRR | mg/kg?® | % TRR | mg/kg® | % TRR | mg/kg? %TRBs"mg/kga % TRR | mg/kg?
Total 132 | 1.869 88.8 1.603 98.7 | 2.380 138 | 1.616 13@3" 1.904 118 | 1.314
extractable 2
Parent XDE- 105 | 1.493 43.1 0.778 459 | 1.108 110 | 1.291 6\\&2.1 0.608 82.4 | 0.915
729 ME s
Polar -- -- -- -- -- -- -- --\§0‘ 0.3| 0.004 -- --
radioactivity &
Sulfate -- -- -- -- -- -- -- § -- -- -- --
conjugate of &
X11449757 N
X11449757 12.0 0.170 17.1 0.309 21.6 | 0.521 B | 0.092 28.8 | 0.416 12.2 | 0.135
X11393729 3.5 0.050 1.7/ 0.030 1.6 | 0.039 | &4.7 | 0.055 6.6 | 0.095 6.0 | 0.067
N- or O- 0.5 0.007 0.2 0.003 0.7/ 0.016 |& -- -- - -- 0.3 | 0.003
glucuronic acid P
conjugate of O\(b
X11406790 -9
N-glucuronic -- -- -- -- -- - -- -- -- -- -- --
acid conjugate ’Db
of XDE-729 Y
ME )
Sulfate -- -- -- -- é\f -- -- -- -- -- -- --
conjugate of IS
X11406790 P
X11406790 10.5 0.149 22.4 0405 | 28.3 | 0.682 10.9 | 0.128 46.5 | 0.671 15.0 | 0.166
Total 131.9 1.869 84.4 1§‘25 98.1 | 2.366 | 133.9 | 1.566 | 124.0 | 1.790 | 115.8 | 1.286
Identified N
Total -- - 4.3,0.078 0.6 0.046 4.3 | 0.050 79 | 0.114 2.5 0.028
characterized" S
Total 2.5 0.035 (DC§.3 0.060 3.6 | 0.014 2.5 | 0.029 5.2 | 0.075 2.3 | 0.026
unextractable Q
Accountability® 134 1.904 k9 92,1 1663 | 102 | 2.467 | 141 | 1.645 137 | 1.979 | 121 | 1.340
(<}
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Table B.7.2.2-5. (Cont) @Q)
<
“c-PH “c-PH “c-PH Yc-PH “CPH
D1 Urine (W/FA) | D2 Urine (W/FA) | D3 Urine (W/FA) | D4 Urine (W/FA) | D5 Urine (W/FA)
TRR 0.807 mg/kg | TRR 0.331 mg/kg | TRR 0.926 mg/kg | TRR 0.688 mg/kg TB§‘1.175mg/kg
% TRR | mg/kg® | % TRR | mg/kg® | % TRR | mg/kg® | % TRR | mg/kg® %%TRR mg/kg®
Total - - - - - - - - Q - -
extractable S
Parent X DE- - - - - - - - o - -
729 ME R
Polar -- -- 0.8 | 0.003 -- -- 0.4 | <0.002 1.5 | 0.018
radioactivity . c)Q
Sulfate 215 0.173 15.3 | 0.051 19.4 | 0.180 13,.\‘2? 0.090 16.5 | 0.194
conjugate of \5}
X11449757 >
X11449757 23.0 | 0.186 | 205 | 0.068 | 28.6 | 0.265 1< 349 | 0.240 | 33.3 | 0.391
X11393729 47.1 | 0.380 38.9 | 0.129 32.7 0.30§ 36.7 0.252 31.5 | 0.370
N- or O- - - - - - - - - - -
glucuronic acid S
conjugate of @
X11406790 £
N-glucuronic -- -- -- -- - - 1.3 0009 | - --
acid conjugate &
of XDE-729 <
ME o
Sulfate - - 0.8 0.00%\ 3.3 | 0.031 0.5 | 0.003 0.7 | 0.008
conjugate of OS
X11406790 pN
X11406790 24 | 0.019 6.4 &021 11.7 | 0.108 10.2 0.070 9.2 | 0.108
Total 93.9 | 0.758 81.84f 0.270 95.8 | 0.887 96.7 0.666 91.2 | 1.072
Identified &
Total . - - \E‘U’ - - - - - - -
characterized &
Total - - (UQ - - - - - - - -
unextractable D>
Accountability® 93.9 0.(7\’5%3 81.8 | 0.270 95.8 | 0.887 96.7 0.666 91.2 | 1.072
3
N
Y
OQ)
&
&
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Table B.7.2.2-5. (Cont) Og@
Yc-py Yc-py Yc-py “c-py \‘{’b“C-PY
D1 Urine (w/FA) | D2 Urine (W/FA) | D3 Urine (W/FA) | D4 Urine (W/FA) & Urine (W/FA)
TRR 1.726 mg/kg | TRR 1.571 mg/kg | TRR 2.698 mg/kg | TRR 2.404 mg/kg C%I’RR 3.385 mg/kg
Compound % TRR | mg/kg® | % TRR | mg/kg® | % TRR | mg/kg® | % TRR mg/kgg) % TRR | mg/kg®
Total extractable - -- -- -- -- -- -- o -- --
Parent XDE-729 - - - - - - - 5)\\—— - -
ME N
Polar - - - - - - - 1 - - -
radioactivity ;OQ
Sulfate conjugate 12.8 | 0.220 6.8 | 0.107 2.0 | 0.054 & > -- 5.0 | 0.168
of X11449757 -9
X11449757 26.4 | 0456 | 32.7 [ 0514 | 395 | 10654~ 46.7 | 1.122 37.7 | 1.276
X11393729 56.3 | 0.971 | 492 | 0.773 | 424 | 1.144 43.8 | 1.053 53.9 | 1.824
N- or O-glucuronic - - - - -- © - -- 0.3 | 0.011
acid conjugate of \(‘Z}\'
X11406790 1O
N-glucuronic acid -- -- 0.5 | 0.008 (\*’ -- -- -- -- --
conjugate of b\
XDE-729 ME 0
Sulfate conjugate -- -- 0.4 | 0.006 Q)\—— -- -- -- -- --
of X11406790 P
X11406790 2.2 | 0.039 8.1 | 0.12P] 14.8 | 0.400 7.7 | 0.184 2.8 | 0.095
Total Identified 97.7 | 1.687 97.8 | 1.536 98.7 | 2.663 98.1 | 2.358 99.7 | 3.374
Total - - - 32- - - - - -- --
characterized” >
Total - - - @ - - - - - - -
unextractable 0
Accountability® 97.7 | 1.687 m@.S 1.536 98.7 | 2.663 98.1 | 2.358 99.7 | 3.374
-- Not observed Rl

& mg/kg XDE-729 methyl equivalents O
b Extractable radioactivity that was mu!\'up%mponent and did not co-elute with any known reference compound or identified

conjugate. Q(ZI)
¢ Accountability (% TRR) = ¢9t?)ke ractable + Total unextractable/’ where TRR is shown in Table B.7.2.2-3.
< TRR
Qo
N
A‘D
OQ)
&
2
\O
>
Q
9
N
s\O
S
$
OC)
o)b
&
&
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&
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Metabolic Pathway @
R
: &
Figure B.7.2.2-5 @b
\’
<
Proposed Metabolic Profile of XDE-729 Methyl in a Lactating Goat &;D
XDE-729 Methyl
<~ S
N-glucuronide q‘;\-o \ glucuronide conjugate
conjugate (low levels) o> NH {or more likely of
@ ? X11406790)

X11406790 @Q X11449757
/ \ 2 1

sulfate conjugate
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Identification of Residue Components from the **C XDE-729 Methyl Ruminant Metabolism:?
Study Y
Common name/code Chemical name Chemical structure s*@w
Figure C.3.1 ID No. $

sulfate conjugate of
X11449757

4-amino-3-chloro-6-(4-
chloro-2-fluoro-3-sulfooxy-
phenyl)pyridine-2-carboxylic
acid

X11449757

4-amino-3-chloro-6-(4-
chloro-2-fluoro-3-
hydroxyphenyl)-pyridine-2-
carboxylic acid

X11393729

4-amino-3-chloro-6-(4-
chloro-2-fluoro-3-methoxy-
phenyl)-pyridine-2-carboxylie4
acid &

&

N- or O-glucuronic
acid conjugate of
X11406790

Qs
6—[[3-chloro-6—(4—chIoro—2—f[3‘o‘?o—3—
hydroxy-phenyl)-2- ,;Q
methoxycarbonyl-4- o
pyridyl]amino]—3,4,5-@1ydroxy—
tetrahydropyran—z-ca(xsboxylic acid
or <
6—[3—(4—amino—5—bho'foro—6-
methoxycarborrﬁ-Z—pyridyl)—6—
chloro-2-flugfd-phenoxy]-3,4,5-
trihydroxxl@trahydropyran-Z-
carboxygﬁ)acid

&

N-glucuronic acid
conjugate of
XDE-729 methyl

~§Fnethoxycarbonyl-4-

6-[[3-chloro-6-(4-chloro-2-
ffioro-3-methoxy-phenyl)-2-

pyridyl]Jamino]-3,4,5-
trihydroxy-tetrahydropyran-2-
carboxylic acid

or isomer
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sulfate conjugate of methyl 4-amino-3-chloro-6-
X11406790 (4-chloro-2-fluoro-3-
sulfooxy-phenyl)pyridine-2-
carboxylate

X11406790 methyl 4-amino-3-chloro-6-
(4-chloro-2-fluoro-3-
hydroxyphenyl)pyridine-2-
carboxylate

CONCLUSIONS

=  When dosed at approximately 476 times the maximum.@oretical dietary burden to dairy
cattle (10 mg/kg dry feed/d vs dietary burden of 0.0Zé%g/kg DM basis), XDE-729 methyl
was rapidly eliminated in the faeces (40.9 and 45.9%p0f the dose, includes Gl contents).
Approximately 25% of the dose (20.4% and 28.9g§ was rapidly absorbed and eliminated in
the urine. Less than 0.1% of the dose was recoygred in the combined milk samples, and only
one milk sample (PY-labelled day 3 pm) conta}ned greater than 0.01 mg/kg XDE-729 methyl
equivalents. Analyses of milk showed the reSidue levels reached a plateau during the dosing
phase. Less than 0.2% of the dose was recovered in the combined edible matrices. Muscle
and most fats (with the exception of reng fat) contained less than 0.01 mg/kg XDE-729
methyl equivalents. Kidney and livergontained higher amounts (max 0.121 mg/kg and max
0.077 mg/kg for kidney and liver re\@aectively).

>

= Residues in milk and tissues we@? readily extractable. The sulfate conjugate of X11449757
(or isomer), X11449757, X11393729, the N- or O-glucuronic acid conjugate of X11406790
(or isomer), the N-glucuroob'r@ acid conjugate of XDE-729 methyl (or isomer), the sulfate
conjugate of X11406790.(er isomer), and X11406790 were all detected in edible tissues
and/or milk. Less than 8.001 mg/kg XDE-729 methyl was detected in milk or any edible
tissue. Generally, gre@%r than 61% (with the exception of **C-PY Liver, which was 47.6%)
of the residues in mitk and tissues were identified as one of the above components, with the
remaining residuestharacterized as multi-component.

=  Metabolism i@goats proceeds through demethylation to either the carboxylic acid
(X11393728) or phenol (X11406790), or both (X11449757). Parent XDE-729 methyl or
metaboli@ may then conjugate with sulfate or glucuronic acid. The metabolic pathway of
XDE-729 methyl is similar in goats, hens and rats.
$
= In tt@edible matrices, metabolite X11449757 was observed at the highest level, 0.048 mg/kg
XDE-729 methyl equivalents, in the PH-labelled liver. Therefore, when normalized to reflect
Qﬁe dietary burden (estimated as 0.021mg/kg dry feed weight), neither parent or metabolites
:5 would be predicted at levels greater than the analytical method proposed limit of
quantification, typically 0.01 mg/kg.
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= Neither parent nor metabolites (free plus conjugated) would be predicted at levels greateré\
than the analytical method proposed limit of quantification, typically 0.01 mg/kg. DAS%
proposes that XDE-729 methyl and XDE-729 acid be included in the residue definitiofis for
Risk Assessment and Enforcement/Monitoring purposes. As discussed above for the’plant
residue definition (Section B.7.1), the applicant has addressed the relative toxicit
X11406790 and X11449757 in comparison with XDE-729 methyl and XDE-729 acid
(X11393729), in order to support the residue definition of XDE-729 methyl agﬂ XDE-729
acid for Risk Assessment and Enforcement/Monitoring purposes. Furtherrr??e, the inclusion
of the conjugates has been considered in terms of the behavior of conjug%e residues in
mammalian systems and their impact on human health assessments. Thg-conclusions drawn
for the S-D-glucoside conjugates of phenols above (see further discuscgﬂ)n of residue
definition under Section B.7.1.1 Metabolism of Wheat) are also apg@cable to sulphate
conjugates and glucuronide conjugates. £

G}@\\

To conclude, the opinion of the RMS is that the notifier hasqp\rovided sufficient evidence to

support non-inclusion of the metabolites X11406790 and )&1449757 and their conjugates in

the residue definition. The proposed residue definition;\&DEng methyl and XDE-729 acid

is acceptable. N
o
0

B.7.2.3 Poultry

Report: I ~ Nature of the Residue Study in the

Laying Hen with [14C]-XDE=%29 Methyl Ester, Unpublished report of il
I sty 1D 101390, 27 October 2011.

Guidelines:  OECD Guidance Documgf§503 for Metabolism in Livestock (Issued 8 January
2007) S

(5
GLP: Yes (certified Iaboratg:y)
v

&

o
In a metabolism study perfqga?ed in 2011 laying hens were orally dosed (a single gelatine
capsule, no absorbent) oncea day for seven consecutive days with either **C-PH-XDE-729
methyl (radiochemical pusity 97.4 %, specific activity 8.31 mCi/mmol) or *“C-PY-XDE-729
methyl (radiochemical Q\@ty 97.8 %, specific activity 8.75 mCi/mmol).
@

Preparation of Test N@terials

The “C-PH-label-XDE-729 methyl was prepared by combining 77.3 mg non-radiolabeled test
substance and 172 mg radiolabeled test substance (9.970 mL) for a final specific activity of 8.31
mCi/mmol (53457 dpm/ug). The procedure was repeated with the 1C-PY-label-test substance
by combini%‘Gg.S mg non-radiolabeled test substance and 29.1 g radiolabeled test substance
(9.970 m r a final specific activity of 8.75 mCi/mmol (56,269 dpm/ug). The solvent was
removegiunder a gentle stream of nitrogen. The dried test substances were shipped to the
contrg}gt laboratory.

Aliﬁots of the dose solution were collected before and after dosing, and shipped to DAS for
nalysis. HPLC analysis demonstrated that the **C-PH-XDE-729 methyl averaged 98.0%

aadiopurity before dosing and 98.2% after dosing. HPLC analysis demonstrated that the **C-PY-
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XDE-729 methyl averaged 98.9% radiopurity before dosing and 97.9% after dosing. Therefcgge
the test solution was stable during the dosing period. 2
@
Q
The target dose rate of 10 mg/kg dry feed/day (approximately 625 N the maximum_theoretical
dietary burden (0.016 mg/kg DM basis)) was based on the average feed consumptioe.\during the
acclimation period, without adjustment for feed dry matter. The resulting actual dgge rates were
11.3 and 11.6 mg/kg dry feed/day for the '*C-PH-label and **C-PY- IabeL;\Qdosed groups,
respectively.

Table - B.7.2.3-1

S
Test Animal Dosing Regime (§’
Feeding Level (ppm test -4
Treatment Type | Material in food on a dry weight | vehicle & Timing/Duration
basis) &
\OQ A single capsule was administered
Oral PH: 11.3 ppm Capsules (no3” once a day (at about 8 am) by oral
PY: 11.6 ppm absorbent,koO gavage to a group of 10 animals

S for 7 consecutive days.

Table - B.7.2.3-2

Test Material Characteristics

Chemical structure

* . - 14
mdu):@@s position of “*C

Common Name *C-RH-XDE-729 methyl
O

Purity 2P4% (18 Jun 2009), FAPC-G-09-23

Specific activity Qv45.3 mCi/mmole, adjusted to 8.31 mCi/mmol

NH,

)
Chemical structure é(/
o Cl
S o
%k

& O * o
o

Cl

b

x~
r@Q * indicates position of **C
ceﬁmon Name TC-PY-XDE-729 methyl

Purity 97.8% (18 Jun 2009), FAPC-G-09--22

Specific activity 29.6 mCi/mmole, adjusted to 8.75 mCi/mmol
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Eggs were collected twice daily (once in the morning and once in the afternoon, and combineg\
per day per group). Excreta was collected at 24-hour intervals immediately prior to dose -&
administration and pooled per group. Cage washes were collected after necropsy. Within{-8
hours of the administration of the final dose the animals were sacrificed and samples of fiver, fat,
muscle (breast), muscle (leg) and skin with fat were collected and prepared for analys{s‘. Muscle,
liver, fat, and skin tissue samples were homogenized in the presence of dry ice. Albf?omogenized

samples were stored at <-10 °C pending analysis and shipment to the sponsor. <§’
>

S

Liver and Excreta Q)Q)

The flowchart below (Figure-B.7.2.3-1) summarises the methodology for@xtractlon of residues
from liver and excreta. \

Figure-B.7.2.3-1:  Schematic flowchart for the analysis of **C- XQ§729 Methyl residues in
liver, and excreta N

Duplicates \\OQ
(~20 g liver or ~ 10 g excreta o\(b
from days 1, 4 and 7) \(0

-4

Neutral orga@i% extraction
e Add approx. 100 mL 80/20 ACN/H,0
(livey, also completed with 80/20
H/H20)
@ 75 mL 80/20 methanol/water (excreta)
e Homogenize 2 min @ 10K rpm
Shake on low 30 minutes

o -
2 Remove liquid
P~ e Repeat 2 more times using 50 mL solvent,
sz?’ without homogenizing
ey e Pool extract
NG
<
;\\9
o
N4
o
QQ) y
\ 4 QQ/
Solids (cefinective Organic extract
tisSue) -LSC, SPEHPLC
-aidative
g%mbustlon

©
é@{\
Skbn with Subcutaneous Fat
The flowchart below (Figure-B.7.2.3-2) summarises the methodology for extraction of residues
Sfrom PH-labelled skin with fat samples. The PY-labelled skin with fat sample contained <0.01

S mg/kg XDE-729 methyl equivalents, and was therefore not analyzed further.

o
S
&
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st
o
2
Figure B.7.2.3-2: Schematic flowchart for the analysis of **C-XDE-729 Methyl residges in
Skin with Subcutaneous Fat @
S
S
Duplicates skin with sub. fat @b
(-20) &
S
_ %)
Hexane extraction 610
e Add approx. 75 mL hgXane
e Heat (70-80 °C) 30 (gﬁnutes, to
dissolve fat o
e Cool and remo{@iquid
e Repeat 2 morgitimes with 50 mL
hexane &
Q%
y N
Hexane extract |5 Connective Tissue
-LSC -Q
Q)@b Neutral organic extraction
o e Add approx. 100 mL
é;o 80/20 ACN/H,0
b&\ e Homogenize 2 min @
§ 10K rpm
$ e Shake on low 30 minutes
S e Remove liquid
@Q’ e Repeat 2 more times (50
\k_q?) mL hexane), without
S homogenizing
@Q e Pool extract
G
Q A 4
(3\'\0 Y ¢
A%\’ Organic Extract Connective tissue
2 -LSC, SPE—HPLC -0X. combustion
O
K
>
&
>
%Q
N
«Q
x~
&
Baﬁ\d Residue

%?Tce neutral organic extraction quantitatively removed all of the radioactivity, bound residue

{\{determination procedures were not necessary.
2\

0.
K
&
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Analytical Methodology )
Radioactivity in the homogenised samples of eggs, liver, muscle, and skin with fat samples.and
excreta were analyzed by oxidative combustion of the sample, followed by **C activity ngasured
by LSC. Aliquots of fat from the homogenized fat tissue were heated at 60-80 °C to mgtt
followed by analysis by LSC. OQ\

>
SPE: The general clean-up procedure for the extracts was with a Strata-X SPE (Q@O mg, 8B-
S100-HDG, Phenomenex Inc., Torrance, California, USA). The samples were prepared by
concentrating in a Turbovap (40 °C water bath and 10 psi nitrogen) to removgthe majority of the
organic solvent then adding 0.1% H3PO, in water (8 mL). The SPE cartridges were conditioned
with methanol (5 mL) followed by 0.1% H3PO, in water (2 x 5 mL). The.concentrated sample
was diluted then applied to the conditioned SPE, and eluted at approx. L/min, collecting the
eluate. The SPE was dried for 10 seconds after the SPE had eluted. Fhe sample vial was rinsed
with 0.1% H3PQO, in water (5 mL), transferred to the SPE cartridge;'z;’a%d eluted at approx.
2 mL/min, pooling with the load eluate. The SPE cartridge was dtfed under full vacuum for
20 seconds. The Strata-X SPE was eluted with methanol: 0.1%2@3PO4 in water (95:5, v/v) in
two aliquots (5 mL each), pooling the elution aliquots. )

A glycerol “keeper” was added to the elution samp,lgss\ (0.1 mL 80/20 methanol/glycerol)
then the elution samples were concentrated to near dryneg@(approximately 0.1mL)ina
Turbovap (30 °C water bath and 10 psi nitrogen). The efution samples were reconstituted in
200 pL of acetonitrile, sonicated, then diluted with 7Q}§HL water, and sonicated and mixed well.
The volume of each reconstituted elution sample wa$ calculated by weight and density.
Triplicate aliquots of each load and reconstituted elution sample were analyzed by LSC. The
concentrated elution sample was also analyzed{\@y HPLC.

e
- N
Storage Stability: ~
)

Storage stability from the study report(ﬁgotondaro, S. L. and Adelfinskaya, Y. A. A Nature of
the Residue Study in the Laying Henfwith [14C]-XDE-729 Methyl Ester, Unpublished report of
Dow AgroSciences, study ID 101350, 27 October 2011) shows that eggs and edible tissues and
excreta are stored frozen for up @63 and 40 days respectively. Since this is less than 6 months
storage whilst frozen, storage stability does not need to be addressed further. However, for the
tissue extracts and excreta extracts, the report states that storage at -20°C took place over 417 and
240 days respectively. TQ@%otifier was therefore asked to address storage stability over this
storage interval. \\5‘0

The following paragr%ﬁh was submitted by the notifier in response to the above question:

O
“Samples were stg(ﬁéd at approximately -20 °C when not in use (SBL reported this as <-10 °C).
Dates of analysis?are provided in Table C.1. Initial extraction of liver and skin with fat was 22
days after sac,i:ﬁice. These analyses were used to determine metabolite levels (% TRR and mg
eq/kg). Lateg’analyses were for qualitative mass spectral metabolite identification only. Stability
of the extraets is demonstrated by comparison of the figure used for determine metabolite levels
with the\éorresponding radioactive monitoring in the mass spectral report. Re-analysis of
matricgs after storage demonstrated stability during storage under conditions used. For those
samg?és that were re-analyzed, storage stability data is also provided in Table C.1. The intervals
ofo@orage stability were calculated as follows:

. (;F?ssue: date of final extraction — date of initial extraction

N
Cg'.
S
&

> example, liver: 28 JUL 2010 — 17 JUN 2010 = 41 days
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Extract: date of final analysis (HPLC or LC/MS) — date extracted 5\\

example, day 4 excreta: 18 FEB 2011 — 23 JUN 2010 = 240 days” 5
>
This response is acceptable, storage stability has been addressed. QQ:Q
S
&
>
Metabolite Isolation S

Metabolites were isolated from the Day 4 excreta, purified by Strata-X SPE andianalyzed by
mass spectrometry. Metabolites were identified based upon relative retention$time and mass
spectral matching with the reference standard. The sulfate conjugate of X 1249757 (or isomer),
X11449757, X11393729, the sulfate conjugate of X11406790 (or isomer); X11406790, and
XDE-729 methyl were identified. There was no difference in metabol'@}s identified from the
PH- or PY-labelled groups. There was no evidence of bridge cleavg\\@.

Reference standards were not available for the sulphate conjugateé? X11449757 and the sulphate
conjugate of X11406790; however, structural assignments hav%ﬁq\een proposed through
interpretation of the fragmentation pattern in mass spectra. Héwever, a number of peaks were
noted that were prominent in the spectra, which had not beeg-identified to a structure. The
notifier submitted that following case to address this con%é?\n:
L
“Additional spectral peaks are co-extracted natural cémponents, not related to the XDE-729
Methyl test material. At the retention time of radiog&vity, relevant peaks were determined using
chlorine and/or *“C isotopic patterns and the masg defect of chlorine, to eliminate endogenous
components from metabolites of the test substaom&
Q
Sb
Eqggs, Tissue and Excreta TRR Levels  ©
As summarized in Table B.7.2.3-3 below, 94.6% and 93.9% of the dose was recovered from the
14C-PH-XDE-729 methyl and **C-PY-XDE-729 methyl dosed groups, respectively. The
majority of the dose was excreted, 9&&5% and 93.8% from the PH- and PY-labelled groups,
respectively. The remaining carcasses were not evaluated. Overall, elimination of the **C-XDE-
729 methyl was rapid. (DQ(D
&
Eggs contained less than O.QBA) of the dose. However, during the dosing period the residue
levels in eggs did not appefr to reach a definite plateau for either the PY label or the PH-label
(Figure B.7.2.3-3). Ho{»gkver, for both labels, the residue levels remained low, with a maximum
of approximately 0.003 mg/kg XDE-729 methyl equivalents. Given that the metabolism study
was conducted a’f@uroximately 625 times the maximum theoretical dietary burden to hens
(0.016 mg/kg DM:basis), it is concluded that despite not reaching a plateau, the study is fit for
purpose to supgﬁ’t the proposed GAP.
&

Q
Less than O.@/o of the dose was recovered in the edible tissues. Residue levels are summarized in
Table B.Zé?S-S. Residues in the PH-label group liver and skin with fat were 0.046 and 0.016
mg/kg XDE-729 methyl equivalents, and 0.043 and 0.009 mg/kg XDE-729 methyl equivalents in
the Pa,élabelled group, respectively. Residues in the remaining tissues collected contained less
thao@.m mg/kg XDE-729 methyl equivalents (Table B.7.2.3-3).

¥
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Table - B.7.2.3-3 &
0
Total Radioactive Residues (TRRs) in the Excreta, Eggs and Edible Tissues of Layiqg(ro
Hens Dosed with **C XDE-XDE-729 Methyl &
boQ
Matrix Collection | **C-PH-XDE-729 Methyl “C-PY-XDE-729 Methyl
Timing &
(mg/kg) (% dose) (mg/kg) .2 | (% dose)
Eggs Day 1 ND 0.0002 ND & 0.0000
Day 2 (0.001) 0.0004 (0.00%)" 0.0004
Day 3 (0.001) 0.0008 (0.081) 0.0009
Day 4 (0.002) 0.0011 (0002) 0.0012
Day 5 (0.002) 0.0011 20.003 0.0020
Day 6 0.002 0.0016 -9 0.003 0.0022
Day 7 0.003 0.0002 +2” 0.003 0.0005
Total not applicable 0.005 «{ not applicable 0.007
Excreta Day 1 8.509 123 & 9.152 12.2
Day 2 9.984 139 O 9.689 14.4
Day 3 11.901 14.6> 10.534 12.5
Day 4 11.056 144 12.180 14.3
Day 5 10.818 4.0 11.075 14.2
Day 6 11.027  [9131 11.775 13.4
Day 7 16.380 P 12.2 16.721 12.9
Total not applicablg’ | 94.5 not applicable 93.8
Cage rinse sacrifice 1.180° 0.063 0.468 0.044
Muscle-breast | sacrifice ND>~ 0.001 ND 0.001
Muscle-leg sacrifice (0.003) 0.005 (0.002) 0.006
Liver sacrifice 0.046 0.028 0.043 0.023
Fat sacrifice _&0.008 0.003 0.005 0.003
Skin with fat sacrifice [ 2 0.016 0.019 0.009 0.012
Edible tissues Total .4 not applicable 0.061 not applicable 0.052
Total A | not applicable 94.6 not applicable 93.9
N
%\gb
Qq%
&
>
&
>
%Q
N
«Q
&
S
¢
¥
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Figure B.7.2.3-3 5
P
Pharmacokinetics of **C XDE-729 Methyl in the Eggs of Laying Hens ®®
S
Egg TRRvs. Time ,@b
. &
g S
= 0.0035 @
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£ 0.0030 i A
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\¢/
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Characterisation of Residues &

Characterization of Residues in Liver: Aquuots;@? both the PH- and PY-labelled liver were
extracted as described above. The majority ofthe radioactivity was extracted with neutral
organic solvent, approximately 70% when @20 acetonitrile/water was used, and approximately
80% when 80/20 methanol/water was used{Table B.7.2.3-4). An average of 0.007-0.008 mg/kg
XDE-729 methyl equivalents was unexlﬁctable. The extracts were prepared for HPLC via the
Strata-X SPE clean-up method. The notifier states that recoveries from the methanol/water
extract were good, 83-93% in the elugnt of the Strata-X SPE, however SPE recovery values were
not included in the calculated amagints of individual metabolites. This is acceptable given that
the recoveries were within an aaé%ptable range. HPLC analysis showed that the liver contained
primarily free X11449757 and[;%e sulfate conjugate of X11406790, plus lower levels of
X 11406790 and X11393729%as shown in Table B.7.2.3-5. There was no qualitative difference in
metabolites between the to radiolabels. Overall, an average of 60% and 41% of the PH- and
PY-labelled liver was idéﬁtified by one chromatographic system only, while an average of 0.011
(23.2%, *C-PH) and 81016 (36.0% “C-PY) mg/kg XDE-729 methyl equivalents was
characterized (extracted but did not chromatograph with identified metabolites). Given the level
of characterised rg?él‘ue (0.011-0.016 mg/kg) and the fact that it was multi-component it is
unlikely that any ‘Single component would exceed the trigger value 0.01 mg/kg, therefore further
consideratior;gs unnecessary.
Q
Character‘i‘@tion of Residues in Skin with Subcutaneous Fat: As summarized in Table B.7.2.3-
4., Aliq@ts of the PH-labelled skin with fat were extracted as described above. Approximately
38% gi“the radioactivity was extracted with hexane, but was not analyzed further because the
hexdne extract contained an average of only 0.006 mg/kg XDE-729 methyl equivalents. The
refaainder of the radioactivity was extracted with neutral organic solvent, approximately 63% of
.ﬁe TRR (Table B.7.2.3-4.). An average of 0.001 mg/kg (4.4% TRR) XDE-729 methyl
,Qﬂ\\equivalents was unextractable. The extracts were prepared for HPLC via the Strata-X SPE clean-
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up method. Recoveries were good, 89-107% in the eluent of the Strata-X SPE, however SPEj
recovery values were not included in the calculated amounts of individual metabolites. Thiss
acceptable given that the recoveries were within an acceptable range. HPLC analysis shqwed
that the PH-labelled skin with fat contained primarily free X11393729 plus lower Ievelg@)f the
sulfate conjugate of X11406790, X11406790, and X11449757, as shown in Table B.L‘Z.3-5.
Overall, an average of 46% was identified by one chromatographic system, while agoo\verage of
0.009 mg/kg (54.2% TRR) XDE-729 methyl equivalents was characterized (extrq&’ed but did not
chromatograph with identified metabolites); the characterized radioactivity wasdfulti-
component, a portion of which was hexane extractable. Given that the amom@of residue that
could not be identified was <0.01 mg/kg, no further consideration is necesi\gry.

X
Characterization of Residues in Excreta: Aliquots of both the PH- and N -labelled days 1, 4, and
7 excreta were extracted as described above. The majority of the radigactivity was extracted with
neutral organic solvent, as shown in Table B.7.2.3-4. No more thap’oéf% of the TRR was
unextractable. The extracts were prepared for HPLC via the Strata>X SPE clean-up method.
Recoveries were good, 93-110% in the eluent of the Strata-X SEE@; however SPE recovery values
were not included in the calculated amounts of individual metgbolites. This is acceptable given
that the recoveries were within an acceptable range. HPL(;éa%alysis showed that the excreta
contained primarily free X11393729 plus lower levels ofa‘@ll449757, X11406790, XDE-729
methyl, the sulfate conjugate of X11406790, and the sulfate conjugate as X111449757, as shown
in Table B.7.2.3-5. There was no qualitative differergg in metabolites between the two

radiolabels. KQ,’Z>
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$
Table - B.7.2.3-4 )
X2
N
Distribution of the Parent and the Metabolites in the Eggs, Edible Tissues and Excr@g
from Laying Hens Dosed with **C XDE-729 Methyl. &
Hexane Organic Post-Extracted bOQ
extraction Extraction® Tissue Recovary

Fraction %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg %'{é\R

PH-label @

Skin with Fat 38.1 | 0.006 62.6 | 0.010 4.4 ] 0.001 | 7105

Sy
W
Liver (A&B) - - 724 | 0.034] 16.8]0.008>] 89.2
Liver (C&D) - - 82.9 | 0.038 14.1 | 0.097 97.1
N
>

D1 Excreta - - 90.8 | 7.723 2.0 .5}).169 92.7

D4 Excreta -- -- 94.3 | 10.429 2.201 0.246 96.6

D7 Excreta - - 88.4 | 14.487 1.7 ] 0271 90.1

N

PY-label S°

Liver (A&B) - - 70.9 | 0.031]Y 17.3 | 0.007 88.1

Liver (C&D) -- -- 76.4| 0.038] 16.4 | 0.007 91.0

&

D1 Excreta -- -- 96.4 | 87822 2.4 | 0.219 98.8

D4 Excreta - - 95.1 | 41.588 3.4 | 0.413 98.5

D7 Excreta - - 94.3% 15.744 2.1 | 0.359 96.5
% Neutral extraction solvent was 80/20 acetonitrile/water for liver replicates A & B, 80/20 methanol/water for liver

replicates C & D and excreta. 2)
-- Not performed. Qb
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Table - B.7.2.3-5

Summary of Characterization and Identification of Radioactive Residues in the Eggstand
Edible Tissues from Hens Dosed with 1*C XDE-729 Methyl at a Target Level Equ@@lent to

10 ppm in the Diet. ES
Q>
“C-PH “C-PH “C-PH “c-PH F  MC-PH
Skin with Fat Liver D1 Excreta D4 Excreta <7 D7 Excreta
TRR 0.016 mg/kg | TRR 0.046 mg/kg TRR 8.509 TRR 11.0@0’ TRR 16.380
mg/kg mg/kg® mg/kg
% TRR | mg/kg® | % TRR | mg/kg® | % TRR | mg/kg® | % TRR qgg/kga % TRR | mg/kg®
Total hexane 38.1 | 0.006 - -- - - - §” - - -
extractable N
Total organic 62.6 | 0.010 829 | 0.038 90.8 | 7.723 3| 10.429 88.4 | 14.487
extractable” S
Parent XDE-729 0.5 | <0.001 -- -- 1.7 0.6535;5‘/ 75| 0.828 7.3 | 1.203
ME S
Polar 0.4 | <0.001 2.2 | 0.001 - & - - - -
radioactivity NS
Sulfate 0.4 | <0.001 0.9 | <0.001 11 (\\,‘6.090 2.0 0.224 0.8 0.133
conjugate of 0\7
X11449757 9
X11449757 2.9 | <0.001 32.3 | 0.015 ;fG.S 1.403 21.6 | 2.393 17.8 | 2.923
X11393729 26.0 | 0.004 6.3 | 0.003 [ 2500|4254 | 46.3 | 5.114 54.7 | 8.953
Sulfate 12.3 | 0.002 145 0007 51 |[0432| 47 0.520 2.0 0.335
conjugate of ~QQ’
X11406790 o
X11406790 4.3 | 0.001 5.7 @;003 8.3 | 0.702 9.2 | 1018 53| 0.860
Total Identified 46.4 | 0.008 59.8 (@.028 88.5 | 7.534 91.3 | 10.098 88.0 | 14.407
Total 54.2 | 0.009 23.25;\\ 0.011 2.2 | 0.189 3.0 | 0331 0.5 | 0.081
characterized® QO
Total 4.4 | 0.001 14:1 0.007 2.0 | 0.169 2.2 | 0.246 1.7 | 0.271
unextractable L
Accountability® 105 0.017 \k—{097-1 0.045 92.7 | 7.892 96.6 | 10.675 90.1 | 14.758
be
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S
&
“c-py “c-py “c-py “c-Py
Liver D1 Excreta D4 Excreta D7 Exgreta
TRR 0.043 mg/kg| TRR 9.152 mg/kg TRR 12.180 mg/kg TRR 16 7‘91 mg/kg
% TRR | mg/kg® | % TRR | mg/kg® % TRR mg/kg® | % TRRY  mg/kg®
Total extractable® 76.4 0.033 96.4 8.822 95.1 11.588 943 15.744
Parent XDE-729 ME - - 6.7 0.613 5.2 0.631 5.1 0.850
Polar radioactivity 1.4 | 0.001 -- -- -- -- - --
Sulfate conjugate of 1.7 | 0.001 3.2 0.290 3.2 0.392 C‘é" 2.1 0.352
X11449757 Q2
X11449757 20.9 | 0.009 22.7 2.076 20.2 2.463 23.6 3.953
X11393729 5.5 | 0.002 46.3 4.238 47.8 5817 52.0 8.698
Sulfate conjugate of 8.3 | 0.004 4.9 0.450 7.9 \@968 3.6 0.597
X11406790 N
X11406790 4.1 | 0.002 7.6 0.700 7.8 (& 0.952 6.2 1.029
Total Identified 40.5 | 0.017 91.4 8.367 9215 11.222 92.6 15.498
Total characterized* 36.0 | 0.016 5.0 0.455 3 0.366 1.8 0.296
Total unextractable 16.4 | 0.007 2.4 0.219 o4 0.413 2.1 0.359
Accountability® 92,9 | 0.040 98.8 9.041 <985 12.001 96.5 16.134
S
&
-- Not observed .\o)o

a

identified conjugate.

¢ Accountability =

mg/kg XDE-729 methyl equivalents L
> Organic solvent was acetonitrile/water (80/20) for skin with fat, and methanol/water (80/20) for liver and excreta.
¢ Extractable radioactivity that was multi-component and di

otal extractable + Total unextractabl
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=, where TRR is shown in Table B.7.2.3-3.
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Metabolic Pathway

0
A metabolic pathway is proposed in Figure B.7.2.3-3. and metabolites are identified i(b‘l?able -
B.7.2.3-5. The sulfate conjugate of X11449757 (or isomer), X11449757, X11393729,@e sulfate
conjugate of X11406790 (or isomer), and X11406790 were all detected in edible tis@res. XDE-
729 methyl was not detected in any edible tissue at levels >0.001 mg/kg. In the e@‘Ble matrices,
non-conjugated X11449757 was observed at the highest level, except in skin vgﬁh fat in which
X11393729 was observed to be highest. When normalized to a 1X rate,of)ﬁ%ither parent or

metabolites would be predicted at levels greater than 0.001 mg/kg. @

N

o
The sulfate conjugate of X11449757 (or isomer), X11449757, X1139372c29? the sulfate conjugate
of X11406790 (or isomer), X11406790, and XDE-729 methyl were id@lfied in day 4 excreta.
Q
Metabolism in hens proceeds through demethylation to either the C%I%oxylic acid (X11393729)
or phenol (X11406790), or both (X11449757). Metabolites may @en conjugate with sulfate.
The metabolic pathway of XDE-729 methyl is similar in goats,dyens, and rats, although
additional conjugates were observed in the goat NOR study (the N- or O-glucuronic acid
conjugate of X11406790 (or isomer) and the N-glucuronic.aeid conjugate of XDE-729 methyl

(or isomer)) N
9
b\(\
Figure B.7.2.3-3. Proposed Metabolic Profile ofgﬂ)E-?ZQ Methyl in Laying Hens
NH,

N
X 11406790 X 11449757
e | l
N

gﬁfate conjugate sulfate conjugate
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Identification of Residue Components from the **C XDE-729 Methyl Laying Hen Metabolism Study 3

Common name/code

Chemical name

Q

Chemical structure

sulfate conjugate of
X11449757

4-amino-3-chloro-6-(4-
chloro-2-fluoro-3-sulfooxy-
phenyl)pyridine-2-carboxylic
acid

<
S

N

X11449757

4-amino-3-chloro-6-(4-
chloro-2-fluoro-3-
hydroxyphenyl)-pyridine-2-
carboxylic acid

X11393729

4-amino-3-chloro-6-(4-

phenyl)-pyridine-2-carbox3gl8:
acid I3
&

*QQ)

chloro-2-fluoro-3-methoxy- .4

sulfate conjugate of
X11406790

e
methyl 4-amino-3-chioro-6-
(4-ch|oro-2-f|uorQ$-
suIfooxy-pheny&@yridine-z-
carboxylate »

&

Q
(Dq
\k.

X11406790

9
3

@)
methyt4-amino-3-chloro-6-
(4-chioro-2-fluoro-3-
h@oxyphenyl)pyridine-z-
garboxylate

o

XDE-729 methyl;>’

methyl 4-amino-3-chloro-6-
(4-chloro-2-fluoro-3-
methoxyphenyl)pyridine-2-
carboxylate
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Conclusions -9

When dosed at approximately 625 times the maximum theoretical dietary burden to I@?s
(0.016 mg/kg DM basis) XDE-729 methyl was rapidly eliminated in the excreta (945 and
93.8% of the dose, from the PH- and PY-labelled groups, respectively). Less than0.1% of
the dose was recovered in the combined edible matrices. Muscle and most fats §8ntained less
than 0.01 mg/kg XDE-729 methyl equivalents. Q\@

Q

S
Residues in liver were readily extractable. The sulfate conjugate of Xll\ﬁ?i’9757 (or isomer),
X11449757, X11393729, the sulfate conjugate of X11406790 (or isomét), and X11406790
were all detected. No XDE-729 methyl was detected. Less than 0.0?mg/kg XDE-729
methyl equivalents was either unextractable or characterized as b(z\i@; multi-component.

P

>
Metabolism proceeds through demethylation to either the carl\aﬁxylic acid (X11393729) or
phenol (X11406790), or both (X11449757). Parent XDE-729 methyl or metabolites may
then conjugate with sulfate. The metabolic pathway of XISE-729 methyl is similar in goats,
hens, and rats. ;\\OQ
G

S

In the edible matrices that were analyzed, metaboljg@ X11449757 was typically observed at
the highest level. When normalized to reflect th@ietary burden, parent or metabolites would
be predicted at levels much less than the analyti¢al method proposed limit of quantification,
typically 0.01 mg/kg. &

O
N
Neither parent nor metabolites (free pjgf conjugated) would be predicted at levels greater
than the analytical method proposedgﬁnit of quantification, typically 0.01 mg/kg. DAS
proposes that XDE-729 methyl andiXDE-729 acid be included in the residue definitions for
Risk Assessment and Enforcemefjt/Monitoring purposes. As discussed above for the plant
residue definition (Section B.@;‘i’), the applicant has addressed the relative toxicity of
X11406790 and X11449757¢jlh comparison with XDE-729 methyl and XDE-729 acid
(X11393729), in order to %@pport the residue definition of XDE-729 methyl and XDE-729
acid for Risk Assessmentand Enforcement/Monitoring purposes. Furthermore, the inclusion
of the conjugates has Q@%n considered in terms of the behavior of conjugated residues in
mammalian system@ﬁhd their impact on human health assessments. The conclusions drawn
for the B-D-glucosi@e conjugates of phenols above (see further discussion of residue
definition undercSection B.7.1.1 Metabolism of Wheat) are also applicable to sulphate
conjugates and‘glucuronide conjugates. To conclude, the opinion of the RMS is that the
notifier has provided sufficient evidence to support non-inclusion of the metabolites
X114067Q(53and X11449757 and their conjugates in the residue definition. The proposed
residue definition XDE-729 methyl and XDE-729 acid is acceptable.

2
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B.7.2.4 Summary/assessment

Metabolism of XDE-729 has been studied in both lactating goats and laying hens. Tg@(bresults
show no difference in behaviour of XDE-729 residue when using the two radiolapelled test
items: “C-PH-label-XDE-729 methyl and *C-PY-label-XDE-729 methyl in theStissues and
edible products of lactating goats and laying hens. @b

$§
Metabolism in lactating goats and laying hens is essentially the same. Simil%ernetabolism IS seen
in the lactating goat and the rat (see Section B.6, Toxicology and Metakolism) and therefore

additional studies in pigs are not required. c;f

&
In the supervised residues trials (see Section B.7.6) it has been dem\p%strated that residues >0.01
mg/kg are not expected in cereal grains that form part of the livestock diet, although residues in
straw from trials carried out in Southern Europe were signifi’@?nt. Evaluation of the first and
second season’s data (see below) showed that animal intast‘;b are not significant - the highest

dietary burden was 0.041 mg/kg DM basis for beef cattle. S

N}

O\(b

The lactating goat metabolism studies were conducted at a rate equivalent to 476 times the
maximum theoretical dietary burden to dairy cattle.In edible matrices, metabolite X11449757
was observed at the highest level, 0.048 mg/kg @E-?ZQ methyl equivalents, in PH-labelled
liver. When normalised to reflect the dietary bggden (estimated as 0.021 mg/kg dry feed weight
for dairy cattle), neither parent nor metabolites would be predicted at levels greater than the

analytical method proposed LOQ (0.01 mg/lgg’)\.

The hen metabolism studies were cond%féd at a rate equivalent to 625 times the maximum
theoretical dietary burden to hens. In tge edible matrices analysed, metabolite X11449757 was
typically observed at the highest levelg-When normalised to reflect the dietary burden (estimated
as 0.016 mg/kg dry feed weight), parent or metabolites would be predicted at levels much less
than the analytical method proposg&’ 0Q, (0.01 mg/kg).
o
@Q

eoﬁ(bsidue (IMA 6.7, 111A 8.6)

N

The notifier proposed tQa?XDE-?ZQ methyl and XDE-729 acid be included in the residue
definitions for Risk ssment and Enforcement/Monitoring purposes. As discussed above for
the plant residue definition (Section B.7.1), the applicant has addressed the relative toxicity of
X11406790 and 449757 in comparison with XDE-729 methyl and XDE-729 acid
(X11393729), in‘@rder to support the residue definition of XDE-729 methyl and XDE-729 acid
for Risk Assessment and Enforcement/Monitoring purposes. Furthermore, the inclusion of the
conjugates r& been considered in terms of the behavior of conjugated residues in mammalian
systems a{qﬁ their impact on human health assessments. The conclusions drawn for the S-D-
glucosidﬁconjugates of phenols above (see further discussion of residue definition under Section
B.7.1.&Metabolism of Wheat) are also applicable to sulphate conjugates and glucuronide
cg%ﬂgates. To conclude, the opinion of the RMS is that the notifier has provided sufficient

evidence to support non-inclusion of the metabolites X11406790 and X11449757 and their

B.7.3 Definition of th

.@njugates in the residue definition. The proposed residue definition XDE-729 methyl and

LSXDE-729 acid is acceptable.

K
S
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B.7.3.1  Definition of the residue in rotational crops 5\\

X2

N
Confined rotational crop metabolism study demonstrated that it is unlikely that crops rota@ot’i into
wheat fields treated with XDE-729 at 10 g a.s./ha would result in detectible levels of =729

methyl or metabolites in any Raw Agricultural Commodity. Because of the low resic@e levels in
all crops at all plant-back intervals, a metabolic pathway has not been proposed, an@f& succeeding
crop study and tolerance/MRL are not necessary for succeeding crops. @

B.7.3.2 Definition of the residue in animals 6;0
g

X

The notifier proposed that XDE-729 methyl and XDE-729 acid be inclgéoéd in the residue
definitions for Risk Assessment and Enforcement/Monitoring purposes. As discussed above for
the animal residue definition, the applicant has addressed the relati)geptoxicity of X11406790 and
X11449757 in comparison with XDE-729 methyl and XDE-729.@$id (X11393729), in order to
support the residue definition of XDE-729 methyl and XDE-728acid for Risk Assessment and
Enforcement/Monitoring purposes. Furthermore, the inclusioﬁ'of the conjugates has been
considered in terms of the behavior of conjugated residues in"mammalian systems and their
impact on human health assessments. The conclusions dg@/vn for the p-D-glucoside conjugates
of phenols above (see further discussion of residue defidition under Section B.7.1.1 Metabolism
of Wheat) are also applicable to sulphate conjugates gn%i glucuronide conjugates. To conclude,
the opinion of the RMS is that the notifier has pedvided sufficient evidence to support non-
inclusion of the metabolites X11406790 and X¥1449757 and their conjugates in the residue
definition. The proposed residue definition ggEJZQ methyl and XDE-729 acid is
acceptable. S

S

o

S
O

&

&
R
XDE-729 is a new active substange to the EU and as such there are no registered uses at present

ithi Q
within the EU. 2

NG
S
B.7.5 Identificatiorg@f critical GAPs
AN
o
The proposed GAP, and representative use, for the use of XDE-729 in the Northern, Central and

Southern EU zoneg js as a post emergence herbicide for broad-leaved weed control in cereals.
Intended GAPSS\\I)ﬁTe identified as shown in Table B.7.5.

e}

B.7.4 Use pattern
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Table B.7.5. Summary of intended uses g)
<
bO
Crop and/or Member | Product Pests or S PHI
situation State or Name Group of Formulation Application @53 Application rate per treatment | days Remarks
@ Country pests 6‘0 (k) ()
controlled (c) N
Type | Conc. of a.s. Method Growtt’stage | Num | kg as/hl Water kg
(d-f) (i) Kind S)) ber | min max (I/ha) as./ha
g/L (f-h) & min max
N2 .
S min
K max
Northern Zone gzy\‘o
Winter cereals | Northern [GF-2573 Broadleaf EC | XDE-729 Over\@ﬁ, BBCH 09to | 2 0.00196- 0.00782 "The applications are
(soft wheat, Zone weeds methyl 7.817 quabdcast 29 (Sep 1st- 0.00782 100-400 (¢5110wed made in autumn only,
bgrlley, rye, fgiizlr spray Dec 31st) followed by by or in spring only or in
triticale) s and both autumn and
< 0.00156 — 0.00625 spring. Autumn
9 BBCH 1310 0.00625 applications are from
o2 45 (March 17- BBCH 09 to 29, from
& Jun 20th) Sept 1st to Dec 31st.
(DOQ;’ Spring applications are
& from BBCH 13 to 45,
S from March 1st to
F June 20th.
Spring cereals | Northern [GF-2573 Broadleaf ECQ'}\C XDE-729 Overall, BBCH13 to | 1 0.00156 — 0.00625 The application is
(wheat, barley) Zone weeds @" methyl 7.817| Broadcast | 4° (March 1 0.00625 100-400 made in spring only,
2 foliar spray | ~ Jun 20th) from BBCH 13 to 45,
w
S from March 1st to
6\9 June 20th
S
@Q(v
&
&
S
O
¥
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9D
Q@
@
Crop and/or Member | Product |For G| Pestsor 60“ PHI
situation State or Name (b) Group of Formulation Application N Application rate per treatment | days Remarks
(@) Country pests N (k) 0]
controlled (c) <
Type | Conc. of a.s. Method Growth stage | Num | kg as/hl Water kg
(d-f) 0] Kind %‘{? ber min max (I/ha) as./ha
g/L (f-h) N min max
& min
&
9 max
=3
Central Zone <
Winter cereals [Central Zone|GF-2573| F Broadleaf EC | XDE-729 Overall,\z*i,\‘O BBCH 09to | 2 0.00196- 0.00782 The applications are
(soft wheat, weeds methyl 7.817 Broadc\'a%s)t 29 (Sep 1st- 0.00782 100-400 |¢o110we made in autumn only,
durum wheat, foliargbray Dec 31st) followed by d by or in spring only or in
barley, spelt, & and both autumn and
rye, triticale) §’ 0.00156 — 0.00625 spring. Autumn
&E BBCH 13 to 0.00625 applications are from
S 45 (Jan 1st - BBCH 09 to 29, from
S Jun 30th) :
S Sept 1st to Dec 31st.
(b@ Spring applications are
& from BBCH 13 to 45,
& from January 1st to
mQQ’ June 30th
Spring cereals |Central Zone|GF-2573| F Broadleaf | EC | XDE-729 Overall, |BBCH 13to 0.00156 — 0.00625 The application is
(wheat, barley, weeds Jmethyl 7.817 | Broadcast | 45 (Feb Lst- 0.00625 | 100-400 made in spring only,
durum wheat, F foliar spray | un 30th) from BBCH 13 to 45,
rye) & from February 1st to
QS) June 30th
O
kfb
;\\O
@Q(v
&
S
()
&
&
S
@
N
Q.
S
Q_
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&
Crop and/or Member | Product |For G| Pestsor < PHI
situation State or Name (b) Group of Formulation Application & | Application rate per treatment | days Remarks
(@) Country pests & (k) )
controlled (c) >
Type | Conc. of a.s. Method Growth staggo’ Num | kg as/hl Water kg
(d-f) Kind () & ber min max (I/ha) as./ha
g/L (f-h) = min max
@° min
-\\OQ max
Southern Zone é\?
Winter cereals | Southern |GF-2573| F Broadleaf EC | XDE-729 Overall, Q‘ 'BBCH 09to | 2 0.00196- 0.00782 The applications are
(soft wheat, Zone weeds methyl 7.817 Broadca@?o 29 (Sep 1st- 0.00782 100-400 |¢o110we made in autumn only,
durum wheat, foliar spray Dec 31st) followed by d by or in spring only or in
barley, spelt, xS and both autumn and
rye, triticale) ng? 0.00156 — 0.00625 spring. Autumn
Qrzf BBCH 13 to 0.00625 applications are from
s 45 (Jan 1st - BBCH 09 to 29, from
S ng Sept 1st to Dec 31st.
é\0° 31%) Spring applications are
Q from BBCH 13 to 45,
o0 from January 1st to
& May 31%
Spring cereals | Southern |GF-2573| F Broadleaf EC Xlﬁ)—729 Overall, BBCH 13to | 1 0.00156 — 0.00625 "The application is
(wheat, barley, Zone weeds (gkg’thyl 7.817 | Broadcast | 4° (Feb 1st- 0.00625 | 100-400 made in spring only,
durum wheat, K foliar spray May 31%) from BBCH 13 to 45,
rye) $§ from February 1st to
K May 31%
é&
(a) For crops, the EU and Codex classifications (both) should be used; where, 7 (h) Kind, e.g. overall, broadcast, aerial spraying, row, individual plant, between the plant - type of
relevant, the use situation should be described (e.g. fumigation of a structure) equipment used must be indicated

(b) Outdoor or field use (F), glasshouse application (G) or indoor applicagbn n
(c) e.g. biting and suckling insects, soil born insects, foliar fungi, weed
(d) e.g. wettable powder (WP), emulsifiable concentrate (EC), granl,!\@L GR)

(e) GCPF Codes - GIFAP Technical Monograph No 2, 1989

(f) All abbreviations used must be explained
(9) Method, e.g. high volume spraying, low volume spraying, spreading, dusting, drench
o

Cé.
S
&

§?‘

N
&

(i) g/kgorg/l

(i) Growth stage at last treatment (BBCH Monograph, Growth Stages of Plants, 1997, Blackwell,
ISBN 3-8263-3152-4), including where relevant, information on season at time of application
Indicate the minimum and maximum number of application possible under practical conditions of use

(k)

(I) PHI - minimum pre-harvest interval

(m)

Remarks may include: Extent of use/economic importance/restrictions
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{\\%
B.7.6 Residues arising from supervised trials (11A 6.3; 111A 8.2) 5\\
X2
N
A summary of trials conforming to critical GAP are given in Table B.7.6-1. 2
which do not reflect the current critical GAP (+ 25%) for Northern, Central
Southern Member States (as appropriate) have not been included in the sun&‘ﬁ‘uary of
residues data. Where data form part of a decline trial, all data have been @%mitted but
the sample which reflects critical GAP is marked by underlining. Q\@
>
§
Results from trials conforming to GAP, reported in sufficient detaj!)@%d acceptable
analytical information are indicted by underlining. Other trials hayve been included
where the reports lack sufficient detail. Although these reports€annot be directly used
for recommending MRLs, they may be useful as supplementgiby information. Basic
criteria for acceptability are given below: $
i§
: . G
Trials details S
crop variety D
location, position and year of trial Q'
formulation used \\OQ
application rate N
maximum number of treatments Q\"J
growth stage of crop at treatment >
pre-harvest interval \Q,’Z’
residue level (control and treated) &
X
o
Analytical aspects S
method specified and submitted 03
storage of samples prior to analysis
limit of determination
acceptable recovery (70-13@%)
&
O
Qfo
o
Qb
;\\9
G
>
AN
O@
&
>
&
>
%Q
N
«Q
x~
&
S
S
o)b
&
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Q?@
. . . . .- 0
A summary of supervised residue trials data generated according to critical GAP &2
<
o
Table B.7.6-1 Summary of residues of XDE-729 Methyl and XDE-729 Acid in winter wheat(\(?\lorthern Zone)
v
S
GLP and Trial[ Crop |Country Application Details 6‘00 Residues found 2
Details <
Trial ID Crop |[Country|Form |No.of| Appl | Spray | Appl | Appl Date GS a\@” PHI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last_\@ppl (days)| Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 \@‘ (mg/Kg) | (mg/Kg) XDE-729 acid
GLP(Y/N) S
Trial Year s
S
CEMS-4552A |Winter Germany |GF- 2 7.7 410 -- 07-Dec-2®9 BBCH 32 | 97 Grain <0.01 <0.01 110, 97
CEMS-4552  |Wheat / NZ 2573 6.3 419 -- 05-Ma¥§?010 97 Straw <0.01 <0.01 101,94
DAS Ref. ID  |Mulan Outdoor K
090118 (field) 2 7.5 400 -- |07-Dec-2009 |BBCH39 | 0* |Whole plant| 1.00 0.021 99, 95
Y 6.1 410 | - |28:May-2010 0- |Whole plant| <0.01 <0.01 99, 95
2009-2010 > 0+ [Whole plant| 0.126 <0.01 99, 95
e 7  |Whole plant| (0.003) <0.01 99, 95
S’ 14 |Whole plant| <0.01 <0.01 99, 95
@’Z?Q 28 |[Whole plant| <0.01 <0.01 99, 95
\‘(_Do; 56 |[Whole plant| <0.01 <0.01 99, 95
& 74 Grain <0.01 <0.01 110, 97
;D@Q 74 Straw <0.01 <0.01 101,94
S
2 7.6 (5\@06 -- |07-Dec-2009 |BBCH 45| 0* |Whole plant| 0.937 0.018 99, 95
6.0 & 402 -- |04-Jun-2010 0- |Whole plant| <0.01 <0.01 99, 95
& 0+ [Whole plant| 0.110 <0.01 99, 95
& 7 |Whole plant| <0.01 <0.01 99, 95
X 14 |Whole plant| <0.01 <0.01 99, 95
& 28 |Whole plant| <0.01 <0.01 99, 95
<& 56 |Whole plant| <0.01 <0.01 99, 95
& 67 Grain <0.01 <0.01 110, 97
éi\o 67 Straw <0.01 <0.01 101,94
()
&
PJ’ 1 6.1 404 -- |04-Jun-2010 |BBCH 45| 0+ |Whole plant| 0.123 <0.01 99, 95
N
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GLP and_ Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 7 |Whole plant] <0.01 <0.01 99, 95
.@\@ 14 |Whole plant| <0.01 <0.01 99, 95
| S 28 |Whole plant| <0.01 <0.01 99, 95
5 56 |Whole plant| <0.01 <0.01 99, 95
& 67 Grain <0.01 <0.01 110, 97
S 67 | Staw | <0.01 <0.01 101, 94
&
CEMS-4552B |Winter Hungary |GF- 2 7.4 296 -- 10-D<Q‘§-’2009 BBCH32 | 86 Grain <0.01 <0.01 110, 97
CEMS-4552  |Wheat/ |NZ 2573 6.2 312 -~ |19-Apr-2010 86 Straw <0.01 <0.01 101, 94
DAS Ref. ID  [Buzogany |Outdoor ey
090118 (field) 2 7.6 303 -~ 1%0-Dec-2009 [BBCH39 | 0* |Whole plant| 0.189 (0.005) 99, 95
Y 6.1 303 --é\o 30-Apr-2010 0- |Whole plant| <0.01 <0.01 99, 95
2009-2010 & 0+ [Whole plant| 0.188 <0.01 99, 95
o0 7 |Whole plant| (0.004) <0.01 99, 95
\.f_vo’ 14 |Whole plant| <0.01 <0.01 99, 95
& 28 |Wholeplant| <0.01 | <0.01 99, 95
2 56 |Whole plant| <0.01 <0.01 99, 95
~ 75 Grain <0.01 <0.01 110, 97
§§\° 75 Straw <0.01 <0.01 101, 94
g
2 7.70@ 308 -~ |10-Dec-2009 [BBCH 45 | 0* |Whole plant| 0.170 (0.004) 99, 95
6(3/ 298 -~ |07-May-2010 0- |Whole plant| <0.01 <0.01 99, 95
6\(0 0+ [Whole plant| 0.148 <0.01 99, 95
& 7 |Whole plant| (0.005) <0.01 99, 95
a2 14 |Whole plant| <0.01 <0.01 99, 95
\o*@ 28 |Whole plant| <0.01 <0.01 99, 95
& 56 |Whole plant| <0.01 <0.01 99, 95
5 68 Grain <0.01 <0.01 110, 97
K 68 Straw <0.01 <0.01 101, 94
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
>
.o\é\
N
1 6.0 301 - |07-May-2010 B@@H 45| 0+ [Whole plant| 0.144 <0.01 99, 95
Q_Q,S 7 |Whole plant| (0.004) <0.01 99, 95
N 14 |Whole plant| <0.01 <0.01 99, 95
& 28 |Whole plant| <0.01 <0.01 99, 95
S 56 |Whole plant| <0.01 <0.01 99, 95
6\0 68 Grain <0.01 <0.01 110, 97
@(b 68 Straw <0.01 <0.01 101, 94
(%]
Q
CEMS-4552E |Winter Germany |GF- 2 8.1 323 -- Og>\Dec-2009 BBCH 32 | 109 Grain <0.01 <0.01 110, 97
CEMS-4552  (Wheat/ |NZ 2573 6.6 330 -~ 120-Apr-2010 109 Straw <0.01 <0.01 101,94
DAS Ref. ID  [Tarus Outdoor é\o
090118 (field) 2 7.8 313 % |09-Dec-2009 [BBCH39 | 74 Grain <0.01 <0.01 110, 97
Y 6.5 327 | ,% |25-May-2010 74 Straw <0.01 <0.01 101,94
2009-2010 N
2 7.7 307Qf§’ -- |09-Dec-2009 [BBCH58 | 61 Grain <0.01 <0.01 110, 97
6.6 36%8’ -~ |07-Jun-2010 61 Straw <0.01 <0.01 101,94
<
1 55 (§°273 -- |07-Jun-2010 |[BBCH58 | 61 Grain <0.01 <0.01 110, 97
& 61 | Straw | <001 | <0.01 101, 94
o
O
CEMS-4552F |Winter France |GF- 2 7§’ 317 -- |31-Dec-2009 |[BBCH 32| 83 Grain <0.01 <0.01 110, 97
CEMS-4552  (Wheat/ |NZ 2573 5@?4 320 - [23-Apr-2010 83 Straw <0.01 <0.01 101, 94
DAS Ref. ID  |Mercato  |Outdoor &
090118 (field) 2 48 77 310 -- |31-Dec-2009 |BBCH 39 | 62 Grain <0.01 <0.01 110, 97
Y \6@ 5.9 293 -~ |14-May-2010 62 Straw <0.01 <0.01 101,94
2009-2010 S
&2 7.6 303 -- |31-Dec-2009 |BBCH 47 | 55 Grain <0.01 <0.01 110, 97
- 5.7 287 -- [21-May-2010 55 Straw <0.01 <0.01 101, 94
N
®.
S
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PH,I@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
>
.o\@
N
1 5.7 287 - |21-May-2010 B.BffH 47| 55 Grain <0.01 <0.01 110, 97
e 55 | Swraw | <0.01 <0.01 101, 94
O
CEMS-4889A |Winter Germany |GF- 2 8.8 118 - 25-Nov-20\2‘5§’ BBCH32| 91 Grain <0.01 <0.01 101, 99
CEMS-4889 |Wheat/ |NZ 2573 5.7 95 - |26-Apr-2¢11 91 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Potenzial |Outdoor N
102082 (field) 2 6.9 92 -~ [25-Ng¥-2010 |BBCH 39 | 0* |Whole Plant| 0.946 (0.006) 100, 97
Y 5.1 85 - |18-May-2011 0- [Whole Plant| <0.01 <0.01 100, 97
2010-2011 ey 0+ [Whole Plant| 0.245 <0.01 100, 97
o 7 [Whole Plant| (0.003) <0.01 100, 97
BN 13 |Whole Plant| <0.01 <0.01 100, 97
Q 27 |Whole Plant| <0.01 <0.01 100, 97
ch,(v 58 |Whole Plant| <0.01 <0.01 100, 97
+ 69 Grain <0.01 <0.01 101, 99
e 69 Straw <0.01 <0.01 103, 98
o
2 6.9 O§3 -~ |25-Nov-2010 [BBCH 45 | 0* |Whole Plant| 0.971 (0.005) 100, 97
5.9 55\\ 98 - |23-May-2011 0- [Whole Plant| <0.01 <0.01 100, 97
a 0+ |Whole Plant| 0.149 <0.01 100, 97
2 8 [Whole Plant| (0.004) <0.01 100, 97
NG 14 |Whole Plant| <0.01 <0.01 100, 97
& 28 |Whole Plant| <0.01 <0.01 100, 97
& 53 |Whole Plant| <0.01 <0.01 100, 97
42 64 Grain <0.01 <0.01 101, 99
S 64 | swraw | <0.01 <0.01 103, 98
CEMS-4889B |Winter Hungary |GF- 2 7.8 417 -- |08-Dec-2010 [BBCH 32 | 98 Grain <0.01 <0.01 101, 99
CEMS-4889 |Wheat/ |NZ 2573 [& 7.9 423 - |18-Apr-2011 98 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Magdalena [Outdoor -
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PH,I@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
102082 (field) 2 7.7 409 - |08-Dec-2010 [BBGH 39 [ 0* [Whole Plant| 0.300 (0.008) 100, 97
Y 5.7 381 -~ |06-May-2011 .o}@ 0- [Whole Plant| <0.01 <0.01 100, 97
2010-2011 Z_Q?\J 0+ [Whole Plant| 0.214 <0.01 100, 97
N 7  |Whole Plant| (0.003) <0.01 100, 97
& 14 |Whole Plant| <0.01 <0.01 100, 97
X 28 |Whole Plant] <0.01 <0.01 100, 97
b-\ﬁ\ 56 |Whole Plant] <0.01 <0.01 100, 97
& 80 Grain <0.01 <0.01 101, 99
¢ 80 Straw <0.01 <0.01 103, 98
&
2 7.8 414 - D%-Dec-ZOlO BBCH 45-] 0* [Whole Plant| 0.242 (0.006) 100, 97
5.5 365 --o«)\\o 17-May-2011 |49 0- [Whole Plant| <0.01 <0.01 100, 97
S 0+ [Whole Plant| 0.169 <0.01 100, 97
o0 7 |Whole Plant| (0.004) <0.01 100, 97
\._fvo’ 17 |Whole Plant| <0.01 <0.01 100, 97
& 31 |WholePlant| <0.01 | <0.01 100, 97
o 55 |Whole Plant] <0.01 <0.01 100, 97
L 69 Grain <0.01 <0.01 101, 99
§',x\° 69 Straw <0.01 <0.01 103, 98
Y
1 | 612| 408 | - [17-May-2011 0+ |WholePlant| 0.166 | <001 100, 97
g</ BBCH 45-] 7 [Whole Plant| (0.005) <0.01 100, 97
6\(0 49 17 |Whole Plant| <0.01 <0.01 100, 97
& 28 |Whole Plant| <0.01 <0.01 100, 97
42 55 |Whole Plant| <0.01 <0.01 100, 97
\6\@ 69 Grain <0.01 <0.01 101, 99
& 69 Straw <0.01 <0.01 103, 98
CEMS-4889C |Winter Hungary |GF- §’2 7.2 386 -- |07-Jan-2011 [BBCH 32| 77 Grain <0.01 <0.01 101, 99
CEMS-4889 |Wheat/ |NZ 2573 . 8.1 431 - |26-Apr-2011 77 Straw <0.01 <0.01 103, 98
&‘Q@
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PH,I@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
DAS Ref. ID  [Buzogany |Outdoor N
102082 (field) 2 7.6 406 -- [07-Jan-2011 B.BffH 39| 67 Grain <0.01 <0.01 101, 99
Y 6.0 398 - [06-May-2011 Z_Q)O\) 67 Straw <0.01 <0.01 103, 98
2011
2 7.7 411 - O7-Jan-201;},§ BBCH 45| 56 Grain <0.01 <0.01 101, 99
5.9 393 - 17-May-2\59\11 56 Straw (0.004) <0.01 103, 98
&
1 5.7 382 -- 17-M&@§-2011 BBCH 45| 56 Grain <0.01 <0.01 101, 99
<& 56 Straw <0.01 <0.01 103, 98
CEMS-4889D |Winter France |GF- 2 7.6 407 -- |0%Jan-2011 [BBCH32 | 93 Grain <0.01 <0.01 101, 99
CEMS-4889 |Wheat/ |NZ 2573 6.3 422 -~ 194-Apr-2011 93 Straw <0.01 <0.01 103, 98
DAS Ref. ID  [Boregar  [Outdoor BN
102082 (field) 2 7.7 411 & ]05-Jan-2011 [BBCH39 | 65 Grain <0.01 <0.01 101, 99
Y 6.1 404 | o%-  |02-May-2011 65 Straw <0.01 <0.01 103, 98
2011 4
2 7.8 418%( -- |05-Jan-2011 |BBCH 45| 62 Grain <0.01 <0.01 101, 99
6.0 4b - [05-May-2011 62 Straw <0.01 <0.01 103, 98
S
1 6.1 0Q',‘\\O4O4 -- [05-May-2011 |[BBCH 45 | 62 Grain <0.01 <0.01 101, 99
q 62 Straw <0.01 <0.01 103, 98
CEMS-4889E |Winter Germany |GF- 2 8.6c,” | 115 -- |26-Nov-2010 |BBCH 32 | 112 Grain <0.01 <0.01 101, 99
CEMS-4889 |Wheat/ |NZ 2573 6<§’ 110 - |27-Apr-2011 112 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Tabasco  |Outdoor 5\(0
102082 (field) 2 &80 106 -~ |26-Nov-2010 [BBCH 39 | 92 Grain <0.01 <0.01 101, 99
\4 4> 4.8 80 —  [17-may-2011 92 Straw <0.01 <0.01 103, 98
2010-2011 &
2 9.0 119 -- [26-Nov-2010 [BBCH 45 | 84 Grain <0.01 <0.01 101, 99
& 6.8 113 -~ [25-May-2011 84 Straw <0.01 <0.01 103, 98
§J
L
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHVI@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
1 6.6 110 - |25-May-2011 [BBCH 45 | 84 Grain <0.01 <0.01 101, 99
.o}@ 84 Straw <0.01 <0.01 103, 98
CEMS-4889F |Winter Poland |GF- 2 7.1 378 -- |06-Dec-2010 <@%CH 32| 92 Grain <0.01 <0.01 101, 99
CEMS-4889 (Wheat/ |NZ 2573 6.1 403 - [10-May-2011 92 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Potencial |Outdoor \;’g\o
102082 (field) 2 7.5 400 -- |06-Dec-2¢10 [BBCH 39 | 82 Grain <0.01 <0.01 101, 99
Y 5.8 385 - [20-May<2011 82 Straw <0.01 <0.01 103, 98
2010-2011 &
2 6.9 370 -- |06-Bec-2010 (BBCH45 | 75 Grain <0.01 <0.01 101, 99
5.9 390 - gﬁMay-ZOll 75 Straw (0.003) <0.01 103, 98
1 6.0 402 --é\o 27-May-2011 |BBCH 45| 75 Grain <0.01 <0.01 101, 99
S 75 Straw <0.01 <0.01 103, 98
CEMS-4889G |Winter United |GF- 2 8.4 111 O?"f- 06-Jan-2011 [BBCH 32| 85 Grain <0.01 <0.01 101, 99
CEMS-4889 (Wheat/ |Kingdom |2573 6.2 103 % -- |09-May-2011 85 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Oakley NZ e
102082 Outdoor 2 8.1 ]%?’ -- |06-Jan-2011 |[BBCH 39| 75 Grain <0.01 <0.01 101, 99
Y (field) 6.4 o7 - [19-May-2011 75 Straw <0.01 <0.01 103, 98
2011 f
2 84 & 111 -- |06-Jan-2011 [BBCH51 | 67 Grain <0.01 <0.01 101, 99
6.25)@ 113 - [27-May-2011 67 Straw <0.01 <0.01 103, 98
O
1 5@0 100 -- |27-May-2011 |BBCH 51 | 67 Grain <0.01 <0.01 101, 99
& 67 Straw <0.01 <0.01 103, 98
2]
&
ég)&
(@)
3
L
N
§®
Q_
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&
Table B.7.6-2 Summary of residues of XDE-729 Methyl and XDE-729 Acid in winter wheat @uthern Zone)
&
GLPand Trial| Crop |[Country Application Details § Residues found 2
Details i
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at Y\QD PHI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Ag;fﬂl (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 S (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &
Trial Year &
<
CEMS-4552C |Winter ~ |Spain  |GF- 2 7.7 308 |  [18-Dec-2009./BBCH32 | 104 | Grain <0.01 <0.01 110, 97
CEMS-4552  |Wheat / SZ 2573 6.1 307 24-Mar-20§ 104 Straw <0.01 <0.01 101, 94
DAS Ref. ID  |Isangrain  [Outdoor _ &
090118 (field) 2 7.4 296 _ 18-Dec0'~2009 BBCH 39 | 0* |Wholeplant| 0.990 (0.004) 99, 95
Y 5.9 296 26-AgP—2010 0- |[Whole plant| <0.01 <0.01 99, 95
2009-2010 & 0+ [Whole plant| 0.107 <0.01 99, 95
ey 7 |Whole plant| (0.003) <0.01 99, 95
& 14 |Whole plant| <0.01 <0.01 99, 95
N 28 |Whole plant| <0.01 <0.01 99, 95
Q 56 |Whole plant| <0.01 <0.01 99, 95
o 68 Grain <0.01 <0.01 110, 97
4 68 | Straw | <0.01 <0.01 101, 94
@
2 7.6 sogQ — |18-Dec-2009 |BBCH 45 | 0* |Whole plant| 0.925 (0.006) 99, 95
55 273 03-May-2010 0- |Whole plant| <0.01 <0.01 99, 95
& 0+ |Whole plant| 0.094 <0.01 99, 95
& 7 |Whole plant| (0.004) <0.01 99, 95
2 14 |Whole plant| <0.01 <0.01 99, 95
NG 28 |Whole plant| <0.01 <0.01 99, 95
é\(b 60 |Whole plant| <0.01 <0.01 99, 95
& 64 Grain <0.01 <0.01 110,97
@oQ 64 Straw <0.01 <0.01 101, 94
S
@g“o 57 | 287 | T |03-May-2010 |BBCH 45| 0+ |Wholeplant| 0.075 | <0.01 99, 95
N 7 |Whole plant| (0.003) <0.01 99, 95
el 14 |Whole plant] <0.01 <0.01 99, 95
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& | 28 [Wholeplant] <0.01 <0.01 99, 95
S 60 |Whole plant| <0.01 <0.01 99, 95
.@\@ 6164 Grain <0.01 <0.01 110, 97
Q_Q,@ 6164 | Straw <0.01 <0.01 101, 94
CEMS-4552D |Winter France |GF- 2 8.5 307 -- 22-Dec-20(}b§ BBCH32 | 92 Grain <0.01 <0.01 110, 97
CEMS-4552  |Wheat/ |SZ 2573 5.7 284 - OG-Apr-Z@O 92 Straw <0.01 <0.01 101,94
DAS Ref. ID  |Quality Outdoor 6\0
090118 (field) 2 8.1 291 - 22-D£@-2009 BBCH39 | 0* (Wholeplant| 0.721 0.018 99, 95
Y 6.1 304 - |30-Apr-2010 0- |Whole plant| <0.01 <0.01 99, 95
2009-2010 & 0+ [Whole plant| 0.059 <0.01 99, 95
O 7 |Whole plant| (0.007) <0.01 99, 95
é\o 14 |Whole plant| <0.01 <0.01 99, 95
Q 28 |Whole plant| <0.01 <0.01 99, 95
ol 56 |Whole plant| <0.01 <0.01 99, 95
N 68 | Grain <0.01 <0.01 110, 97
& 68 Straw <0.01 <0.01 101, 94
Y
2 8.3 g§b9 -~ |22-Dec-2009 [BBCH 45| 0* |Whole plant| 0.774 0.014 99, 95
6.2 (§°310 -- |07-May-2010 0- |Whole plant| <0.01 <0.01 99, 95
& 0+ |Whole plant| 0.067 <0.01 99, 95
2 7 |Whole plant| (0.006) <0.01 99, 95
NG 14 |Whole plant| <0.01 <0.01 99, 95
é\(b 28 |Whole plant| <0.01 <0.01 99, 95
& 56 |Whole plant| <0.01 <0.01 99, 95
42 61 Grain <0.01 <0.01 110, 97
\o&@ 61 Straw <0.01 <0.01 101,94
Q@Q’i 5.7 287 -- |07-May-2010 |BBCH 45 | 0+ |Whole plant| 0.135 <0.01 99, 95
P 7 |Whole plant| <0.01 <0.01 99, 95
§®
Q_
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GLP and_ Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& | 14 [Whole plant] <0.01 <0.01 99, 95
S 28 |Whole plant| <0.01 <0.01 99, 95
.@\@ 56 |Whole plant| <0.01 <0.01 99, 95
S 61 Grain <0.01 <0.01 110, 97
of 61 | Straw | <0.01 <0.01 101, 94
S
CEMS-4552G |Winter Spain GF- 2 7.5 300 -- 27-Dec-2®9 BBCH32 | 95 Grain <0.01 <0.01 110, 97
CEMS-4552  |Wheat/ |SZ 2573 6.4 322 - 05-Apr82010 95 Straw <0.01 <0.01 101,94
DAS Ref. ID |Botticelli |Outdoor @‘D
090118 (field) 2 7.6 303 - |27-@ec-2009 [BBCH 39 | 72 Grain <0.01 <0.01 110, 97
Y 6.2 308 - |28Apr-2010 72 Straw <0.01 <0.01 101, 94
2009-2010 >
2 7.8 312 --é@ 27-Dec-2009 [BBCH 45 | 59 Grain <0.01 <0.01 110, 97
6.0 300 Q;Qé 11-May-2010 59 Straw <0.01 <0.01 101, 94
(]
1 5.9 297 \,f_vo’ -- |11-May-2010 BBCH 45 | 59 Grain <0.01 <0.01 110, 97
& 59 Straw <0.01 <0.01 101, 94
g
CEMS-4552H |Winter Italy GF- 2 7.8 313 -~ |10-Dec-2009 [BBCH 32 | 90 Grain <0.01 <0.01 110, 97
CEMS-4552  |Wheat/ |SZ 2573 6.1 (§°303 - |31-Mar-2010 90 Straw <0.01 <0.01 101, 94
DAS Ref. ID  |Mieti Outdoor &
090118 (field) 2 7.2.7 290 -~ |10-Dec-2009 [BBCH39 | 61 Grain <0.01 <0.01 110, 97
Y 6§/ 323 - |29-Apr-2010 61 Straw <0.01 <0.01 101, 94
2009-2010 6\(0
2 | &6 303 -~ |10-Dec-2009 [BBCH 45 | 56 Grain <0.01 <0.01 110, 97
@°Q 5.9 330 -~ |04-May-2010 56 Straw <0.01 <0.01 101, 94
S
é\o 5.9 330 -- |04-May-2010 [BBCH 45 | 56 Grain <0.01 <0.01 110, 97
5 56 Straw <0.01 <0.01 101, 94
§J
R
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
CEMS-4889H |Winter Bulgaria |GF- 2 8.2 436 - |07-Dec-2010 [BBCH&2 | 93 Grain <0.01 <0.01 101, 99
CEMS-4889  (Wheat / SZ 2573 6.3 418 --  |13-Apr-2011 ;§° 93 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Enola Outdoor &
102082 (field) 2 7.8 413 -- |07-Dec-2010 |[BBCH 39 | 0* |Whole Plant| 0.725 (0.003) 100, 97
Y 62 | 411 | - [14-May-2011] 0- |WholePlant| <0.01 | <0.01 100, 97
2010-2011 %‘\O 0+ [Whole Plant| 0.191 <0.01 100, 97
S 7 |Whole Plant| <0.01 <0.01 100, 97
b\Q 14 |Whole Plant| <0.01 <0.01 100, 97
@(b 28 |Whole Plant| <0.01 <0.01 100, 97
& 56 |[Whole Plant| <0.01 <0.01 100, 97
§ 62 Grain <0.01 <0.01 101, 99
> 62 Straw <0.01 (0.004) 103, 98
N
2 7.9 420 -Qéo) 07-Dec-2010 [BBCH 45 | 0* |Whole Plant| 0.753 (0.004) 100, 97
6.2 411 | % |17-May-2011 0- |Whole Plant| <0.01 <0.01 100, 97
N 0+ (Whole Plant| 0.178 <0.01 100, 97
& 7 |Whole Plant| <0.01 <0.01 100, 97
;D@ 13 |Whole Plant| <0.01 <0.01 100, 97
~ 28 |Whole Plant| <0.01 <0.01 100, 97
& 56 |Whole Plant| <0.01 <0.01 100, 97
A(f 59 Grain <0.01 <0.01 101, 99
QQ) 59 Straw <0.01 <0.01 103, 98
&
1 6\@\1 407 -- |17-May-2011 |BBCH 45 | 0+ |Whole Plant| 0.173 <0.01 100, 97
& 7 |Whole Plant| <0.01 <0.01 100, 97
AR 14 |Whole Plant| <0.01 <0.01 100, 97
o§ 28 |Whole Plant| <0.01 <0.01 100, 97
& 56 |Whole Plant| <0.01 <0.01 100, 97
§’ 59 Grain <0.01 <0.01 101, 99
& 59 Straw <0.01 <0.01 103, 98
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
CEMS-48891 |Winter Spain GF- 2 8.5 113 - [28-Dec-2010 [BBCH&1-| 101 Grain <0.01 <0.01 101, 99
CEMS-4889  (Wheat / SZ 2573 6.4 107 -- |11-Mar-2011 |32 ;§° 101 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Nogal Outdoor &
102082 (field) 2 7.5 100 -~ |28-Dec-2010 | H 0* |Whole Plant| 0.908 0.015 100, 97
Y 6.0 101 -~ |06-Apr-2011 fBBCH 39| 0- |WholePlant| <0.01 <0.01 100, 97
2010-2011 ;‘D\\O 0+ [Whole Plant| 0.179 <0.01 100, 97
S 7 |Whole Plant| (0.004) <0.01 100, 97
b-s 12 |Whole Plant| (0.003) <0.01 100, 97
& 28 |Whole Plant| <0.01 <0.01 100, 97
& 56 |[Whole Plant| <0.01 <0.01 100, 97
§ 75 Grain <0.01 <0.01 101, 99
Q> 75 Straw <0.01 <0.01 103, 98
N
2 7.4 99 -Qéo) 28-Dec-2010 0* |Whole Plant| 0.830 0.011 100, 97
6.3 104 | % |18-Apr-2011 [BBCH 43-| 0- |Whole Plant] <0.01 <0.01 100, 97
NiE 45 0+ |Whole Plant| 0.084 <0.01 100, 97
Qr&’ 7 |Whole Plant| (0.007) <0.01 100, 97
;D@ 16 |Whole Plant| <0.01 <0.01 100, 97
~ 29 |Whole Plant| <0.01 <0.01 100, 97
& 56 |Whole Plant| <0.01 <0.01 100, 97
AQ‘\’ 63 Grain <0.01 <0.01 101, 99
QQ) 63 Straw <0.01 <0.01 103, 98
&
1 6\@1 107 --  |18-Apr-2011 0+ |Whole Plant| 0.170 (0.004) 100, 97
& 7 |Whole Plant| (0.004) <0.01 100, 97
AR BBCH 43-| 16 (Whole Plant| <0.01 <0.01 100, 97
§ 45 29 |Whole Plant| <0.01 <0.01 100, 97
& 56 |Whole Plant| <0.01 <0.01 100, 97
§’ 63 Grain <0.01 <0.01 101, 99
& 63 Straw (0.004) <0.01 103, 98
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
CEMS-4889) |Winter Spain GF- 2 8.4 111 - [20-Dec-2010 [BBCH&1-| 109 Grain <0.01 <0.01 101, 99
CEMS-4889 |Wheat/ |SZ 2573 6.4 107 - |11-Mar-2011 |32 ;§ 109 Straw <0.01 <0.01 103, 98
DAS Ref. ID  [Isengrain  |Outdoor &
102082 (field) 2 8.4 111 -~ |20-Dec-2010 | 76 Grain <0.01 <0.01 101, 99
Y 5.6 93 - 13-Apr-2011(:‘7BBCH 39| 76 Straw <0.01 <0.01 103, 98
2010-2011 %\\0
2 8.1 108 | -- |20-Dec-2010 71 | Grain <0.01 <0.01 101, 99
5.6 93 - 18-Apr82011 BBCH 43-| 71 Straw <0.01 <0.01 103, 98
> 45
1 5.8 97 - 18@.&-2011 71 Grain <0.01 <0.01 101, 99
S 71 Straw <0.01 <0.01 103, 98
S BBCH 43-
N 45
CEMS-4889K |Winter France |GF- 2 6.9 91 -Qé’ 13-Dec-2010 [BBCH 32 | 97 Grain <0.01 <0.01 101, 99
CEMS-4889 |Wheat/ |SZ 2573 6.2 103 | % |29-Mar-2011 97 Straw <0.01 <0.01 103, 98
DAS Ref. ID |Paledor Outdoor \.‘_bo’
102082 (field) 2 7.6 101Qf§’ -~ |13-Dec-2010 [BBCH 45 | 60 Grain <0.01 <0.01 101, 99
Y 6.0 100 -- |05-May-2011 60 Straw (0.006) (0.004) 103, 98
2010-2011 ~
2 8.1 (§0108 -~ |13-Dec-2010 [BBCH 45 | 60 Grain <0.01 <0.01 101, 99
6.2 Arf’ 103 -- |05-May-2011 60 Straw (0.004) <0.01 103, 98
o
1 6@9 103 -- |05-May-2011 [BBCH 45 | 60 Grain <0.01 <0.01 101, 99
V‘Z’ 60 Straw (0.003) <0.01 103, 98
&
@Q(v
&
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GLP and Trialf Crop |Country Application Details N Residues found 2
Details S
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at Pok)*l Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl|(days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha)| (L/ha) | () & (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &
Trial Year S
CEMS-4889L |Winter Greece |GF- 2 8.0 427 -~ |27-Dec-2010 BB%ﬂ 32| 90 Grain <0.01 <0.01 101, 99
CEMS-4889  (Wheat/ |SZ 2573 5.9 396 - |22-Mar-2011 | & 90 Straw <0.01 <0.01 103, 98
DAS Ref. ID  [Centauro  |Outdoor L
102082 (field) 2 7.3 387 - 27-Dec-20100<\2E_SBCH 39| 73 Grain <0.01 <0.01 101, 99
Y 6.0 402 -~ |08-Apr-201% 73 Straw (0.003) <0.01 103, 98
2010-2011 &
2 7.1 378 - 27-Decg\?010 BBCH 45| 63 Grain <0.01 <0.01 101, 99
5.9 391 -~ |18-Apf-2011 63 Straw <0.01 <0.01 103, 98
~Q®
1 6.1 404 -- @Apr-ZOll BBCH45 | 63 Grain <0.01 <0.01 101, 99
> 63 Straw (0.004) <0.01 103, 98
CEMS-4889M |Winter Italy GF- 2 7.4 397 --5°|07-Dec-2010 [BBCH32 | 90 Grain <0.01 <0.01 101, 99
CEMS-4889  (Wheat/ |SZ 2573 6.5 430 £ [24-Mar-2011 90 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Blasco Outdoor Oq),q’
102082 (field) 2 7.9 423 " -- |07-Dec-2010 [BBCH39 | 69 Grain <0.01 <0.01 101, 99
Y 6.5 4338 --  |14-Apr-2011 69 Straw <0.01 <0.01 103, 98
2010-2011 o
2 7.5 0430 -- |07-Dec-2010 [BBCH 45 | 56 Grain <0.01 <0.01 101, 99
6.3 0%\420 - |27-Apr-2011 56 Straw <0.01 <0.01 103, 98
K
1 6.3,° | 417 -- |27-Apr-2011 [BBCH 45 | 56 Grain <0.01 <0.01 101, 99
N 56 Straw | <0.01 <0.01 103, 98
CEMS-4889N |Winter Italy GF- 2 $1 430 -- |06-Dec-2010 |[BBCH 31-| 91 Grain <0.01 <0.01 101, 99
CEMS-4889  (Wheat/ |Sz 2573 & 6.4 423 -~ |23-Mar-2011 |32 91 Straw <0.01 <0.01 103, 98
DAS Ref. ID  |Aquilante |Outdoor é\oQ
102082 (field) 25 7.6 407 -- |06-Dec-2010 68 Grain <0.01 <0.01 101, 99
Y & 6.5 433 -- |15-Apr-2011 |BBCH 39 | 68 Straw <0.01 <0.01 103, 98
2010-2011 &
F 2 7.9 420 -- |06-Dec-2010 57 Grain <0.01 <0.01 101, 99
/\@0’
§®
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PH,I@? Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl (dqﬁ) Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) N~
Trial Year N
6.0 400 - |26-Apr-2011 BBCI—J\@S 57 Straw <0.01 <0.01 103, 98
g
1 5.8 383 - |26-Apr-2011 M@\ 57 Grain <0.01 <0.01 101, 99
| 2%BCH 45| 57 Straw <0.01 <0.01 103, 98
;\\OQ
* = Sampled immediately after application no. 1. f
0- = Sampled immediately before application no. 2 &
0+ = Sampled immediately after application no. 2 \o@
& Limit of Quantitation (LOQ) = 0.01 mg/kg; Limit of Detection (LOD) = 0.003 mg/ksyo Residue values equal to or greater than the LOD, but less than the LOQ are displayed
within parenthesis. N
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Table B.7.6-3 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in winter whgﬁ(Northern Zone)
$
GLP and Trialf Crop |Country Application Details & Residues found 2
Details o’\?
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GS at ijﬁ Portion |Cloquintocet-| Cloquintocet | 9% Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl (gl%ys) Analysed mexyl acid Cloquintocet-
Report No. Location (gai/ha)| (L/ha) | () 5® (mg/Kag) (mg/Kg) mexyl,
GLP(Y/N) $ Cloquintocet
Trial Year & acid
)
S
CEMS-4552A |Winter Germany |GF- 2 7.7 410 - |07-Dec-2009 [BBEH 32| 97 Grain -- -- --
CEMS-4552  (Wheat/ |NZ 2573 6.3 419 --  |05-May-2010 y.\\é\’ 97 Straw - - --
DAS Ref. ID  |Mulan Outdoor &
090118 (field) 2 7.5 400 -- 07—Dec—20Q§° BBCH39 | 74 Grain <0.01 <0.01 100, 98
Y 6.1 410 -- 28-May—2zp\10 74 Straw <0.01 <0.01 97, 100
2009-2010 53
2 7.6 406 -- 07-Dg8-2009 BBCH 45 | 67 Grain <0.01 <0.01 100, 98
6.0 402 - 04@1@'“'2010 67 Straw <0.01 <0.01 97, 100
N
o
1 6.1 404 - té‘\4-\]un-2010 BBCH45 | 67 Grain <0.01 <0.01 100, 98
& 67 Straw <0.01 <0.01 97, 100
(]
K
CEMS-4552B |Winter Hungary |GF- 2 7.4 296 ,gt- 10-Dec-2009 [BBCH 32 | 86 Grain -- -- --
CEMS-4552  (Wheat/ |NZ 2573 6.2 312 \(,Q -~ |19-Apr-2010 86 Straw - - --
DAS Ref. ID |Buzogany |Outdoor N
090118 (field) 2 7.6 3@ -~ |10-Dec-2009 \BBCH39 | 75 Grain <0.01 <0.01 100, 98
Y 6.1 303 -~ |30-Apr-2010 75 Straw <0.01 <0.01 97, 100
2009-2010 &
2 7.7 4P 308 -~ |10-Dec-2009 |BBCH 45 | 68 Grain <0.01 <0.01 100, 98
6.0\(§ 298 -- |07-May-2010 68 Straw <0.01 <0.01 97, 100
9)
&
1 @J’TO 301 -- |07-May-2010 |BBCH 45 | 68 Grain <0.01 <0.01 100, 98
& 68 Straw <0.01 <0.01 97, 100
4O
&
O
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GLP and Trialf Crop |Country Application Details boQ Residues found &
Details @
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at PHIO\)’*’ Portion |Cloquintocet-| Cloquintocet| 9% Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(day®)| Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 Qé‘ (mg/Kg) (mg/Kg) mexyl,
GLP(YIN) & Cloquintocet
Trial Year N acid
&
CEMS-4552E |Winter Germany |GF- 2 8.1 323 - |09-Dec-2009 BBCOl;'mZ 109 Grain - - --
CEMS-4552  |Wheat/ |NZ 2573 6.6 330 - |20-Apr-2010 | 2 109 Straw - - -
DAS Ref. ID  [Tarus Outdoor &S
090118 (field) 2 7.8 313 - 09-Dec-20090%BCH 39| 74 Grain <0.01 <0.01 100, 98
Y 6.5 327 - 25-May-20%@ 74 Straw <0.01 <0.01 97, 100
2009-2010 >
2 7.7 307 - |09-Dec-2609 [BBCH 58 | 61 Grain <0.01 <0.01 100, 98
6.6 328 -- 07-Juo§§2010 61 Straw <0.01 <0.01 97, 100
<
1 55 273 -- ogﬁun-zmo BBCH58 | 61 Grain <0.01 <0.01 100, 98
té‘ 61 Straw <0.01 <0.01 97, 100
&
CEMS-4552F |Winter France |GF- 2 7.9 317 - |31-Dec-2009 [BBCH 32 | 83 Grain - - --
CEMS-4552  |Wheat/ |NZ 2573 6.4 320 | &% 23-Apr-2010 83 Straw - - -
DAS Ref. ID  |Mercato  |Outdoor ryQQ’
090118 (field) 2 7.7 3106 -- |31-Dec-2009 [BBCH39 | 62 Grain <0.01 <0.01 100, 98
Y 5.9 298 -~ |14-May-2010 62 Straw <0.01 <0.01 97, 100
2009-2010 &
2 7.6 | ;303 -- |31-Dec-2009 [BBCH 47 | 55 Grain <0.01 <0.01 100, 98
5.7 & 287 - |21-May-2010 55 Straw <0.01 <0.01 97, 100
O
1 5;\':5\(Z> 287 -~ |21-May-2010 | BBCH 47 | 55 Grain <0.01 <0.01 100, 98
sz’? 55 Straw <0.01 <0.01 97, 100
L
CEMS-4889A |Winter Germany |GF- 2 ,:OK 8.8 118 -~ |25-Nov-2010 [BBCH 32 | 91 Grain - - 90, 91
CEMS-4889 (Wheat/ |NZ 2573 &| 5.7 95 -~ |26-Apr-2011 91 Straw - - 87, 83
DAS Ref. ID  |Potenzial |Outdoor (§
¥
&
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GLP and Trialf Crop |Country Application Details boQ Residues found &
Details @
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at PHIO\)’*’ Portion |Cloquintocet-| Cloquintocet| 9% Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(day®)| Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 Qé‘ (mg/Kg) (mg/Kg) mexyl,
GLP(YIN) & Cloquintocet
Trial Year N acid
&
102082 (field) 2 6.9 92 -~ 25-Nov-2010 BBC§39 69 Grain <0.01 <0.01 90, 91
Y 51 85 - |18-May-2011| o2 69 Straw <0.01 <0.01 87, 83
2010-2011 S
2 6.9 93 - 25-Nov-20100%BCH 45| 64 Grain <0.01 <0.01 90, 91
5.9 98 - |23-May-201® 64 Straw <0.01 <0.01 87, 83
CEMS-4889B |Winter Hungary |GF- 2 7.8 417 -~ |08-Dec-2010 [BBCH 32 | 98 Grain -- -- 90,91
CEMS-4889 |Wheat/ |NZ 2573 7.9 423 - 18-Apr-@811 98 Straw - - 87, 83
DAS Ref. ID  Magdalena |Outdoor ,§’
102082 (field) 2 7.7 409 -~ |08-DEc-2010 [BBCH 39 | 80 Grain <0.01 <0.01 90, 91
Y 5.7 381 -- 0@3?/|ay-2011 80 Straw <0.01 <0.01 87,83
2010-2011 té‘
2 7.8 414 -- £08-Dec-2010 |[BBCH 45-| 69 Grain <0.01 <0.01 90, 91
55 365 ;chz; 17-May-2011 |49 69 Straw <0.01 <0.01 87,83
&
1 61 | 408 |<- |17-May-2011 69 | Grain <0.01 <0.01 90, 91
gz? BBCH 45-| 69 Straw <0.01 <0.01 87,83
S 49
CEMS-4889C |Winter Hungary |GF- 2 7.2 386 -- |07-Jan-2011 |[BBCH 32| 77 Grain -- -- 90, 91
CEMS-4889 |Wheat / NZ 2573 8.1 @ﬂlBl --  |26-Apr-2011 77 Straw -- -- 87, 83
DAS Ref. ID  |Buzogany |Outdoor &
102082 (field) 2 76| 406 -- |07-Jan-2011 |BBCH39 | 67 Grain <0.01 <0.01 90, 91
Y 6;\@ 398 --  |06-May-2011 67 Straw <0.01 <0.01 87,83
2011 >
2 | &1 411 -- |07-Jan-2011 |BBCH 45| 56 Grain <0.01 <0.01 90, 91
,:O* 5.9 393 - |17-May-2011 56 Straw <0.01 <0.01 87,83
&
(‘b@ 5.7 382 -- |17-May-2011 |BBCH 45 | 56 Grain <0.01 <0.01 90, 91
9
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-0
N
S
GLP and Trialf Crop |Country Application Details $ Residues found &
Details
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at PHI§’ Portion |Cloquintocet-| Cloquintocet| 9% Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(day®)| Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 Qé‘ (mg/Kg) (mg/Kg) mexyl,
GLP(YIN) & Cloquintocet
Trial Year o acid
N
-O\)é‘ 56 Straw <0.01 <0.01 87, 83
CEMS-4889D |Winter France |GF- 2 7.6 407 -- |05-Jan-2011 BB{éH 32| 93 Grain - - 90, 91
CEMS-4889 |Wheat/ |NZ 2573 6.3 422 -~ |04-Apr-2011 ;\@Q 93 Straw - - 87, 83
DAS Ref. ID  |Boregar  [Outdoor &
102082 (field) 2 7.7 411 - 05-Jan-201\1;\® BBCH39 | 65 Grain <0.01 <0.01 90, 91
Y 6.1 404 - 02-May-Q2}911 65 Straw <0.01 <0.01 87, 83
2011 <
2 7.8 418 -- OS-JaB@QéOll BBCH45 | 62 Grain <0.01 <0.01 90, 91
6.0 402 - OS:g‘?fay-ZOll 62 Straw <0.01 <0.01 87, 83
&
1 6.1 404 - t%-May-ZOll BBCH45 | 62 Grain <0.01 <0.01 90, 91
62 Straw <0.01 <0.01 87, 83
CEMS-4889E |Winter Germany |GF- 2 8.6 115 > [26-Nov-2010 [BBCH 32 | 112 Grain -- - 90, 91
CEMS-4889 |Wheat/ |NZ 2573 6.6 110 ,§f— 27-Apr-2011 112 Straw -- - 87, 83
DASRef. ID |Tabasco  |Outdoor S
102082 (field) 2 8.0 1062°| -- |26-Nov-2010 [BBCH39 | 92 Grain <0.01 <0.01 90, 91
Y 4.8 8¢ | - |17-May-2011 92 Straw <0.01 <0.01 87, 83
2010-2011 i
2 9.0 |&119 -- |26-Nov-2010 BBCH 45 | 84 Grain <0.01 <0.01 90, 91
6.8 QS) 113 --  |25-May-2011 84 Straw <0.01 <0.01 87, 83
&
1 6.6 110 -- |25-May-2011 [BBCH 45 | 84 Grain <0.01 <0.01 90, 91
e 84 Straw <0.01 <0.01 87, 83
CEMS-4889F |Winter Poland |GF- 2 §”7.1 378 -- |06-Dec-2010 [BBCH32 | 92 Grain -- - 90, 91
CEMS-4889 |Wheat/ |NZ 2573 6:0 6.1 403 -~ |10-May-2011 92 Straw -- - 87, 83
DAS Ref. ID  |Potencial |Outdoor I8
102082 (field) 2 7.5 400 -- |06-Dec-2010 [BBCH39 | 82 Grain <0.01 <0.01 90, 91
N
§o
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0
N
S
GLP and Trialf Crop |Country Application Details boQ Residues found &
Details @
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at PHI§’ Portion |Cloquintocet-| Cloquintocet| 9% Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(day®)| Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 Qé‘ (mg/Kg) (mg/Kg) mexyl,
GLP(YIN) & Cloquintocet
Trial Year R acid
N
Y 5.8 385 -~ |20-May-2011 -O)é‘ 82 Straw <0.01 <0.01 87, 83
2010-2011 &
2 6.9 370 -- |06-Dec-2010 [BBCH 45| 75 Grain <0.01 <0.01 90, 91
5.9 390 -- 27-May-20110§ 75 Straw <0.01 <0.01 87, 83
@
1 6.0 402 - 27-May-2(09§1 BBCH45| 75 Grain <0.01 <0.01 90, 91
& 75 Straw <0.01 <0.01 87, 83
CEMS-4889G |Winter United |GF- 2 8.4 111 -- |06-Jap2011 [BBCH 32| 85 Grain - - 90, 91
CEMS-4889 |Wheat/  |Kingdom|2573 6.2 103 - 09-%«%1y-2011 85 Straw -- - 87, 83
DAS Ref. ID  |Oakley NZ N
102082 Outdoor 2 8.1 108 -- |86-Jan-2011 |BBCH39 | 75 Grain <0.01 <0.01 90, 91
Y (field) 6.4 107 - Q§19-May-2011 75 Straw <0.01 <0.01 87, 83
2011 &
2 8.4 111 | &% |06-Jan-2011 [BBCH51| 67 Grain <0.01 <0.01 90, 91
6.8 113 \(;5"-— 27-May-2011 67 Straw <0.01 <0.01 87, 83
o
1 6.0 10\@‘b -- |27-May-2011 [ BBCH 51 | 67 Grain <0.01 <0.01 90, 91
9 67 Straw <0.01 <0.01 87,83
2
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Table B.7.6-4 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in winter wh@? (Southern Zone)
$
GLP and Trialf Crop |Country Application Details &@v Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHY | Portion |Cloquintocet-|Cloquintocet| 9% Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(days)| Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 & (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) S Cloquintocet
Trial Year L acid
CEMS-4552C |Winter Spain GF- 2 7.7 308 -- |18-Dec-2009 BBCol§?32 104 Grain -- -- --
CEMS-4552  |Wheat / SZ 2573 6.1 307 - |24-Mar-2010 | % 104 Straw -- -- --
DAS Ref. ID  |Isangrain |Outdoor S
090118 (field) 2 7.4 296 - 18-Dec-2oo9oBBCH 39| 71 Grain <0.01 <0.01 100, 98
Y 5.9 296 -- 26-Apr-2Q1§° 71 Straw <0.01 <0.01 97, 100
2009-2010 >
2 7.6 302 -- 18-Dec-8809 BBCH45 | 64 Grain <0.01 <0.01 100, 98
55 273 - 03-|\/ga§’-2010 64 Straw <0.01 <0.01 97, 100
<
1 5.7 287 -- O%SR/I&y-ZOlO BBCH 45 | 64 Grain <0.01 <0.01 100, 98
té\ 64 Straw <0.01 <0.01 97, 100
&
CEMS-4552D |Winter France |GF- 2 8.5 307 - |22-Dec-2009 |BBCH 32 | 92 Grain -- -- --
CEMS-4552  |Wheat / SZ 2573 5.7 284 321 06-Apr-2010 92 Straw -- -- --
DAS Ref. ID  |Quality  |Outdoor IS#
090118 (field) 2 8.1 2916 -- |22-Dec-2009 [BBCH39 | 68 Grain <0.01 <0.01 100, 98
Y 6.1 30\5»‘ -- |30-Apr-2010 68 Straw <0.01 <0.01 97, 100
2009-2010 Ky
2 8.3 @@99 -- |22-Dec-2009 |BBCH 45| 61 Grain <0.01 <0.01 100, 98
6.2 QS) 310 -- |07-May-2010 61 Straw <0.01 <0.01 97, 100
O
1 5;\'6\(Z> 287 -- |07-May-2010 |BBCH 45 | 61 Grain <0.01 <0.01 100, 98
sz'? 61 Straw <0.01 <0.01 97, 100
L
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
CEMS-4552G |Winter Spain GF- 2 7.5 300 - |27-Dec-2009 [BBCH 324 95 Grain - - -
CEMS-4552  |Wheat/ |SZ 2573 6.4 322 -~ |05-Apr-2010 ;§ 95 Straw - - -
DAS Ref. ID  |Botticelli |Outdoor &
090118 (field) 2 7.6 303 -~ |27-Dec-2009 |BBGH 39 | 72 Grain <0.01 <0.01 100, 98
Y 6.2 308 -~ |28-Apr-2010 Q.Q_ 72 Straw <0.01 <0.01 97, 100
2009-2010 ;b§
2 7.8 312 - |27-Dec-20099/BBCH 45 | 59 Grain <0.01 <0.01 100, 98
6.0 300 - 11-May-2§$0 59 Straw <0.01 <0.01 97, 100
o
1 5.9 297 - 11-M%z§010 BBCH45 | 59 Grain <0.01 <0.01 100, 98
S 59 Straw <0.01 <0.01 97, 100
L
CEMS-4552H |Winter Italy GF- 2 7.8 313 - |10°Dec-2009 [BBCH 32 | 90 Grain -- - -
CEMS-4552  |Wheat/ |SZ 2573 6.1 303 - §§1-Mar-2010 90 Straw -- - -
DAS Ref. ID  |Mieti Outdoor ol
090118 (field) 2 7.2 290 \@o’ 10-Dec-2009 |BBCH 39 | 61 Grain <0.01 <0.01 100, 98
Y 6.5 323 Q,g)__ 29-Apr-2010 61 Straw <0.01 <0.01 97, 100
2009-2010 P
2 7.6 30:2\b -- |10-Dec-2009 [BBCH 45 | 56 Grain <0.01 <0.01 100, 98
5.9 3358 -~ |04-May-2010 56 Straw <0.01 <0.01 97, 100
>
1 5.9 ()@330 -- |04-May-2010 [BBCH 45 | 56 Grain <0.01 <0.01 100, 98
(fo 56 Straw <0.01 <0.01 97, 100
@
CEMS-4889H |Winter Bulgaria |GF- 2 8(;\2' 436 -- |07-Dec-2010 [BBCH32 | 93 Grain -- - 90, 91
CEMS-4889 |Wheat/ |SZ 2573 6.3 418 - |13-Apr-2011 93 Straw -- - 87, 83
DAS Ref. ID  |Enola Outdoor go*é\
102082 (field) 2 &f 78 413 -- |07-Dec-2010 [BBCH39 | 62 Grain <0.01 <0.01 90, 91
Y §Q’ 6.2 411 -~ |14-May-2011 62 Straw <0.01 <0.01 87, 83
2010-2011 R
N
§®
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
2 7.9 420 - |07-Dec-2010 [BBCH 454" 59 Grain <0.01 <0.01 90, 91
6.2 411 - |17-May-2011 §§ 59 Straw <0.01 <0.01 87, 83
&
1 6.1 407 --  |17-May-2011 BB@B? 45| 59 Grain <0.01 <0.01 90,91
of‘ 59 | Straw <0.01 <0.01 87, 83
)
CEMS-48891 |Winter Spain GF- 2 8.5 113 - 28-Dec-201Q00‘BBCH 31-| 101 Grain -- -- 90, 91
CEMS-4889 |Wheat/ |SZ 2573 6.4 107 - |11-Mar-20%1 |32 101 Straw - - 87, 83
DASRef. 1D |Nogal  |Outdoor s
102082 (field) 2 7.5 100 - 28-Deg£2010 75 Grain <0.01 <0.01 90, 91
Y 6.0 101 -- |06-Apr-2011 [BBCH39 | 75 Straw <0.01 <0.01 87, 83
2010-2011 >
2 7.4 99 - 2§Dec-2010 63 Grain <0.01 <0.01 90, 91
6.3 104 - QTS-Apr-ZOll BBCH 43-| 63 Straw <0.01 <0.01 87, 83
C 45
1 6.4 107 \go? 18-Apr-2011 63 Grain <0.01 <0.01 90, 91
Qr&’ 63 Straw <0.01 <0.01 87, 83
& BBCH 43-
& 45
CEMS-4889J |Winter Spain GF- 2 8.4 1%? -- |20-Dec-2010 |[BBCH 31-| 109 Grain -- -- 90,91
CEMS-4889 |Wheat/ |SZ 2573 6.4 A$07 - |11-Mar-2011 |32 109 Straw - - 87, 83
DAS Ref. ID |Isengrain |Outdoor 47
102082 (field) 2 8.4 (fo 111 -~ |20-Dec-2010 76 Grain <0.01 <0.01 90, 91
Y 5.6 93 --  |13-Apr-2011 |BBCH39 | 76 Straw <0.01 <0.01 87, 83
2010-2011 &
2 ;ﬁ’.l 108 -~ |20-Dec-2010 71 Grain <0.01 <0.01 90, 91
yoé‘ 5.6 93 -- |18-Apr-2011 |[BBCH 43-| 71 Straw <0.01 <0.01 87, 83
N 45
l@@Q 5.8 97 -~ |18-Apr-2011 71 Grain <0.01 <0.01 90, 91
S 71 Straw <0.01 <0.01 87,83
N
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
BBCH 434"
45 §o°
&
Qg?)
Sl
CEMS-4889K |Winter France |GF- 2 6.9 91 -- 13-Dec-201Q00‘BBCH 32| 97 Grain -- -- 90,91
CEMS-4889 |Wheat/ |SZ 2573 6.2 103 - |29-Mar-20%1 97 Straw - - 87, 83
DAS Ref. ID  |Paledor Outdoor ngb
102082 (field) 2 7.6 101 -- 13-Deg£2010 BBCH45 | 60 Grain <0.01 <0.01 90, 91
Y 6.0 100 - |05-May-2011 60 Straw <0.01 <0.01 87, 83
2010-2011 >
2 8.1 108 - @Dec-ZOlO BBCH 45| 60 Grain <0.01 <0.01 90, 91
6.2 103 -- Q,'t'?35-Ma1y-2011 60 Straw <0.01 <0.01 87, 83
o
1 6.2 103 \f? 05-May-2011 |[BBCH 45 | 60 Grain <0.01 <0.01 90, 91
& 60 Straw <0.01 <0.01 87, 83
CEMS-4889L |Winter Greece |GF- 2 8.0 427 & -- |27-Dec-2010 |BBCH32 | 90 Grain -- - 90, 91
CEMS-4889 |Wheat/ |SZ 2573 5.9 396\\b - |22-Mar-2011 90 Straw -- - 87, 83
DAS Ref. ID  |Centauro |Outdoor &
102082 (field) 2 7.3 A$87 -~ |27-Dec-2010 |BBCH39 | 73 Grain <0.01 <0.01 90, 91
Y 6.0 ()‘Z) 402 -- |08-Apr-2011 73 Straw <0.01 <0.01 87, 83
2010-2011 <</
2 7.l\f§ 378 -~ |27-Dec-2010 |BBCH 45 | 63 Grain <0.01 <0.01 90, 91
E%\Q 391 -~ |18-Apr-2011 63 Straw <0.01 <0.01 87, 83
]
1 90\@%6.1 404 -- |18-Apr-2011 [BBCH 45| 63 Grain <0.01 <0.01 90, 91
A 63 Straw <0.01 <0.01 87, 83
(2]
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
CEMS-4889M |Winter Italy GF- 2 7.4 397 - |07-Dec-2010 [BBCH 324 90 Grain - - 90, 91
CEMS-4889 |Wheat/ |SZ 2573 6.5 430 - |24-Mar-2011 ;§ 90 Straw - - 87, 83
DASRef. ID |[Blasco  |Outdoor &
102082 (field) 2 7.9 423 -~ |07-Dec-2010 |BBGH 39 | 69 Grain <0.01 <0.01 90, 91
Y 6.5 433 | - [14Apr2011 | & 69 Straw <0.01 <0.01 87,83
2010-2011 ;D§
2 7.5 400 -~ |07-Dec-20109/BBCH 45 | 56 Grain <0.01 <0.01 90, 91
6.3 420 -- 27-Apr-2%1s1 56 Straw <0.01 <0.01 87,83
o
Q
1 6.3 417 - 27-Ap£e§011 BBCH 45| 56 Grain <0.01 <0.01 90, 91
S 56 Straw <0.01 <0.01 87, 83
CEMS-4889N |Winter Italy GF- 2 8.1 430 -~ |06<Dec-2010 |BBCH 31-| 91 Grain -- - 90, 91
CEMS-4889 |Wheat/ |SZ 2573 6.4 423 - %8—Mar-2011 32 91 Straw -- - 87, 83
DAS Ref. ID  |Aquilante |Outdoor d
102082 (field) 2 7.6 407 -7 |06-Dec-2010 68 Grain <0.01 <0.01 90, 91
Y 6.5 433 \@0’ 15-Apr-2011 |BBCH 39 | 68 Straw <0.01 <0.01 87, 83
2010-2011 &
2 7.9 420 ;& -- |06-Dec-2010 57 Grain <0.01 <0.01 90, 91
6.0 400\\b --  |26-Apr-2011 |BBCH 45| 57 Straw <0.01 <0.01 87, 83
O
&
1 5.8 A$83 --  |26-Apr-2011 57 Grain <0.01 <0.01 90, 91
12 BBCH 45 | 57 Straw <0.01 <0.01 87, 83
<
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GLP and Trial| Crop |Country Application Details Qg\@ Residues found 2
Details S
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GS at ﬁf’HI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Apgit (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (gae/ha)| (L/ha) | () & (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) S
Trial Year &
N
CEMS-4719A |Spring United |GF- 1 6.3 313 - [22-Jun-2010 {BBCH 32 | 55# Grain <0.01 <0.01 99, 81
CEMS-4719  |Wheat/ Kingdom|2573 ;\\OQ 55# Straw <0.01 <0.01 102, 103
DASRef. ID  [Belvoir  |NZ S
101589 Outdoor 1 6.3 314 - |24-Jun-2010 |BBCH39 | 0 |Whole plant| 0.103 <0.01 97, 109
Y (field) @Q,b 7 |Whole plant| <0.01 <0.01 97, 109
2010 o 14 |Whole plant| <0.01 <0.01 97, 109
& 28 |Whole plant| <0.01 <0.01 97, 109
S 46 |Whole plant| <0.01 <0.01 97, 109
9 53# Grain <0.01 <0.01 99, 81
S’ 53# Straw <0.01 (0.003) 102, 103
@va 64 Grain <0.01 <0.01 99, 81
\‘(_Do; 64 Straw <0.01 (0.004) 102, 103
S 67 Grain <0.01 <0.01 99, 81
é@Q 67 Straw <0.01 (0.003) 102, 103
S5
1 62 |.S811 - [29-Jun-2010 |BBCH45| 0 |Wholeplant| 0.076 <0.01 97, 109
QO(D 7 |Whole plant| <0.01 <0.01 97,109
& 14 |Whole plant| <0.01 <0.01 97, 109
& 28 |Whole plant| <0.01 <0.01 97, 109
\r§ 41 |Whole plant| <0.01 <0.01 97, 109
(\0 48# Grain <0.01 <0.01 99, 81
OQQ’ 48# Straw <0.01 <0.01 102, 103
& 59 Grain <0.01 <0.01 99, 81
é:@ 59 Straw <0.01 (0.004) 102, 103
& 62 Grain <0.01 <0.01 99, 81
o 62 Straw <0.01 (0.003) 102, 103
N
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N
@
GLP and Trialf Crop |Country Application Details boQ Residues found &
Details £
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at ngl Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(lays)| Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 QDN (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &
Trial Year N
N
&
S
CEMS-4719B |(Spring Germany |GF- 1 6.3 83 - |08-Jun-2010 {BBCH 32 | 77# Grain <0.01 <0.01 99, 81
CEMS-4719  |Wheat / NZ 2573 ;\\o(\ TT# Straw <0.01 <0.01 102, 103
DAS Ref. ID  |Naxos Outdoor N
101589 (field) 1 6.1 82 - 18-Jun-,\'o‘lO BBCH39 | 0 (Wholeplant| 0.258 <0.01 97, 109
Y S 7  |Whole plant| (0.005) <0.01 97, 109
2010 Ky 14 |Whole plant| <0.01 <0.01 97,109
& 27 |Whole plant| <0.01 <0.01 97, 109
S 60 Grain <0.01 <0.01 99, 81
NS 60 Straw <0.01 <0.01 102, 103
S’ 67# Grain <0.01 <0.01 99, 81
& 67# Straw <0.01 <0.01 102, 103
,DOQ;’ 74 Grain <0.01 <0.01 99, 81
K 74 Straw (0.003) <0.01 102, 103
S 80 Grain <0.01 <0.01 99, 81
qu’ 80 Straw <0.01 <0.01 102, 103
;\\9
1 6.0 Q§’ 80 -~ |22-Jun-2010 |BBCH 45 0 [Whole plant| 0.188 <0.01 97, 109
& 7 |Whole plant| <0.01 <0.01 97, 109
& 14 |Whole plant| <0.01 <0.01 97,109
\(§ 29 |Whole plant| <0.01 <0.01 97,109
(\0 56 Grain <0.01 <0.01 99, 81
K 56 Straw (0.003) <0.01 102, 103
& 63# | Grain <0.01 <0.01 99, 81
N 63# Straw <0.01 <0.01 102, 103
g 70 Grain <0.01 <0.01 99, 81
by 70 Straw (0.003) <0.01 102, 103
N
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GLP and Trialf Crop |Country Application Details boQ Residues found &
Details £
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at ngl Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(lays)| Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 QDN (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &
Trial Year N
&
-O\Jé‘ 76 Grain <0.01 <0.01 99, 81
% 76 Straw <0.01 <0.01 102, 103
S
CEMS-4719C |Spring Hungary |GF- 1 6.6 328 -- 13-May-2%¢]?b BBCH 32 | 75# Grain <0.01 <0.01 99, 81
CEMS-4719 |Wheat/ |NZ 2573 . é@ 75# Straw <0.01 <0.01 102, 103
DAS Ref. ID  [Triso Outdoor S
101589 (field) 1 6.4 322 -- |24-May-2010 |BBCH 39 | 64# Grain <0.01 <0.01 99, 81
Y & 64# |  Straw <0.01 <0.01 102, 103
2010 ®
1 6.3 315 - OiBS-Jun-ZOlO BBCH 45 | 54# Grain <0.01 <0.01 99, 81
bé‘ 54# Straw <0.01 <0.01 102, 103
&
CEMS-4719D |(Spring Northern |GF- 1 6.4 403 @o‘z;-- 27-May-2010 |[BBCH 32 | 75# Grain <0.01 <0.01 99, 81
CEMS-4719  |(Wheat/ |France |[2573 rba- 75# Straw <0.01 <0.01 102, 103
DAS Ref. ID  |Triso NZ o2
101589 Outdoor 1 6.6 437 -- |08-Jun-2010 |[BBCH 39 | 63# Grain <0.01 <0.01 99, 81
Y (field) .\\QQ 63# Straw <0.01 <0.01 102, 103
2010 G
1 6.3 @A’C 397 -~ |15-Jun-2010 |[BBCH 52 | 56# Grain <0.01 <0.01 99, 81
& 56# Straw <0.01 <0.01 102, 103
&>
CEMS-5001A |Spring Germany |GF- 1 \56.4 107 -- |20-May-2011 |BBCH 32 | 94# Grain <0.01 <0.01 99, 99
CEMS-5001 (Wheat/ |NZ 2573 QQ'? 94# Straw <0.01 <0.01 91, 99
DAS Ref. ID  |Amaretto  |Outdoor IS
110411 (field) 355 6.3 106 -~ |25-May-2011|BBCH 39| 0 |Whole Plant| 0.601 (0.004) 98, 96
Y & 9 |Whole Plant| <0.01 <0.01 98, 96
2011 § 15 |Whole Plant| <0.01 <0.01 98, 96
N
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GLP and Trialf Crop |Country Application Details boQ Residues found &
Details £
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at ngl Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(lays)| Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 QDN (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &
Trial Year N
N
.0)5 28 |Whole Plant| <0.01 <0.01 98, 96
% 82 Grain <0.01 <0.01 99, 99
& 82 Straw <0.01 <0.01 91, 99
O\é‘\ 89# Grain <0.01 <0.01 99, 99
.{\\@ 89# Straw <0.01 <0.01 91, 99
(z?\ 96 Grain <0.01 <0.01 99, 99
& 96 Straw <0.01 <0.01 91, 99
,\0‘7’ 103 Grain <0.01 <0.01 99, 99
boo 103 Straw <0.01 <0.01 91, 99
1 6.3 106 --é‘o 03-Jun-2011 |[BBCH45| 0 |Whole Plant| 0.132 <0.01 98, 96
ES 6 |[Whole Plant| <0.01 <0.01 98, 96
& 14 |Whole Plant| <0.01 <0.01 98, 96
R 28 |Whole Plant| <0.01 <0.01 98, 96
K 73 Grain <0.01 <0.01 99, 99
& 73 Straw <0.01 <0.01 91,99
S 80# Grain <0.01 <0.01 99, 99
& 80# | Straw <0.01 <0.01 91, 99
@4@ 87 Grain <0.01 <0.01 99, 99
& 87 Straw <0.01 <0.01 91, 99
S 94 Grain <0.01 <0.01 99, 99
& 94 Straw <0.01 <0.01 91, 99
S
@Q(v
&
&
S
(@)
¥
&
N
§o
Q_
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GLP and Trialf Crop |Country Application Details N Residues found 2
Details S
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at Pok)*l Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl|(days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha)| (L/ha) | () & (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &
Trial Year S
$
CEMS-5001B |Spring France |GF- 1 6.1 410 --  |17-May-2011 B@%H 32| 98# Grain <0.01 <0.01 99, 99
CEMS-5001 (Wheat/ |NZ 2573 Qg)o’ 98# Straw <0.01 <0.01 91, 99
DAS Ref. ID  |Sponsor  |Outdoor IS
110411 (field) 1 6.0 398 - 20-May-20\ﬁ BBCH39 | 0 (WholePlant| 0.074 <0.01 98, 96
Y & 6 |Whole Plant| (0.007) <0.01 98, 96
2011 b’\‘\ 12 |Whole Plant| (0.003) <0.01 98, 96
& 27 |Whole Plant| <0.01 <0.01 98, 96
F 88 Grain <0.01 <0.01 99, 99
$ 88 Straw <0.01 <0.01 91, 99
Y 95# |  Grain <0.01 <0.01 99, 99
N 95# |  Straw <0.01 <0.01 91, 99
(§° 101 Grain <0.01 <0.01 99, 99
& 101 Straw <0.01 <0.01 91, 99
R 108 Grain <0.01 <0.01 99, 99
@Q“’ 108 Straw <0.01 <0.01 91, 99
&
1 5.5 08%7 -- |25-May-2011 [BBCH 45| 0 |Whole Plant| 0.062 <0.01 98, 96
g,b\\ 7  |Whole Plant| (0.006) <0.01 98, 96
RS 12 |Whole Plant| <0.01 <0.01 98, 96
2 29 |Whole Plant| <0.01 <0.01 98, 96
N 83 Grain <0.01 <0.01 99, 99
&° 83 Straw <0.01 <0.01 91, 99
& 90# Grain <0.01 <0.01 99, 99
42 90# | Straw <0.01 <0.01 91, 99
S 9% | Grain | <001 | <001 99, 99
& 96 Straw <0.01 <0.01 91, 99
& 103 Grain <0.01 <0.01 99, 99
X 103 Straw <0.01 <0.01 91,99
/(AQ\OJ
§o
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl (dqﬁ) Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
CEMS-5001C |Spring Poland |GF- 1 6.1 407 -~ [25-May-2011 [BBCH 32 | 77# Grain <0.01 <0.01 99, 99
CEMS-5001 (Wheat/ |NZ 2573 .@\@ T7# Straw <0.01 <0.01 91, 99
DASRef. ID |Ina Outdoor &S
110411 (field) 1 6.3 420 - 30-May-201]{:‘7BBCH 39 | 72# Grain <0.01 <0.01 99, 99
Y & T2# Straw (0.004) <0.01 91, 99
2011 &S
1 6.3 422 - O7-Jungzt)11 BBCH 45 | 64# Grain <0.01 <0.01 99, 99
P 644 Straw 0.012 (0.004) 91, 99
CEMS-5001D |Spring United |GF- 1 6.3 105 -~ |13-lay-2011 [BBCH 32 | 90# Grain <0.01 <0.01 99, 99
CEMS-5001 (Wheat/ |Kingdom |2573 ey 90# Straw <0.01 <0.01 91, 99
DAS Ref. ID |AC Barrie |[NZ o
110411 Outdoor 1 6.2 103 --é\o 24-May-2011 |BBCH 39 | 79# Grain <0.01 <0.01 99, 99
Y (field) RS 794 Straw <0.01 <0.01 91, 99
2011 ol
1 6.2 103 \.f_bo’ -- |27-May-2011 |BBCH 45 | 76# Grain <0.01 <0.01 99, 99
7] 76# |  Straw <0.01 <0.01 91, 99
CEMS-5001E |Spring Hungary |GF- 1 5.9 3 -- |17-May-2011 |BBCH 32 | 69# Grain <0.01 <0.01 99, 99
CEMS-5001 |Wheat/ |NZ 2573 Qb 69# Straw <0.01 <0.01 91, 99
DAS Ref. ID  |Korzo Outdoor (§°
110411 (field) 1 5.9 Arf 393 -~ |31-May-2011 [BBCH 39 | 55# Grain <0.01 <0.01 99, 99
Y 2 55# Straw <0.01 <0.01 91, 99
2011 N
1 56 373 -~ |03-Jun-2011 |BBCH 47 | 52# Grain <0.01 <0.01 99, 99
qué 52# Straw <0.01 <0.01 91, 99
2]
&
&
S
(@)
¥
&
N
§®
Q_
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4
GLP and Trialf Crop |Country Application Details $ Residues found &
; >
Details @
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at Pok)*l Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl|(days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha)| (L/ha) | () & (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &
Trial Year S
S
CEMS-5001F |Spring Germany |GF- 1 6.6 110 -~ |29-Apr-2011 B@%H 32 | 96# Grain <0.01 <0.01 99, 99
CEMS-5001 (Wheat/ |NZ 2573 Qg)q 96# Straw <0.01 <0.01 91, 99
DAS Ref. ID  |Triso Outdoor s
110411 (field) 1 6.6 110 - |18-May-2 ﬁ BBCH 39 | 77# Grain <0.01 <0.01 99, 99
Y & TT# Straw <0.01 <0.01 91, 99
2011 N
1 6.4 107 -~ |25-Mdy-2011 |BBCH 45 | 70# Grain <0.01 <0.01 99, 99
F 70# Straw <0.01 <0.01 91, 99
S
Ky
5
Q>
@q#‘
)
&
‘Z?Q{b
&
~\\°°
(§§D
Qq%
&
@
S
@Q{v
$
X~
&
S
O
¥
L
N
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Table B.7.6-6 Summary of residues of XDE-729 Methyl and XDE-729 Acid in spring wheat % uthern Zone)
&
GLPand Triall Crop |Country Application Details & Residues found 2
Details <
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at Y\QD PHI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Ag;fﬂl (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 S (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) &>
Trial Year &
CEMS-4719F |Spring Spain GF- 1 6.0 379 -~ [30-Apr-2010 {BBCH 32 | 88# Grain <0.01 <0.01 99, 81
CEMS-4719  |Wheat/ SZ 2573 3 88# Straw <0.01 <0.01 102, 103
DAS Ref. ID  [Sarina Outdoor £
101589 (field) 1 5.8 367 - |18-May;2010 [BBCH39 | 0 |Whole plant| 0.175 <0.01 97, 109
Y S 7 |Whole plant| (0.007) <0.01 97, 109
2010 Q}Q’ 14 |Whole plant| <0.01 <0.01 97, 109
é& 28 |Whole plant| <0.01 <0.01 97, 109
S 63 Grain <0.01 <0.01 99, 81
3 63 Straw <0.01 <0.01 102, 103
< 704 |  Grain <0.01 <0.01 99, 81
& 70# Straw <0.01 <0.01 102, 103
(Do‘f’ 77 Grain <0.01 <0.01 99, 81
rbd‘ 77 Straw <0.01 <0.01 102, 103
@Q 84 Grain <0.01 <0.01 99, 81
L 84 Straw <0.01 (0.003) 102, 103
1 6.1 0(3386 -- |21-May-2010 |BBCH 45 0 [Wholeplant| 0.181 (0.003) 97, 109
M 7 |Whole plant| (0.005) <0.01 97, 109
& 14 |Whole plant| <0.01 <0.01 97, 109
& 28 |Whole plant| <0.01 <0.01 97, 109
S 60 Grain <0.01 <0.01 99, 81
K 60 | Straw | <0.01 <0.01 102, 103
§° 67# Grain <0.01 <0.01 99, 81
N 67# Straw <0.01 <0.01 102, 103
& 74 Grain <0.01 <0.01 99, 81
J’@ 74 | straw | <001 | (0.005) 102, 103
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& 81 Grain <0.01 <0.01 99, 81
é§ 81 Straw <0.01 <0.01 102, 103
PN
CEMS-4719G |Spring Southern |GF- 1 6.5 87 -~ |10-May-2010 Q@BCH 32 | 60# Grain <0.01 <0.01 99, 81
CEMS-4719  |Wheat / France |2573 d 60# Straw <0.01 <0.01 102, 103
DAS Ref. ID |Cap Horn [SZ &
101589 Outdoor 1 6.3 83 - 21-May-2\9\10 BBCH 39 | 49# Grain <0.01 <0.01 99, 81
Y (field) & 49# Straw <0.01 <0.01 102, 103
>
2010 &
1 5.8 77 -~ |03-Jun-2010 |BBCH 45 | 36# Grain <0.01 <0.01 99, 81
S 36# Straw 0.015 (0.005) 102, 103
CEMS-4719H |(Spring Greece |GF- 1 5.9 297 -~ 108-Apr-2010 [BBCH 32 | 71# Grain <0.01 <0.01 99, 81
CEMS-4719  (Wheat/ |SZ 2573 é\o 71# Straw <0.01 <0.01 102, 103
DAS Ref. ID  |Amaretto |Outdoor Q
101589 (field) 1 6.0 300 | o2 |21-Apr-2010 |BBCH 39 | 58# Grain <0.01 <0.01 99, 81
Y \.f_bo’ 58# Straw <0.01 <0.01 102, 103
2010 &
1 5.9 298 -~ |30-Apr-2010 |BBCH 45 | 49# Grain <0.01 <0.01 99, 81
§° 494 | Straw <0.01 <0.01 102, 103
&
CEMS-5001G |Spring Italy GF- 1 6.1 Arc" 408 - |19-Apr-2011 |BBCH 32 | 66# Grain <0.01 <0.01 99, 99
CEMS-5001 |Wheat/ |SZ 2573 2 664 Straw <0.01 <0.01 91, 99
DAS Ref. ID  |Palesio  [Outdoor NG
110411 (field) 1 56?6 440 -~ |28-Apr-2011 |BBCH39 | 0 |WholePlant| 0.196 <0.01 98, 96
Y & 7 |Whole Plant| (0.004) <0.01 98, 96
2011 42 14 |Whole Plant| <0.01 <0.01 98, 96
\ox@ 27 |Whole Plant| <0.01 <0.01 98, 96
Q)(\\ 50 [Whole Plant| <0.01 <0.01 98, 96
S 57# Grain <0.01 <0.01 99, 99
el 57# Straw <0.01 <0.01 91, 99
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& 64 Grain <0.01 <0.01 99, 99
(v-b\\oQ 64 Straw <0.01 <0.01 91, 99
&
1 6.1 403 -- |05-May-2011 %§CH 45 0 |Whole Plant| 0.116 <0.01 98, 96
5 7 |Whole Plant| (0.006) | <0.01 98, 96
;‘D\\O 13 |Whole Plant| <0.01 <0.01 98, 96
S 27 |Whole Plant| <0.01 <0.01 98, 96
b\Q 43 |Whole Plant| <0.01 <0.01 98, 96
& 50# Grain <0.01 <0.01 99, 99
& 50# Straw <0.01 <0.01 91, 99
§ 57 Grain <0.01 <0.01 99, 99
Q> 57 Straw <0.01 <0.01 91, 99
CEMS-5001H (Spring Italy GF- 1 6.6 439 --é\o 19-Apr-2011 |BBCH 32 | 66# Grain <0.01 <0.01 99, 99
CEMS-5001 |(Wheat / SZ 2573 RS 66# Straw <0.01 <0.01 91, 99
DAS Ref. ID  |Blasco Outdoor ol
110411 (field) 1 6.0 397 \,szro’ -- |28-Apr-2011 [BBCH39 | 0 |WholePlant| 0.131 <0.01 98, 96
Y & 7 |Whole Plant| <0.01 <0.01 98, 96
2011 2 13 |Whole Plant| <0.01 <0.01 98, 96
~ 27 |Whole Plant| <0.01 <0.01 98, 96
4 50 |Whole Plant| <0.01 <0.01 98, 96
& 57# | Grain <0.01 <0.01 99, 99
QQ’ 57# Straw <0.01 <0.01 91, 99
é</ 64 Grain <0.01 <0.01 99, 99
é‘(b 64 Straw <0.01 <0.01 91, 99
&
1 OQ(D 6.1 404 -- |05-May-2011 |BBCH 45 0 |Whole Plant| 0.106 <0.01 98, 96
@é‘ 6 |Whole Plant| (0.005) <0.01 98, 96
& 12 |Whole Plant| <0.01 <0.01 98, 96
5 27 |Whole Plant| <0.01 <0.01 98, 96
& 43 |Whole Plant| <0.01 <0.01 98, 96
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& [ 50# [ Grain <0.01 <0.01 99, 99
;§ 50# Straw <0.01 <0.01 91, 99
@\@ 57 Grain <0.01 <0.01 99, 99
| 57 Straw <0.01 <0.01 91, 99
CEMS-50011 |Spring Spain GF- 1 6.8 114 - |12-Apr-2011 _[BBCH 32 | 78# Grain <0.01 <0.01 99, 99
CEMS-5001 |Wheat/ |SZ 2573 ;‘D\\o 78%# Straw <0.01 <0.01 91, 99
DASRef. ID  |Alcala Outdoor S
110411 (field) 1 6.0 100 - 26-Apr82011 BBCH39 | 0 (WholePlant| 0.178 <0.01 98, 96
Y & 8 |Whole Plant| <0.01 <0.01 98, 96
2011 & 15 |Whole Plant| <0.01 <0.01 98, 96
& 29 |Whole Plant| <0.01 <0.01 98, 96
> 57 Grain <0.01 <0.01 99, 99
é\o 57 Straw <0.01 <0.01 91, 99
Q 644 Grain <0.01 <0.01 99, 99
ol 644 Straw <0.01 <0.01 91, 99
N 71 Grain <0.01 <0.01 99, 99
& 71 Straw <0.01 <0.01 91, 99
2 78 Grain <0.01 <0.01 99, 99
O& 78 Straw <0.01 <0.01 91, 99
X
1 6.1 Arf’(b 101 -- |28-Apr-2011 |BBCH 45 0 |Whole Plant| 0.118 <0.01 98, 96
° 6 |[Whole Plant| (0.005) <0.01 98, 96
é</ 13 |Whole Plant| <0.01 <0.01 98, 96
6\(0 27 |Whole Plant| <0.01 <0.01 98, 96
& 55 Grain <0.01 <0.01 99, 99
42 55 Straw <0.01 <0.01 91, 99
\O@ 624 Grain <0.01 <0.01 99, 99
& 62# Straw <0.01 <0.01 91, 99
5 69 Grain <0.01 <0.01 99, 99
& 69 Straw <0.01 <0.01 91, 99
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl Acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& 76 Grain <0.01 <0.01 99, 99
S 76 Straw <0.01 <0.01 91, 99
CEMS-5001J |Spring Spain GF- 1 6.4 106 -~ |07-Apr-2011 B%@H 32| 89# Grain <0.01 <0.01 99, 99
CEMS-5001 |Wheat/ |SZ 2573 | S 89# Straw <0.01 <0.01 91, 99
DASRef. ID |Califa  |Outdoor 5
110411 (field) 1 6.2 103 - 26-Apr-20],§.~O BBCH 39 | 70# Grain <0.01 <0.01 99, 99
Y S 70# | Straw <0.01 <0.01 91, 99
2011 b\Q
1 6.6 110 - OB-M\gZy-ZOll BBCH 45 | 63# Grain <0.01 <0.01 99, 99
@ 63# Straw <0.01 <0.01 91, 99
CEMS-5001L |Spring Greece |GF- 1 5.7 382 -~ |08*Apr-2011 |BBCH 32 | 84# Grain <0.01 <0.01 99, 99
CEMS-5001 |Wheat/ |SZ 2573 o 84# Straw <0.01 <0.01 91, 99
DAS Ref. ID  [Claudio  |Outdoor é\o
110411 (field) 1 5.8 389 > |18-Apr-2011 [BBCH 39 | 72# Grain <0.01 <0.01 99, 99
Y o0 724 Straw <0.01 <0.01 91, 99
2011 N
1 6.1 4O4Qf§’ --  |29-Apr-2011 |BBCH 45 | 61# Grain <0.01 <0.01 99, 99
2 61# Straw <0.01 <0.01 91, 99
CEMS-5001M |Spring Greece |GF- 1 6.1 404 -- |05-Apr-2011 |BBCH 32 | 72# Grain <0.01 <0.01 99, 99
CEMS-5001 |Wheat/ |SZ 2573 (§° 72# Straw <0.01 <0.01 91, 99
DAS Ref. ID  |Gekora  |Outdoor Afc‘\’
110411 (field) 1 6.2,7| 411 --  |20-Apr-2011 |BBCH 39 | 57# Grain <0.01 <0.01 99, 99
Y N 57# | Staw | <0.01 <0.01 91, 99
2011 5{”
1 | 262 413 -- |05-May-2011 [BBCH 45 | 42# Grain <0.01 <0.01 99, 99
4> 424 Straw <0.01 <0.01 91, 99
$
# Limit of Quantitation (LOQ) = 0.01 mg/kg; Limit gf Detection (LOD) = 0.003 mg/kg. Residue values equal to or greater than the LOD, but less than the LOQ are displayed
within parenthesis. G§°
# = Normal Commercial Harvest Y
§®
Q_
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Table B.7.6-7 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in spring wheﬁ(Northern Zone)
&
GLP and Trialf Crop |Country Application Details &@0 Residues found &
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHY | Portion |Cloquintocet-|Cloquintocet| 9% Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(days)| Analysed mexyl acid Cloquintocet-
Report No. Location (gai/ha)| (L/ha) | () & (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) S Cloquintocet
Trial Year S acid
&
CEMS-4719A |Spring United |GF- 1 6.3 313 -- |22-Jun-2010 BBZSH 32| 55 Grain -- -- --
CEMS-4719  |Wheat/ Kingdom|2573 S 55 Straw -- -- --
DASRef. ID  [Belvoir  [NZ o§
101589 Outdoor 1 6.3 314 -- 24-Jun-201§@ BBCH 39 | 53# Grain <0.01 <0.01 104, 102
Y (field) (z?\ 53# Straw <0.01 <0.01 111, 109
2010 & 64 Grain <0.01 <0.01 104, 102
\0@ 64 Straw <0.01 <0.01 111, 109
boo 67 Grain <0.01 <0.01 104, 102
§ 67 Straw <0.01 <0.01 111, 109
2
1 6.2 311 -- Q§29-Jun-2010 BBCH 45 | 48# Grain <0.01 <0.01 104, 102
& 48# Straw <0.01 <0.01 111, 109
& 59 Grain <0.01 <0.01 104, 102
IS# 50 | Straw <0.01 <0.01 111, 109
gz? 62 Grain <0.01 <0.01 104, 102
,\\00 62 Straw <0.01 <0.01 111, 109
be
CEMS-4719B |Spring Germany |GF- 1 6.3 @@83 -- |08-Jun-2010 |[BBCH 32| 77 Grain -- -- --
CEMS-4719  |Wheat / NZ 2573 QS) 77 Straw -- -- --
DAS Ref. ID  [Naxos Outdoor ES
101589 (field) 1 6;\]3\ 82 -- [18-Jun-2010 |BBCH 39 | 60 Grain <0.01 <0.01 104, 102
Y sz'? 60 Straw <0.01 <0.01 111, 109
2010 & 67# Grain <0.01 <0.01 104, 102
'S 67# Straw <0.01 <0.01 111, 109
N 74 Grain <0.01 <0.01 104, 102
S 74 Straw <0.01 <0.01 111, 109
¥
&
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
@\T
O] 80 Grain <0.01 <0.01 104, 102
.@x@ 80 Straw <0.01 <0.01 111, 109
S
1 6.0 80 -~ |22-Jun-2010 Bﬁ%H 45| 56 Grain <0.01 <0.01 104, 102
i 56 Straw <0.01 <0.01 111, 109
5 63# Grain <0.01 <0.01 104, 102
b'@ 63# Straw <0.01 <0.01 111,109
& 70 Grain <0.01 <0.01 104, 102
& 70 Straw <0.01 <0.01 111, 109
& 76 Grain <0.01 <0.01 104, 102
RS 76 Straw <0.01 <0.01 111, 109
<
CEMS-4719C |Spring Hungary |GF- 1 6.6 328 - gIB-May-ZOlO BBCH 32 | 75# Grain -- - -
CEMS-4719 |Wheat/ |NZ 2573 o0 75# Straw -- - -
DAS Ref. ID  |Triso Outdoor &
101589 (field) 1 6.4 322 Q,g)__ 24-May-2010 |BBCH 39 | 64# Grain <0.01 <0.01 104, 102
Y ,§7 64# Straw <0.01 <0.01 111,109
2010 ~
1 6.3 3;% -- |03-Jun-2010 |[BBCH 45 | 54# Grain <0.01 <0.01 104, 102
& 54# | Straw <0.01 <0.01 111, 109
o
@
CEMS-4719D |Spring Northern |GF- 1 6.4 5/ 403 -- |27-May-2010 |[BBCH 32 | 75# Grain -- -- --
CEMS-4719  |Wheat / France |2573 5\'” 75# Straw -- -- --
DAS Ref. ID  |Triso NZ &
101589 Outdoor 1 8.6 417 -- |08-Jun-2010 |[BBCH 39 | 63# Grain <0.01 <0.01 104, 102
Y (field) yox@ 63# Straw <0.01 <0.01 111, 109
2010 &
g@@ 6.3 397 -- |15-Jun-2010 |[BBCH 52 | 56# Grain <0.01 <0.01 104, 102
S 56# Straw <0.01 <0.01 111,109
/§7
§o
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
N
.o’\é\
>
CEMS-5001A |Spring Germany |GF- 1 6.4 107 - [20-May-2011 [BBCEF32 | 94# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |NZ 2573 QPO’ 944 Straw <0.01 <0.01 101, 105
DAS Ref. ID  |[Amaretto |Outdoor S
110411 (field) 1 6.3 106 -~ |25-May-2011$BBCH 39| 89# Grain <0.01 <0.01 93, 94
Y &) 89# | Straw <0.01 <0.01 101, 105
2011 S
1 6.3 106 -~ |03-Jun-2611 |BBCH 45 | 80# Grain <0.01 <0.01 93, 94
& 80# Straw <0.01 <0.01 101, 105
CEMS-5001B |Spring France |GF- 1 6.1 410 -~ |17-May-2011 |BBCH 32 | 98# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |NZ 2573 O\\,\b 98# Straw <0.01 <0.01 101, 105
DAS Ref. ID  |Sponsor  |Outdoor S
110411 (field) 1 6.0 398 - Q§’20-May-2011 BBCH 39 | 95# Grain <0.01 <0.01 93, 94
Y & 95# Straw <0.01 <0.01 101, 105
2011 &
1 5.5 367 (QQ’ -- |25-May-2011 |BBCH 45 | 90# Grain <0.01 <0.01 93, 94
?{z?’ 90# Straw <0.01 <0.01 101, 105
CEMS-5001C |Spring Poland |GF- 1 6.1 40% -- |25-May-2011 |BBCH 32 | 77# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |NZ 2573 \\;z?\ T7# Straw <0.01 <0.01 101, 105
DAS Ref. ID |Ina Outdoor @@
110411 (field) 1 6.3 & 420 -~ |30-May-2011 [BBCH 39 | 72# Grain <0.01 <0.01 93, 94
Y £ 724 Straw <0.01 <0.01 101, 105
2011 &
1 g% 422 -- |07-Jun-2011 |BBCH 45 | 64# Grain <0.01 <0.01 93, 94
& 644 Straw <0.01 <0.01 101, 105
CEMS-5001D |Spring United |GF- 1 {5 63 105 -~ |13-May-2011 |BBCH 32 | 90# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |Kingdom|2573 S 90# Straw <0.01 <0.01 101, 105
DASRef. ID |AC Barrie |NZ &
8
x
N
§o
Q_




120 ;
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
@\T
110411 Outdoor 1 6.2 103 -~ |24-May-2011 [BBCH 794 Grain <0.01 <0.01 93, 94
Y (field) .@\@ 794 Straw <0.01 <0.01 101, 105
2011 &S
1 | 62 | 103 | - |27-May-2011 |BECH45 | 76# | Grain <0.01 <0.01 93, 94
1 764 Straw <0.01 <0.01 101, 105
CEMS-5001E |Spring Hungary |GF- 1 5.9 393 - |17-May-2013BBCH 32 | 69# Grain <0.01 <0.01 93,94
CEMS-5001 |Wheat/ |NZ 2573 b\o 69# Straw <0.01 <0.01 101, 105
DAS Ref. ID  |Korzo Outdoor &
110411 (field) 1 5.9 393 -~ |31-May-2011 |BBCH 39 | 55# Grain <0.01 <0.01 93, 94
Y ey 55# Straw <0.01 <0.01 101, 105
2011 R
1 5.6 373 - @9-Jun-2011 BBCH 47 | 52# Grain <0.01 <0.01 93, 94
K 524 Straw <0.01 <0.01 101, 105
CEMS-5001F |Spring Germany |GF- 1 6.6 110 " [29-Apr-2011 |BBCH 32 | 96# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |NZ 2573 (\)@0’ 96# Straw <0.01 <0.01 101, 105
DAS Ref. ID  |Triso Outdoor e
110411 (field) 1 6.6 110 5p - |18-May-2011 [BBCH 39 | 77# Grain <0.01 <0.01 93,94
Y ~ 77# | Straw <0.01 <0.01 101, 105
2011 &
1 64 | 107 | -- |25-May-2011|BBCH 45| 70# | Grain <0.01 <0.01 93, 94
2 704# Straw <0.01 <0.01 101, 105
&
O
(‘gb
@Q(v
&
&
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Q?@
Table B.7.6-8 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in spring wheg?(Southern Zone)
GLP and Trialf Crop |Country Application Details boQ Residues found &
Details @
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at PHIO\)’*’ Portion |Cloquintocet-| Cloquintocet| 9% Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl|(day®)| Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 Qé‘ (mg/Kg) (mg/Kg) mexyl,
GLP(YIN) & Cloquintocet
Trial Year 4\5 acid
CEMS-4719F |Spring Spain GF- 1 6.0 379 -- |30-Apr-2010 BBCH$2 88 Grain -- -- --
CEMS-4719 |Wheat/ |SZ 2573 § 88 Straw - - -
DAS Ref. ID  |Sarina Outdoor &
101589 (field) 1 5.8 367 -~ |18-May-2010 |BBCH 39 | 63 Grain <0.01 <0.01 104, 102
Y b 63 Straw <0.01 <0.01 111, 109
2010 é@O 704 |  Grain <0.01 <0.01 104, 102
N T70# Straw <0.01 <0.01 111,109
@(b 77 Grain <0.01 <0.01 104, 102
\0‘7’ 77 Straw <0.01 <0.01 111, 109
& 84 Grain <0.01 <0.01 104, 102
S 84 | Straw <0.01 <0.01 111, 109
2
1 6.1 386 -- Qg’Zl-May-ZOlO BBCH 45| 60 Grain <0.01 <0.01 104, 102
& 60 Straw <0.01 <0.01 111,109
& 67# Grain <0.01 <0.01 104, 102
1< 674 | Straw <0.01 <0.01 111, 109
31 74 Grain <0.01 <0.01 104, 102
S 74 Straw <0.01 <0.01 111,109
\\;b‘\ 81 Grain <0.01 <0.01 104, 102
@@ 81 Straw <0.01 <0.01 111,109
D
CEMS-4719G |Spring Southern |GF- 1 6.5 71 87 -- |10-May-2010 |[BBCH 32 | 60# Grain -- -- --
CEMS-4719  |Wheat / France |2573 S 60# Straw -- -- --
DASRef. ID  |Cap Horn |SZ &
101589 Outdoor 1 é@%3 83 -- |21-May-2010 |[BBCH 39 | 49# Grain <0.01 <0.01 104, 102
Y (field) 'S 49# Straw <0.01 <0.01 111, 109
2010 &
K 5.8 77 -- |03-Jun-2010 |BBCH 45 | 36# Grain <0.01 <0.01 104, 102
Y
@
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
Qé" 36# Straw <0.01 <0.01 111, 109
O
CEMS-4719H (Spring Greece |GF- 1 5.9 297 -- |08-Apr-2010 BBCI;jﬁ‘fSZ T1# Grain -- -- --
CEMS-4719  |(Wheat/ |SZ 2573 S 71# Straw - - --
DAS Ref. ID  |Amaretto |Outdoor Q.Q_
101589 (field) 1 6.0 300 -~ |21-Apr-2010 ?BCH 39| 58# Grain <0.01 <0.01 104, 102
Y & 58# Straw <0.01 <0.01 111, 109
2010 L
1 5.9 293 - 30-Apr-%§ﬁ0 BBCH 45 | 49# Grain <0.01 <0.01 104, 102
¢ 49# Straw <0.01 <0.01 111, 109
S
CEMS-5001G |Spring Italy GF- 1 6.1 408 - |19Apr-2011 |BBCH 32 | 66# Grain <0.01 <0.01 93,94
CEMS-5001 |Wheat/ |SZ 2573 é\o 66# Straw <0.01 <0.01 101, 105
DAS Ref. ID  |Palesio Outdoor J
110411 (field) 1 6.6 440 5,7 |28-Apr-2011 |BBCH 39 | 57# Grain <0.01 <0.01 93,94
Y \gvo’ 57# Straw <0.01 <0.01 101, 105
2011 &
1 6.1 403 ;¥ -- |05-May-2011 |IBBCH 45 | 50# Grain <0.01 <0.01 93, 94
O 504 | Straw <0.01 <0.01 101, 105
CEMS-5001H |Spring Italy GF- 1 6.6 489 -- |19-Apr-2011 |BBCH 32 | 66# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |SZ 2573 @‘} 66# Straw <0.01 <0.01 101, 105
DASRef. ID [Blasco  |Outdoor 47
110411 (field) 1 6.0 g</ 397 -- |28-Apr-2011 [BBCH 39 | 57# Grain <0.01 <0.01 93, 94
Y 5\’” 57# Straw <0.01 <0.01 101, 105
2011 &
1 6.1 404 -- |05-May-2011 |BBCH 45 | 50# Grain <0.01 <0.01 93,94
Ox@ 50# Straw <0.01 <0.01 101, 105
CEMS-50011 |Spring Spain GF- 15 68 114 -~ |12-Apr-2011 |BBCH 32 | 78# Grain <0.01 <0.01 93,94
CEMS-5001 |Wheat/ |SZ 2573 $ 78# Straw <0.01 <0.01 101, 105
DASRef. ID  |Alcala Outdoor 5
/QAQ\O)
§o
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GSat | PHI |gPortion |Cloquintocet-| Cloquintocet| % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last Appl|(days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ai’ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl,
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
110411 (field) 1 6.0 100 - [26-Apr-2011 |BBCH 394 64# Grain <0.01 <0.01 93, 94
Y ;\\0° 644 Straw <0.01 <0.01 101, 105
2011 &
1 6.1 101 -~ |28-Apr-2011 |BBGH 45 | 62# Grain <0.01 <0.01 93, 94
< 62# | Straw <0.01 <0.01 101, 105
CEMS-5001J |Spring Spain GF- 1 6.4 106 -~ |07-Apr-2011 ?BCH 32| 89# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |SZ 2573 &) 89# Straw <0.01 <0.01 101, 105
DAS Ref. ID |Califa Outdoor <
110411 (field) 1 6.2 103 -- 26-Apr-%§ﬁ1 BBCH 39 | 70# Grain <0.01 <0.01 93, 94
Y & 70# Straw <0.01 <0.01 101, 105
2011 &
1 6.6 110 - 03\§ﬁay-2011 BBCH 45 | 63# Grain <0.01 <0.01 93, 94
& 63# Straw <0.01 <0.01 101, 105
CEMS-5001L |Spring Greece |GF- 1 5.7 382 - §>66-Apr-2011 BBCH 32 | 84# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |SZ 2573 o0 84# Straw <0.01 <0.01 101, 105
DASRef. ID |Claudio  |Outdoor &
110411 (field) 1 5.8 389 Q,g)__ 18-Apr-2011 |BBCH 39 | 72# Grain <0.01 <0.01 93, 94
Y 5 T2# Straw <0.01 <0.01 101, 105
2011 ~
1 6.1 4@3 --  |29-Apr-2011 |BBCH 45 | 61# Grain <0.01 <0.01 93,94
> 61# | Straw <0.01 <0.01 101, 105
CEMS-5001M |Spring Greece |GF- 1 6.1 (2404 -- |05-Apr-2011 |[BBCH 32 | 72# Grain <0.01 <0.01 93, 94
CEMS-5001 |Wheat/ |SZ 2573 g</ 724 Straw <0.01 <0.01 101, 105
DASRef. ID |Gekora  |Outdoor &0
110411 (field) 1 62 411 -- |20-Apr-2011 [BBCH 39 | 57# Grain <0.01 <0.01 93, 94
Y o} 57# Straw <0.01 <0.01 101, 105
2011 N
1 & 6.2 413 -- |05-May-2011 |BBCH 45 | 42# Grain <0.01 <0.01 93, 94
S 42# Straw <0.01 <0.01 101, 105
# = Normal Commercial Harvest t)o(’
/QAQ\OJ
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Q_




124

"
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
Table B.7.6-9 Summary of residues of XDE-729 Methyl and XDE-729 Acid in winter barley (Ngﬁhern Zone)
&
GLP and Trialf Crop |Country Application Details &@Q Residues found &
Details L
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GSat | PHI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last App@(days) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 & (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) N
Trial Year L
&
CEMS-4553A |Winter Germany |GF- 2 8.2 327 -- |09-Dec-2009 [BBCH 32 | 92 Grain <0.01 <0.01 101, 95
CEMS-4553  |Barley / NZ 2573 6.3 317 -~ |20-Apr-2010¢ 92 Straw <0.01 <0.01 98, 94
DAS Ref. ID  |Finesse  |[Outdoor &
090119 (field) 2 7.4 298 - |09-Dec-2009 [BBCH39 | 0* |Whole plant| 0.405 (0.004) 97, 92
Y 5.9 204 | - |10-May-2010 0- |Whole plant| <0.01 <0.01 97, 92
2009-2010 & 0+ [Whole plant| 0.089 <0.01 97,92
& 7 |Whole plant| (0.006) <0.01 97,92
boo 15 |Whole plant| <0.01 <0.01 97, 92
3 28 |[Whole plant| <0.01 <0.01 97, 92
> 56 |Whole plant| <0.01 <0.01 97,92
@Qb 72 Grain <0.01 <0.01 101, 95
(DOQ; 72 Straw <0.01 <0.01 98, 94
&
2 7.3 292 | -- |09-Dec-2009 |BBCH 49 | 0* |Whole plant| 0.375 (0.003) 97,92
6.1 - |18-May-2010 0- |Whole plant| <0.01 <0.01 97,92
S 0+ |Whole plant| 0.076 <0.01 97,92
& 7 |Whole plant| (0.006) <0.01 97, 92
@iﬁ 14 |Whole plant| <0.01 <0.01 97,92
QS) 28 |Whole plant| <0.01 <0.01 97,92
ES 56 |Whole plant| <0.01 <0.01 97,92
& 64 Grain <0.01 <0.01 101, 95
& 64 Straw <0.01 <0.01 98, 94
1@*@ 6.2 309 -- |18-May-2010 |BBCH 49 | 0+ |Whole plant| 0.122 <0.01 97,92
& 7 |Whole plant| (0.006) <0.01 97,92
$ 14 |Whole plant| <0.01 <0.01 97, 92
¥
@
N
§®
Q_




125 i
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 28 [Whole plant| <0.01 <0.01 97,92
.@x@ 56 |[Whole plant| <0.01 <0.01 97,92
| S 64 Grain <0.01 <0.01 101, 95
o,f 64 | Straw | <001 | <0.01 98, 94
CEMS-4553B |Winter Hungary |GF- 2 7.5 301 -- 10-Dec-2®9 BBCH32 | -- Grain -- -- --
CEMS-4553 |Barley/ |NZ 2573 6.2 309 -- 09—AprS2010 -- Straw -- -- --
DAS Ref. ID |Laverda |Outdoor @‘D
090119 (field) 2 7.5 300 -~ |10-Pec-2009 [BBCH 39 | 0* |Whole plant| 0.457 (0.007) 97, 92
Y 6.0 301 -~ |3@Apr-2010 0- |Whole plant| <0.01 <0.01 97, 92
2009-2010 o 0+ |Whole plant| 0.148 <0.01 97,92
é\o 7  |Whole plant| (0.006) <0.01 97, 92
Q 14 |Whole plant| <0.01 <0.01 97,92
o0 28 |Whole plant| <0.01 <0.01 97,92
\.f_bo’ 56 |Whole plant| <0.01 <0.01 97, 92
Qf§’ - Grain -- -- -
b;b@ - Straw -- -- -
<
2 7.7 (§°308 --  |10-Dec-2009 |BBCH 45| 0* |Whole plant| 0.537 (0.008) 97,92
6.0 A@‘\’ 301 -- |07-May-2010 0- |Whole plant| <0.01 <0.01 97,92
2 0+ |Whole plant| 0.075 <0.01 97,92
NG 7 |Whole plant| (0.004) <0.01 97,92
é\(b 14 |Whole plant| <0.01 <0.01 97,92
& 28 |Whole plant| <0.01 <0.01 97,92
a2 56 Grain <0.01 <0.01 101, 95
\ox@ 56 Straw <0.01 <0.01 98, 94
&
§Q’1 6.1 304 -- |07-May-2010 |BBCH45 | 0 |Whole plant| 0.049 (0.003) 97,92
N 7 |Whole plant| (0.006) <0.01 97, 92
§®
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 14 |Whole plant| <0.01 <0.01 97,92
.@x@ 28 |Whole plant| <0.01 <0.01 97,92
| S 56 Grain <0.01 <0.01 101, 95
o,f 56 | Straw | <001 | <0.01 98, 94
>
CEMS-4553E  (Winter Germany |GF- 2 8.2 327 -- |09-Dec-2009 [BBCH32 | 76 Grain <0.01 <0.01 101, 95
CEMS-4553 |Barley/ |NZ 2573 6.7 337 - 27-Aprg8010 76 Straw <0.01 <0.01 98, 94
DAS Ref. ID  |Souleyka |Outdoor &
090119 (field) 2 7.7 310 -~ |09:Pec-2009 BBCH39 | 62 Grain <0.01 <0.01 101, 95
Y 6.5 327 - |1HMay 2010 62 Straw <0.01 <0.01 98, 94
2009-2010 o
2 7.7 307 --é\o 09-Dec-2009 |BBCH 45| 54 Grain <0.01 <0.01 101, 95
6.1 307 S 19-May-2010 54 Straw <0.01 <0.01 98, 94
(]
1 6.9 343 \.f_bo’ -~ |19-May-2010 BBCH 45 | 54 Grain <0.01 <0.01 101, 95
& 54 | Straw | <001 | <0.01 98, 94
2
CEMS-4553F |Winter France |GF- 2 7.7 307 --  |31-Dec-2009 |BBCH 32 | 90 Grain <0.01 <0.01 101, 95
CEMS-4553 |Barley/ |NZ 2573 6.3 (§°317 -~ |09-Apr-2010 90 Straw <0.01 <0.01 98, 94
DAS Ref. ID  |Hymalaya |Outdoor Afc‘\’
090119 (field) 2 742 297 -~ |31-Dec-2009 [BBCH39 | 71 Grain <0.01 <0.01 101, 95
Y 6(3/ 317 -~ |28-Apr-2010 71 Straw <0.01 <0.01 98, 94
2009-2010 5{"
2 | &7 310 -~ |31-Dec-2009 \BBCH 45 | 65 Grain <0.01 <0.01 101, 95
@oQ 6.2 310 -~ |04-May-2010 65 Straw <0.01 <0.01 98, 94
S
Q)&\O 5.8 290 -- |04-May-2010 BBCH 45 | 65 Grain <0.01 <0.01 101, 95
S 65 Straw <0.01 <0.01 98, 94
xC.)
L
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
CEMS-4890A |Winter Germany |GF- 2 8.6 115 -~ [25-Nov-2010 [BBCH 32 | 87 Grain <0.01 <0.01 106, 100
CEMS-4890 |Barley/ |NZ 2573 6.6 110 - |15-Apr-2011 .@\@ 87 Straw <0.01 <0.01 92, 90
DAS Ref. ID  [Souleyka [Outdoor L
102083 (field) 2 8.1 108 - 25-N0v-2010(\‘7BBCH 39| 0* |[WholePlant| 1.305 0.016 100, 96
Y 6.1 102 -~ [29-Apr-201F 0- |Whole Plant| <0.01 <0.01 100, 96
2010-2011 ,@0\ 0+ [Whole Plant| 0.261 (0.004) 100, 96
b-s 7 |Whole Plant| 0.020 <0.01 100, 96
& 14 |Whole Plant| (0.004) <0.01 100, 96
&£ 28 |Whole Plant| <0.01 <0.01 100, 96
& 59 |Whole Plant| <0.01 <0.01 100, 96
> 73 Grain <0.01 <0.01 106, 100
é\o 73 Straw <0.01 <0.01 92,90
>
2 8.0 106 Q,‘ZZQ- 25-Nov-2010 |[BBCH 45 | 0* |Whole Plant| 1.306 0.019 100, 96
6.1 102 \,szro’ -~ |03-May-2011 0- |Whole Plant| <0.01 <0.01 100, 96
Qré’ 0+ [Whole Plant| 0.206 <0.01 100, 96
2 7  |Whole Plant| (0.009) <0.01 100, 96
I~ 14 |Whole Plant| (0.004) <0.01 100, 96
& 28 |Whole Plant| (0.003) | <0.01 100, 96
& 56 |Whole Plant| <0.01 <0.01 100, 96
° 69 Grain <0.01 <0.01 106, 100
(f</ 69 Straw <0.01 <0.01 92,90
@
1 $°6.1 101 -- |03-May-2011 |BBCH 45 | 0+ |Whole Plant| 0.236 <0.01 100, 96
42 7 |Whole Plant| 0.015 <0.01 100, 96
\O&é\ 14 |Whole Plant| (0.005) <0.01 100, 96
& 28 |Whole Plant| <0.01 <0.01 100, 96
5 56 |Whole Plant| <0.01 <0.01 100, 96
& 69 Grain <0.01 <0.01 106, 100
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl (dqﬁ) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
(;,?6\ 69 Straw <0.01 <0.01 92,90
CEMS-4890C |Winter Hungary |GF- 2 7.5 402 - |08-Dec-2010 [BBCH 32 | 99 Grain <0.01 <0.01 106, 100
CEMS-4890 (Barley/ |NZ 2573 7.8 415 - |18-Apr-2011 Qibo’ 99 Straw <0.01 <0.01 92,90
DAS Ref. ID  |Nelly Outdoor &
102083 (field) 2 7.3 392 -~ |08-Dec-2010 |BBCH39 | 81 Grain <0.01 <0.01 106, 100
Y 6.1 407 - |06-May-2011 81 Straw <0.01 <0.01 92, 90
2010-2011 NI
2 7.7 412 -- |08-Dgé-2010 |BBCH 45 | 70 Grain <0.01 <0.01 106, 100
5.6 373 -~ |17-81ay-2011 70 Straw <0.01 <0.01 92,90
S
1 5.9 392 - O§7-May-2011 BBCH45| 70 Grain <0.01 <0.01 106, 100
s 70 Straw <0.01 <0.01 92, 90
CEMS-4890D |Winter France |GF- 2 8.0 429 (§-° 10-Jan-2011 |BBCH 32 | 83 Grain <0.01 <0.01 106, 100
CEMS-4890 |(Barley/ |NZ 2573 6.5 433 | @-- |06-Apr-2011 83 Straw <0.01 <0.01 92,90
DAS Ref. ID  [Malicorne |Outdoor R
102083 (field) 2 8.0 427¢| -~ |10-Jan-2011 |BBCH 39 | 61 Grain <0.01 <0.01 106, 100
Y 6.0 -~ |28-Apr-2011 61 Straw <0.01 <0.01 92,90
2011 S
2 7.5 §$393 -- |10-Jan-2011 |[BBCH57 | 57 Grain <0.01 <0.01 106, 100
6.4 @gﬁ 427 -- |02-May-2011 57 Straw <0.01 <0.01 92, 90
O
1 Qéﬁ’ 400 -- |02-May-2011 BBCH 57 | 57 Grain <0.01 <0.01 106, 100
S 57 Straw <0.01 <0.01 92, 90
CEMS-4890E |Winter Germany |GF- 2 sz’? 8.8 118 -- |25-Nov-2010 |[BBCH32 | 71 Grain <0.01 <0.01 106, 100
CEMS-4890 |(Barley/ |NZ 2573 & 65 108 - |26-Apr-2011 71 Straw <0.01 <0.01 92,90
DAS Ref. ID  [Highlight |Outdoor <
102083 (field) 2 8.8 118 -~ |25-Nov-2010 |BBCH 39 | 61 Grain <0.01 <0.01 106, 100
Y $ 6.3 105 -- |06-May-2011 61 Straw <0.01 <0.01 92, 90
¥
&
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
2010-2011 N
2 8.6 115 -- 25-Nov-2010 B%@H 45-| 57 Grain <0.01 <0.01 106, 100
6.0 100 -- |10-May-2011 @ 57 Straw <0.01 <0.01 92, 90
CEMS-4890F |Winter Poland |GF- 2 8.1 433 -- 06-Dec-201OQ§BCH 32| 70 Grain <0.01 <0.01 106, 100
CEMS-4890 |Barley/ NZ 2573 6.5 433 -- 27-Apr-20]$ 70 Straw <0.01 <0.01 92,90
DASRef. ID  |Lomerit  |Outdoor S
102083 (field) 2 7.8 413 -- |06-Dec-2010 |BBCH 39 | 57 Grain <0.01 <0.01 106, 100
Y 6.5 430 -- 1O-M&@3y-2011 57 Straw <0.01 <0.01 92,90
2010-2011 &
2 7.6 407 -- O@Dec-ZOlO BBCH45 | 51 Grain <0.01 <0.01 106, 100
6.4 428 - {¥6-May-2011 51 Straw <0.01 <0.01 92,90
N
1 6.2 413 -Qbo) 16-May-2011 |BBCH 45 | 51 Grain <0.01 <0.01 106, 100
o0 51 Straw <0.01 <0.01 92, 90
CEMS-4890G |Winter United |GF- 2 8.6 115 a‘_bw -- |15-Dec-2010 [BBCH 32 | 96 Grain <0.01 <0.01 106, 100
CEMS-4890 |(Barley/ Kingdom|2573 6.4 107¢| -- |20-Apr-2011 96 Straw <0.01 <0.01 92,90
DAS Ref. ID  |Cassata NZ o
102083 Outdoor 2 8.4 &31 -- |15-Dec-2010 |BBCH 39 | 82 Grain <0.01 <0.01 106, 100
\4 (field) 54 (5790 -~ |04-May-2011 82 Straw <0.01 <0.01 92,90
2010-2011 &
2 8.4QQ’ 111 -- |15-Dec-2010 |BBCH45 | 75 Grain <0.01 <0.01 106, 100
%ﬁ/ 107 - [11-May-2011 75 Straw <0.01 <0.01 92,90
(x\
1 (§\06.4 107 -- |11-May-2011 |BBCH45 | 75 Grain <0.01 <0.01 106, 100
4> 75 Straw <0.01 <0.01 92, 90
$
QO
&
S
(@)
¥
R
N
§®
Q_
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Table B.7.6-10 Summary of residues of XDE-729 Methyl and XDE-729 Acid in winter barley (§5ﬂthern Zone)
$
GLP and Trialf Crop |Country Application Details & Residues found 2
Details o’\?
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at §’HI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last App\l:D(days) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 Ng (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) N
B O
Trial Year >
CEMS-4553C |Winter Greece |GF- 2 7.6 305 -- |30-Dec-2009 B@CH 32| 127 Grain <0.01 <0.01 101, 95
CEMS-4553 |Barley/ |SZ 2573 6.1 307 -~ |23-Feb-2010 ¢ 127 Straw <0.01 <0.01 98, 94
DAS Ref. ID  |Demetra  |Outdoor 3
090119 (field) 2 7.2 288 - 30-Dec-2(§f§ BBCH39 | 0* (Wholeplant| 0.394 (0.008) 97, 92
Y 5.9 296 - 07-Apr7\g§’10 0- |Whole plant| <0.01 <0.01 97, 92
2009-2010 o 0+ [Whole plant| 0.185 <0.01 97, 92
@«‘Z’ 7 |Whole plant| 0.010 <0.01 97, 92
6‘0 14 |Whole plant| (0.005) <0.01 97, 92
S 28 |Whole plant| (0.004) <0.01 97,92
3 56 |Whole plant| <0.01 <0.01 97,92
< 84 Grain <0.01 <0.01 101, 95
& 84 Straw <0.01 <0.01 98, 94
1
2 7.7 308 rbd(‘b -- |30-Dec-2009 [BBCH 45 | 0* |Whole plant| 0.621 0.012 97, 92
6.0 29}\30Q - |14-Apr-2010 0- |Whole plant| <0.01 <0.01 97, 92
N4 0+ [Whole plant| 0.153 <0.01 97, 92
= 7 |Whole plant| 0.010 <0.01 97,92
o 14 |Whole plant| (0.007) <0.01 97, 92
M 28 |Whole plant| (0.006) (0.003) 97,92
& 60 |Whole plant| <0.01 <0.01 97,92
N 77 Grain <0.01 <0.01 101, 95
(\5\ 77 Straw <0.01 <0.01 98, 94
v
1 §Q 6.0 300 -~ |14-Apr-2010 [BBCH 45 | 0+ |Whole plant| 0.163 <0.01 97, 92
S0 7 |Whole plant| (0.010) <0.01 97,92
& 14 |Whole plant| (0.009) (0.004) 97,92
§ 28 |Whole plant| (0.007) (0.007) 97, 92
O
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& ] 60 [Wholeplant] <0.01 <0.01 97,92
;§ 77 Grain <0.01 <0.01 101, 95
@\@ 77 Straw <0.01 <0.01 98, 94
S
N%)
CEMS-4553D |Winter France |GF- 2 7.2 290 - |17-Dec-2009.[BBCH 32 | 102 Grain <0.01 <0.01 101, 95
CEMS-4553 |Barley/ |SZ 2573 6.0 299 - 02-Apr-20],\l§D 102 Straw <0.01 <0.01 98, 94
DASRef. ID |County  |Outdoor S
090119 (field) 2 7.3 291 - 17-Dec82009 BBCH 45-| 0* (Whole plant| 0.801 (0.005) 97, 92
Y 6.0 299 - 11-M&@Zy-2010 51 0- |Whole plant| <0.01 <0.01 97, 92
2009-2010 &£ 0+ [Whole plant| 0.175 <0.01 97, 92
& 7 |Whole plant| 0.049 (0.007) 97, 92
> 14 |Whole plant| 0.048 (0.008) 97, 92
é\o 28 |Whole plant| 0.033 0.018 97, 92
Q 56 |Whole plant| 0.019 0.011 97, 92
ol 63 Grain (0.005) (0.003) 101, 95
d(_vo’ 63 Straw 0.029 0.021 98, 94
v
2 6.8 ZZSQQ -- |17-Dec-2009 |[BBCH 45-| 0* |Whole plant| 0.888 (0.006) 97, 92
6.1 303 -~ [11-May-2010 |51 0- |Whole plant| <0.01 <0.01 97, 92
4 0+ |Whole plant| 0.206 (0.004) 97,92
f 7 |Whole plant| 0.081 0.014 97,92
° 14 |Whole plant| 0.054 (0.010) 97, 92
(f</ 28 |Whole plant| 0.077 0.029 97, 92
6\(0 56 |Whole plant| 0.025 0.015 97, 92
& 63 Grain (0.005) (0.004) 101, 95
@°Q 63 Straw 0.022 0.016 98, 94
S
{i\o 6.0 298 -- |11-May-2010 |BBCH 45-| 0 |Whole plant| 0.181 <0.01 97,92
§’ 51 7 |Whole plant| 0.050 (0.008) 97,92
& 14 |Whole plant| 0.041 (0.006) 97, 92
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
& | 28 [Whole plant| 0.045 0.023 97,92
S 56 |Whole plant| 0.015 0.012 97,92
.@\@ 63 Grain (0.004) (0.004) 101, 95
| 63 Straw 0.028 0.026 98, 94
CEMS-4553G |Winter Greece |GF- 2 7.6 305 - |30-Dec-2009.[BBCH 32 | 119 Grain <0.01 <0.01 101, 95
CEMS-4553 |Barley/ |SZ 2573 6.1 307 - Ol-Mar-201§ 119 Straw <0.01 <0.01 98, 94
DAS Ref. ID  |Persefoni  |Outdoor S
090119 (field) 2 7.4 295 - 3O-Dec82009 BBCH39 | 82 Grain <0.01 <0.01 101, 95
Y 5.9 293 - O7-Agp—2010 82 Straw <0.01 <0.01 98, 94
2009-2010 &
2 7.7 310 - |3@Dec-2009 |BBCH 45 | 75 Grain <0.01 <0.01 101, 95
6.1 307 - {&4-Apr-2010 75 Straw <0.01 <0.01 98, 94
N
1 5.9 293 -Qéo’ 14-Apr-2010 |BBCH 45 | 75 Grain <0.01 <0.01 101, 95
ol 75 Straw <0.01 <0.01 98, 94
>
CEMS-4553H |Winter Bulgaria |GF- 2 7.1 282Qf$’ -- |24-Nov-2009 BBCH 32| 73 Grain <0.01 <0.01 101, 95
CEMS-4553 |Barley/ |SZ 2573 6.5 324 -~ |10-Apr-2010 73 Straw <0.01 <0.01 98, 94
DAS Ref. ID  |Cascador |Outdoor Qb
090119 (field) 2 8.1 (§°322 --  |24-Nov-2009 [ BBCH 39 | 54 Grain <0.01 <0.01 101, 95
Y 6.0 Aq:b 298 -~ |29-Apr-2010 54 Straw <0.01 (0.005) 98, 94
2009-2010 2
2 8 327 - |24-Nov-2009 [ BBCH 45 | 50 Grain <0.01 <0.01 101, 95
8621 304 - |03-May-2010 50 Straw <0.01 (0.005) 98, 94
&
1 OQQ? 5.8 289 -- |03-May-2010 BBCH 45 | 50 Grain <0.01 <0.01 101, 95
ox@ 50 Straw <0.01 (0.005) 98, 94
«$
&
CEMS-4890H |Winter Bulgaria |GF- §’2 7.3 389 -~ |30- Nov-2010|BBCH 32 | 76 Grain <0.01 <0.01 101, 95
CEMS-4890 |Barley/ |SZ 2573.& 6.3 418 - |10-Apr-2011 76 Straw <0.01 <0.01 98, 94
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
DASRef. ID [Vanesa |Outdoor &
102083 (field) 2 7.2 386 -~ |30- Nov-2010 BBQb‘l\ 39| 0* |[WholePlant| 0.338 (0.004) 100, 96
Y 6.2 410 -~ |30-Apr-2011 .@“@ 0- |Whole Plant| <0.01 <0.01 100, 96
2010-2011 S 0+ |Whole Plant| 0.134 <0.01 100, 96
5 7 |Whole Plant| (0.006) | <0.01 100, 96
;‘D\\O 14 |Whole Plant| <0.01 <0.01 100, 96
S 28 |Whole Plant| <0.01 <0.01 100, 96
b\Q 56 Grain <0.01 <0.01 101, 95
& 56 Straw <0.01 <0.01 98, 94
(%]
2 7.2 383 - 3(§Nov-2010 BBCH 45| 0* (WholePlant| 0.295 (0.005) 100, 96
5.5 368 - fﬁ-May-ZOll 0- |Whole Plant| <0.01 <0.01 100, 96
é\o 0+ [Whole Plant| 0.119 <0.01 100, 96
Q 7  |Whole Plant| (0.005) <0.01 100, 96
ol 14 |Whole Plant| <0.01 <0.01 100, 96
NiE 28 |Whole Plant| <0.01 <0.01 100, 96
& 49 Grain <0.01 <0.01 101, 95
b;b@ 49 Straw <0.01 <0.01 98, 94
1 5.8 (§§90 -- |07-May-2011 |BBCH 45 | 0+ |Whole Plant| 0.141 <0.01 100, 96
Afg\’ 7  |Whole Plant| (0.005) <0.01 100, 96
2 14 |Whole Plant| <0.01 <0.01 100, 96
é</ 28 |Whole Plant| <0.01 <0.01 100, 96
6\(0 49 Grain <0.01 <0.01 101, 95
S 49 Straw <0.01 <0.01 98, 94
CEMS-48901 |Winter Spain GF- 2 Q82 109 -~ |21-Dec-2010 [BBCH32 | 84 Grain <0.01 <0.01 101, 95
CEMS-4890 |Barley/ |SZ 2573 Oé\ 6.4 107 -~ |09-Mar-2011 84 Straw <0.01 <0.01 98, 94
DAS Ref. ID  |Graphic  |Outdoor 55
102083 (field) §Q’2 7.1 95 -~ |21-Dec-2010 [BBCH39 | 0* |Whole Plant| 0.993 0.013 100, 96
Y & 6.0 100 -~ |23-Mar-2011 0- |Whole Plant| <0.01 <0.01 100, 96
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
2010-2011 & | 0+ [WholePlant] 0.217 <0.01 100, 96
;§ 7 |Whole Plant| <0.01 <0.01 100, 96
.@\@ 14 |Whole Plant| <0.01 <0.01 100, 96
S 28 |Whole Plant| <0.01 <0.01 100, 96
5 58 |Whole Plant| <0.01 | <0.01 100, 96
;‘D\\O 70 Grain <0.01 <0.01 101, 95
&S 70 | Straw | <001 | <001 98, 94
&
2 7.1 95 - 21-D@b-2010 BBCH 45| 0* |Whole Plant| 0.904 0.012 100, 96
5.6 93 - 30-gd‘ar-2011 0- |Whole Plant| <0.01 <0.01 100, 96
S 0+ [Whole Plant| 0.089 <0.01 100, 96
S 7  |Whole Plant| (0.006) <0.01 100, 96
é\o 14 |Whole Plant| <0.01 <0.01 100, 96
Q 28 |Whole Plant| <0.01 <0.01 100, 96
ol 51 |Whole Plant| <0.01 <0.01 100, 96
N 63 Grain <0.01 <0.01 101, 95
& 63 Straw (0.003) <0.01 98, 94
Y
1 | 56 | 88 | - [30-Mar-2011 |[BBCH45| 0+ |WholePlant| 0188 | <0.01 100, 96
4 7 |Whole Plant| (0.004) <0.01 100, 96
Afﬁ 14 |Whole Plant| <0.01 <0.01 100, 96
2 28 |Whole Plant| <0.01 <0.01 100, 96
é</ 51 |Whole Plant| <0.01 <0.01 100, 96
6\(0 63 Grain <0.01 <0.01 101, 95
S 63 Straw (0.003) <0.01 98, 94
CEMS-4890J |Winter Spain GF- 2 R 74 98 -~ |20-Dec-2010 |[BBCH 31-| 109 Grain <0.01 <0.01 106, 100
CEMS-4890 |Barley/ |SZ 2573 o§ 6.4 107 - |11-Mar-2011 |32 109 Straw <0.01 <0.01 92,90
DAS Ref. ID  |Archipel |Outdoor 55
102083 (field) §Q’2 8.1 108 -~ |20-Dec-2010 76 Grain <0.01 <0.01 106, 100
Y & 5.8 97 -- |13-Apr-2011 | BBCH39 | 76 Straw <0.01 <0.01 92, 90
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PH,I@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
2010-2011 &
2 7.6 101 -~ |20-Dec-2010 ;§ 71 Grain <0.01 <0.01 106, 100
6.4 107 - |18-Apr-2011 BJ%@H 45| 71 Straw (0.004) <0.01 92,90
S
(4]
1 5.8 97 - 18-Apr-2011(:2_ 71 Grain <0.01 <0.01 106, 100
S |IBBCH45 | 71 Straw <0.01 <0.01 92,90
CEMS-4890K  |Winter Bulgaria |GF- 2 8.1 108 -- O7-Dec-2g10 BBCH32 | 73 Grain <0.01 <0.01 106, 100
CEMS-4890 |Barley/ |SZ 2573 6.3 104 - 11-Apr82011 73 Straw (0.004) (0.006) 92,90
DAS Ref. ID  |Obzor Outdoor @,‘D
102083 (field) 2 8.0 106 -~ |07-@ec-2010 [BBCH 39 | 63 Grain <0.01 <0.01 106, 100
Y 6.1 102 - |2BApr-2011 63 Straw (0.009) (0.005) 92,90
2010-2011 >
2 7.5 99 --é\o 07-Dec-2010 |BBCH 45| 53 Grain <0.01 <0.01 106, 100
6.1 102 Q;Qé 01-May-2011 53 Straw (0.007) (0.003) 92,90
(]
1 5.7 96 [ -- |01-May-2011|BBCH 45 | 53 Grain <0.01 <0.01 106, 100
2] 53 Straw (0.006) <0.01 92, 90
CEMS-4890L |Winter France |GF- 2 7.7 410 -- |08-Dec-2010 |BBCH 32| 73 Grain <0.01 <0.01 106, 100
CEMS-4890 |Barley/ |SZ 2573 6.5 4%3 -~ |04-Apr-2011 73 Straw <0.01 <0.01 92,90
DASRef. ID |Azurel  |Outdoor &
102083 (field) 2 7.9 Arf 420 -- |08-Dec-2010 [BBCH 39 | 63 Grain <0.01 <0.01 106, 100
Y 6.50® 430 -~ |14-Apr-2011 63 Straw <0.01 <0.01 92,90
2010-2011 NG
2 9 423 -- |08-Dec-2010 |BBCH 45 | 57 Grain <0.01 <0.01 106, 100
QQJ;\ 6.1 407 -~ |20-Apr-2011 57 Straw <0.01 <0.01 92,90
1\6\@ 5.8 387 --  |20-Apr-2011 |BBCH 45| 57 Grain <0.01 <0.01 106, 100
& 57 Straw <0.01 <0.01 92, 90
CEMS-4890M |Winter Greece |GF- §“’2 7.6 404 -- |27-Dec-2010 |BBCH 32 | 97 Grain <0.01 <0.01 106, 100
CEMS-4890 |Barley/ |SZ 2573.& 6.2 413 - |22-Mar-2011 97 Straw <0.01 <0.01 92, 90
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
DAS Ref. ID  [Demetra  [Outdoor &
102083 (field) 2 7.4 393 -- |27-Dec-2010 |BBCH 39 | 73 Grain <0.01 <0.01 106, 100
Y 5.8 389 - |15-Apr-2011 .@\@ 73 Straw <0.01 <0.01 92,90
2010-2011 S
2 7.5 402 -~ |27-Dec- 2010(\‘7BBCH 45| 59 Grain <0.01 <0.01 106, 100
5.9 391 - |29-Apr- 20],D§ 59 Straw <0.01 <0.01 92,90
1 5.7 382 - |29- Apr~2011 BBCH 45| 59 Grain <0.01 <0.01 106, 100
ng 59 Straw (0.005) <0.01 92, 90
CEMS-4890N |Winter Italy GF- 2 8.2 437 -~ |06:@ec-2010 [BBCH 31-| 86 Grain <0.01 <0.01 106, 100
CEMS-4890 |(Barley/ |Sz 2573 6.2 413 - |23Mar-2011 |32 86 Straw <0.01 <0.01 92,90
DAS Ref. ID  |Atomo Outdoor
102083 (field) 2 7.6 403 - é\o 06-Dec-2010 63 Grain <0.01 <0.01 106, 100
Y 6.3 420 ® [15-Apr-2011 \BBCH39 | 63 Straw <0.01 <0.01 92,90
2010-2011 ol
2 7.9 423 {5 -- |06-Dec-2010 56 Grain <0.01 <0.01 106, 100
6.3 420Qf§’ -- |22-Apr-2011 |BBCH 45| 56 Straw <0.01 <0.01 92,90
Y
1 6.3 ﬁ’? - |22-Apr-2011 56 Grain <0.01 <0.01 106, 100
fo BBCH 45| 56 Straw <0.01 <0.01 92,90
@@
* = Sampled immediately after application no. 1. &
0- = Sampled immediately before application no. 2 S
0+ = Sampled immediately after application no. 2 6\

& Limit of Quantitation (LOQ) = 0.01 mg/kg; Limit of De@tlon (LOD) =0.003 mg/kg. Residue values equal to or greater than the LOD, but less than the LOQ are displayed
within parenthesis.
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Table B.7.6-11 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in winter baygl@y (Northern Zone)
<

Q)

GLP and Trialf Crop |Country Application Details & Residues found 2
Details ng,
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date | GS at Last Pﬁl Portion |Cloquintocet-| Cloquintocet | % Recovery
Study ID Variety | Zone | No. [Appls| Rate Vol | Conc Appl  |{day| Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 A s) (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) oéo Cloquintocet
Trial Year > acid
&
CEMS-4553A |[Winter  |Germany |GF- 2 8.2 327 - ]09-Dec-2009 [BBEH 32 | 92 Grain - -- -
CEMS-4553 |Barley/ |NZ 2573 6.3 317 -~ |20-Apr-2010 y.\\é\’ 92 Straw - -- -
DAS Ref. ID  |Finesse  |Outdoor &
090119 (field) 2 7.4 298 - 09-Dec-200§’ BBCH 39 72 Grain <0.01 <0.01 106, 107
Y 5.9 294 - 10-May-2§r10 72 Straw <0.01 <0.01 104, 99
2009-2010 5y
2 7.3 292 - 09-Dg&2009 BBCH 49 64 Grain <0.01 <0.01 106, 107
6.1 304 - 18-\gﬁay-2010 64 Straw <0.01 <0.01 104, 99
>
1 6.2 309 - ﬁ-May-ZOlO BBCH 49 64 Grain <0.01 <0.01 106, 107
@@Q 64 Straw <0.01 <0.01 104, 99
S
CEMS-4553B |Winter Hungary |GF- 2 7.5 301 ,Dc‘f- 10-Dec-2009 |BBCH 32 -- Grain -- -- --
CEMS-4553 |Barley/ |NZ 2573 6.2 309 \Z,Q --|09-Apr-2010 - Straw - -- -
DAS Ref. ID  |Laverda |Outdoor 4
090119 (field) 2 7.5 3 -- |10-Dec-2009 |[BBCH 39 - Grain - - -
Y 6.0 301 - |30-Apr-2010 -- Straw -- -- --
2009-2010 &
2 7.7 4p 308 -- |10-Dec-2009 |[BBCH 45 56 Grain <0.01 <0.01 106, 107
6.0\(§ 301 -- |07-May-2010 56 Straw <0.01 <0.01 104, 99
9)
&
1 55.\1 304 -- |07-May-2010 [BBCH 45 56 Grain <0.01 <0.01 106, 107
& 56 | Straw <0.01 <0.01 104, 99
)
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | ApplDate | GSatLast | PHI | gPortion |Cloquintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Appl (day.4 Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 sﬁ}f’ (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 3 Cloquintocet
Trial Year A5 acid
&
CEMS-4553E  |Winter Germany |GF- 2 8.2 327 - [09-Dec-2009 [BBCH32 | 76 Grain - - -
CEMS-4553 (Barley/ |NZ 2573 6.7 337 -- |27-Apr-2010 .@\@ 76 Straw - - -
DAS Ref. ID  |Souleyka [Outdoor S
090119 (field) 2 7.7 310 -~ |09-Dec-2009 BgOCH 39 62 Grain <0.01 <0.01 106, 107
Y 6.5 327 - |11-May 2010 }° 62 Straw <0.01 <0.01 104, 99
2009-2010 S
2 7.7 307 -- |09-Dec-2069 |[BBCH 45 54 Grain <0.01 <0.01 106, 107
6.1 307 - 19-May1 10 54 Straw <0.01 <0.01 104, 99
(%]
0
1 6.9 343 -- |19-May-2010 |BBCH 45 54 Grain <0.01 <0.01 106, 107
Ry 54 Straw <0.01 <0.01 104, 99
o
b
CEMS-4553F |Winter France |GF- 2 7.7 307 -- Q>8’1-Dec-2009 BBCH 32 90 Grain - - -
CEMS-4553 [Barley/ |NZ 2573 6.3 317 --5,7|09-Apr-2010 90 Straw - - -
DAS Ref. ID |Hymalaya |Outdoor \gro’
090119 (field) 2 7.4 297 qu)__ 31-Dec-2009 |BBCH 39 71 Grain <0.01 <0.01 106, 107
Y 6.3 317 ¢ -- |28-Apr-2010 71 Straw <0.01 <0.01 104, 99
2009-2010 I~
2 7.7 3;;8 31-Dec-2009 |BBCH 45 65 Grain <0.01 <0.01 106, 107
6.2 @}10 -~ |04-May-2010 65 Straw <0.01 <0.01 104, 99
o
1 5.8 gé 290 -- |04-May-2010 [BBCH 45 65 Grain <0.01 <0.01 106, 107
6\(0 65 Straw <0.01 <0.01 104, 99
kS
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | ApplDate | GSatLast | PHI | gPortion |Cloquintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Appl (day.4 Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 sﬁ}f’ (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 3 Cloquintocet
Trial Year A5 acid
&
CEMS-4890A |Winter Germany |GF- 2 8.6 115 -~ [25-Nov-2010 [BBCH32 | 87 Grain - - 76, 74
CEMS-4890 |Barley/ |NZ 2573 6.6 110 -~ |15-Apr-2011 .@\@ 87 Straw - - 77,75
DAS Ref. ID  |Souleyka [Outdoor S
102083 (field) 2 8.1 108 -~ |25-Nov-2010 BgOCH 39 73 Grain <0.01 <0.01 76,74
Y 6.1 102 --  [29-Apr-2011 5‘§ 73 Straw <0.01 <0.01 77,75
2010-2011 S
2 8.0 106 -~ |25-Nov-2Q%0 |BBCH 45 69 Grain <0.01 <0.01 76,74
6.1 102 - 03-May1 11 69 Straw <0.01 <0.01 77,75
(%]
1 6.1 101 - 03-@-2011 BBCH 45 69 Grain <0.01 <0.01 76,74
L 69 Straw <0.01 <0.01 77,75
CEMS-4890C |Winter Hungary |GF- 2 7.5 402 - g@-Dec-ZOlO BBCH 32 99 Grain - -- 76, 74
CEMS-4890 |Barley/ |NZ 2573 7.8 415 - 18-Apr-2011 99 Straw - - 77,75
DAS Ref. ID  |Nelly Outdoor ol
102083 (field) 2 7.3 392 \go’ 08-Dec-2010 |BBCH 39 81 Grain <0.01 <0.01 76,74
Y 6.1 407 qu)__ 06-May-2011 81 Straw <0.01 <0.01 77,75
2010-2011 &
2 7.7 412¢b -- |08-Dec-2010 |[BBCH 45 70 Grain <0.01 <0.01 76,74
5.6 %z,ﬁ - |17-May-2011 70 |  Straw <0.01 <0.01 77,75
>
1 5.9 JQ’A392 -- |17-May-2011 |BBCH 45 70 Grain <0.01 <0.01 76,74
N 70 Straw <0.01 <0.01 77,75
2
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | ApplDate | GSatLast | PHI | gPortion |Cloquintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Appl (day.4 Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 sﬁ}f’ (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 3 Cloquintocet
Trial Year . acid
&
CEMS-4890D |Winter France |GF- 2 8.0 429 -~ [10-Jan-2011 [BBCH32 | 83 Grain - - 76,74
CEMS-4890 (Barley/ |NZ 2573 6.5 433 --  |06-Apr-2011 .@x@ 83 Straw - - 77,75
DAS Ref. ID  [Malicorne |Outdoor S
102083 (field) 2 8.0 427 -~ |10-Jan-2011 BgOCH 39 61 Grain <0.01 <0.01 76,74
Y 6.0 399 -~ |28-Apr-2011 5‘)\\0 61 Straw <0.01 <0.01 77,75
2011 S
2 7.5 398 -- |10-Jan-201& BBCH 57 57 Grain <0.01 <0.01 76,74
6.4 427 - 02-May1 11 57 Straw <0.01 <0.01 77,75
(%]
0
1 6.0 400 -~ |02-May-2011 |BBCH 57 57 Grain <0.01 <0.01 76,74
RS 57 Straw <0.01 <0.01 77,75
CEMS-4890E |Winter Germany |GF- 2 8.8 118 -~ |25-Nov-2010 |BBCH 32 71 Grain - - 76,74
CEMS-4890 |(Barley/ |NZ 2573 6.5 108 -- Q>§’6-Apr-201l 71 Straw - - 77,75
DAS Ref. ID  |Highlight |[Outdoor ol
102083 (field) 2 8.8 118 \@0’ 25-Nov-2010 |BBCH 39 61 Grain <0.01 <0.01 76,74
% 6.3 105 |- |06-May-2011 61 | Straw <0.01 <0.01 77,75
2010-2011 &
2 8.6 1155b --  |25-Nov-2010 |BBCH 45- | 57 Grain <0.01 <0.01 76,74
6.0 1@5 -- |10-May-2011 |49 57 Straw <0.01 <0.01 77,75
>
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | ApplDate | GSatLast | PHI | gPortion |Cloquintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Appl (day.4 Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 sﬁ}f’ (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 3 Cloquintocet
Trial Year . acid
&
CEMS-4890F |Winter Poland |GF- 2 8.1 433 - |06-Dec-2010 [BBCH32 | 70 Grain - - 76,74
CEMS-4890 (Barley/ |NZ 2573 6.5 433 - |27-Apr-2011 .@x@ 70 Straw - - 77,75
DAS Ref. ID  |Lomerit  |Outdoor S
102083 (field) 2 7.8 413 -- |06-Dec-2010 BgOCH 39 57 Grain <0.01 <0.01 76,74
Y 6.5 430 -~ |10-May-2011 5‘)\\0 57 Straw <0.01 <0.01 77,75
2010-2011 S
2 7.6 407 -- |06-Dec-2010 |[BBCH 45 51 Grain <0.01 <0.01 76,74
6.4 428 - 16-May1 11 51 Straw <0.01 <0.01 77,75
(%]
1 6.2 413 -- 16-%&?/-2011 BBCH 45 51 Grain <0.01 <0.01 76,74
RS 51 Straw <0.01 <0.01 77,75
CEMS-4890G |Winter United |GF- 2 8.6 115 -~ |15-Dec-2010 |BBCH 32 96 Grain - - 76,74
CEMS-4890 |(Barley/ |Kingdom [2573 6.4 107 -- Q>§’0-Apr-2011 96 Straw - - 77,75
DASRef. ID |Cassata  [NZ ol
102083 Outdoor 2 8.4 111 \@0’ 15-Dec-2010 (BBCH 39 82 Grain <0.01 <0.01 76,74
Y (field) 54 90 Qf§’-- 04-May-2011 82 Straw <0.01 <0.01 77,75
2010-2011 &
2 8.4 11](\b -~ |15-Dec-2010 ([BBCH 45 75 Grain <0.01 <0.01 76,74
6.4 g@? --  |11-May-2011 75 Straw <0.01 <0.01 77,75
>
1 6.4 J@107 -- |11-May-2011 |BBCH 45 75 Grain <0.01 <0.01 76,74
N 75 Straw <0.01 <0.01 77,75
2
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(Z;@{g
. . . _ - Q
Table B.7.6-12 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in winter barley (Southern Zone)
bo°
&
GLP and Crop |Country Application Details @0’\; Residues found 2
Trial Details 9
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date | GS at Last@SJPH Portion XDE-729 |XDE-729 acid| 9% Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc AppI@o I | Analysed Methyl (mg/Kg) | XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 S (da (mg/Kg) XDE-729 acid
GLP(Y/N) & ys)
Trial Year &
CEMS-4553C |Winter Greece |GF- 2 7.6 305 -~ |30-Dec-2009 [BBCH 32 127| Grain - - -
CEMS-4553 |Barley/ |[SZ 2573 6.1 307 -~ |23-Feb-2010 \\o(\ 127| Straw - - -
DAS Ref. ID  |Demetra  [Outdoor ) og:rb
090119 (field) 2 7.2 288 -~ |30-Dec-2009 |BBCH 39 84 Grain <0.01 <0.01 106, 107
Y 5.9 296 - 07-Apr-2q§ﬁ0 84 Straw <0.01 <0.01 104, 99
2009-2010 o
2 7.7 308 - 30-Dg?—2009 BBCH 45 77 Grain <0.01 <0.01 106, 107
6.0 299 - 14-\§:‘pr-2010 77 Straw <0.01 <0.01 104, 99
N
o
1 6.0 300 - ﬁ-Apr-ZOlO BBCH 45 77 Grain <0.01 <0.01 106, 107
®(§ 77 Straw <0.01 <0.01 104, 99
S
>
CEMS-4553D |Winter France |GF- 2 7.2 290 | £~ [17-Dec-2009 [BBCH 32 102| Grain -- - -
CEMS-4553 |Barley/ |SZ 2573 6.0 299 \DQ --|02-Apr-2010 102| Straw -- -- --
DASRef. ID [County  |Outdoor qu’
090119 (field) 2 7.3 299 -- |17-Dec-2009 |BBCH 45-51 | 63 Grain <0.01 <0.01 106, 107
Y 6.0 ,3259 - |11-May-2010 63 Straw <0.01 <0.01 104, 99
2009-2010 & BBCH 45-51
2 6.8 < 272 -~ |17-Dec-2009 63 Grain <0.01 <0.01 106, 107
6.1% | 303 -- |11-May-2010 |BBCH 45-51 | 63 Straw <0.01 <0.01 104, 99
9)
&
1 %@.o 298 -~ |11-May-2010 63 Grain <0.01 <0.01 106, 107
O§ 63 Straw <0.01 <0.01 104, 99
N
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GLP and Crop |Country Application Details & Residues found 2
Trial Details L
Trial ID Crop |Country|Form|No.of| Appl | Spray | Appl | ApplDate | GSatLast |PH |;Portion XDE-729 |XDE-729 acid| 9% Recovery
Study ID Variety | Zone No. [Appls| Rate Vol | Conc Appl I(zé? Analysed Methyl (mg/Kg) | XDE-729 Methyl
Report No. Location (gae/ha)| (L/ha) | () gg% (mg/Kg) XDE-729 acid
GLP(Y/N) 5Y'S)
Trial Year N
CEMS-4553G |Winter Greece |GF- 2 7.6 305 -~ [30-Dec-2009 [BBCH 32&” [119]  Grain -- -- --
CEMS-4553 |Barley/ |SZ 2573 6.1 307 -- |01-Mar-2010 ,-§ 119| Straw - - -
DAS Ref. ID  [Persefoni  [Outdoor &
090119 (field) 2 7.4 295 -~ |30-Dec-2009 (BBGH 39 82 Grain <0.01 <0.01 106, 107
Y 5.9 293 -- |07-Apr-2010 Q.Q_ 82 Straw <0.01 <0.01 104, 99
2009-2010 '
2 7.7 310 - 30-Dec-200g§%BCH 45 75 Grain <0.01 <0.01 106, 107
6.1 307 - 14-Apr-206~]© 75 Straw <0.01 <0.01 104, 99
o
1 5.9 293 -- 14-Ap£e?%10 BBCH 45 75 Grain <0.01 <0.01 106, 107
iy 75 Straw <0.01 <0.01 104, 99
L
CEMS-4553H |Winter Bulgaria |GF- 2 7.1 282 - [24"™Nov-2009 |[BBCH 32 73 Grain - - -
CEMS-4553 |Barley/ |SZ 2573 6.5 324 -- Q>f0-Apr-201O 73 Straw - - -
DAS Ref. ID  |Cascador |Outdoor ol
090119 (field) 2 8.1 322 \f_z?’ 24-Nov-2009 |BBCH 39 54 Grain <0.01 <0.01 106, 107
Y 6.0 298 Qfé’-— 29-Apr-2010 54 Straw <0.01 <0.01 104, 99
2009-2010 =
2 8.2 3270b -~ |24-Nov-2009 |BBCH 45 50 Grain <0.01 <0.01 106, 107
6.1 ?3 -- |03-May-2010 50 Straw <0.01 <0.01 104, 99
>
1 5.8 ()@289 -- |03-May-2010 [BBCH 45 50 Grain <0.01 <0.01 106, 107
(fo 50 Straw <0.01 <0.01 104, 99
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GLP and Crop |Country Application Details & Residues found 2
Trial Details L
Trial ID Crop |Country|Form|No.of| Appl | Spray | Appl | ApplDate | GSatLast |PH |;Portion XDE-729 |XDE-729 acid| 9% Recovery
Study ID Variety | Zone No. [Appls| Rate Vol | Conc Appl | ,\ré‘ Analysed Methyl (mg/Kg) | XDE-729 Methyl
Report No. Location (gae/ha)| (L/ha) | () gg% (mg/Kg) XDE-729 acid
GLP(Y/N) 5Y'S)
Trial Year N
CEMS-4890H |Winter Bulgaria |GF- 2 7.3 389 - [30- Nov-2010|BBCH 32&7 | 76 Grain - - 76,74
CEMS-4890 |Barley/ |SzZ 2573 6.3 418 --  |10-Apr-2011 ;§ 76 Straw - - 77,75
DASRef. ID [Vanesa  |Outdoor &
102083 (field) 2 7.2 386 -~ |30- Nov-2010|BBGH 39 56 Grain <0.01 <0.01 76,74
Y 6.2 410 --  |30-Apr-2011 Q.Q_ 56 Straw <0.01 <0.01 77,75
2010-2011 '
2 7.2 383 - |30- Nov-201\@%BCH 45 49 Grain <0.01 <0.01 76,74
55 368 - O7-May-2g$1 49 Straw <0.01 <0.01 77,75
o
1 5.8 390 -- 07-Ma,3é‘%011 BBCH 45 49 Grain <0.01 <0.01 76,74
& 49 Straw <0.01 <0.01 77,75
CEMS-48901 |Winter Spain GF- 2 8.2 109 - |21ec-2010 BBCH 32 84 Grain - - 76,74
CEMS-4890 |Barley/ |SZ 2573 6.4 107 -- %@-Mar-ZOll 84 Straw - - 77,75
DAS Ref. ID |Graphic  |[Outdoor &
102083 (field) 2 7.1 95 --,7|21-Dec-2010 |BBCH 39 70 Grain <0.01 <0.01 76,74
Y 6.0 100 \f_bo’ 23-Mar-2011 70 Straw <0.01 <0.01 77,75
2010-2011 &
2 7.1 95 ¥ -- |21-Dec-2010 |BBCH 45 63 Grain <0.01 <0.01 76,74
5.6 93§b -~ |30-Mar-2011 63 | Straw <0.01 <0.01 77,75
X
1 5.6 @‘373 --  |30-Mar-2011 |BBCH 45 63 Grain <0.01 <0.01 76, 74
12 63 Straw <0.01 <0.01 77,75
N
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GLP and Crop |Country Application Details & Residues found 2
Trial Details L
Trial ID Crop |Country|Form|No.of| Appl | Spray | Appl | ApplDate | GSatLast |PH |;Portion XDE-729 |XDE-729 acid| 9% Recovery
Study ID Variety | Zone No. [Appls| Rate Vol | Conc Appl | ,\ré‘ Analysed Methyl (mg/Kg) | XDE-729 Methyl
Report No. Location (gae/ha)| (L/ha) | () gg% (mg/Kg) XDE-729 acid
GLP(Y/N) 5Y'S)
Trial Year N
CEMS-4890J |Winter Spain GF- 2 7.4 98 -~ |20-Dec-2010 [BBCH 3182 [109| Grain - - 76,74
CEMS-4890 |Barley/ |SzZ 2573 6.4 107 - |11-Mar-2011 ,-§ 109| Straw - - 77,75
DAS Ref. ID  |Archipel [Outdoor &
102083 (field) 2 8.1 108 -~ |20-Dec-2010 (BBGH 39 76 Grain <0.01 <0.01 76,74
Y 5.8 97 --  |13-Apr-2011 Q.Q_ 76 Straw <0.01 <0.01 77,75
2010-2011 '
2 7.6 101 - 20-Dec-201Q§%BCH 45 71 Grain <0.01 <0.01 76,74
6.4 107 - 18-Apr-20§£1 71 Straw <0.01 <0.01 77,75
o
1 5.8 97 -- 18-Ap£e?%11 BBCH 45 71 Grain <0.01 <0.01 76,74
& 71 Straw <0.01 <0.01 77,75
CEMS-4890K |Winter Bulgaria |GF- 2 8.1 108 -~ |07{Dec-2010 BBCH 32 73 Grain - - 76,74
CEMS-4890 |Barley/ |SZ 2573 6.3 104 -- %&-Apr-ZOll 73 Straw - - 77,75
DAS Ref. ID  |Obzor Outdoor &
102083 (field) 2 8.0 106 --,,7|07-Dec-2010 |BBCH 39 63 Grain <0.01 <0.01 76,74
Y 6.1 102 \f_bo’ 21-Apr-2011 63 Straw <0.01 <0.01 77,75
2010-2011 &
2 7.5 99 & -- |07-Dec-2010 |BBCH 45 53 Grain <0.01 <0.01 76,74
6.1 103\\b -~ |01-May-2011 53 | Straw <0.01 <0.01 77,75
X
1 5.7 @‘376 -- |01-May-2011 |BBCH 45 53 Grain <0.01 <0.01 76,74
12 53 Straw <0.01 <0.01 77,75
N
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GLP and Crop |Country Application Details & Residues found 2
Trial Details L
Trial ID Crop |Country|Form|No.of| Appl | Spray | Appl | ApplDate | GSatLast |PH |;Portion XDE-729 |XDE-729 acid| 9% Recovery
Study ID Variety | Zone No. [Appls| Rate Vol | Conc Appl I(zé? Analysed Methyl (mg/Kg) | XDE-729 Methyl
Report No. Location (gae/ha)| (L/ha) | () gg% (mg/Kg) XDE-729 acid
GLP(Y/N) 5Y'S)
Trial Year N
CEMS-4890L |Winter France |GF- 2 7.7 410 - |08-Dec-2010 [BBCH 32&7 | 73 Grain - - 76,74
CEMS-4890 |Barley/ |SzZ 2573 6.5 433 --  |04-Apr-2011 ;§ 73 Straw - - 77,75
DASRef.ID  |Azurel  |Outdoor &
102083 (field) 2 7.9 420 -~ |08-Dec-2010 (BBGH 39 63 Grain <0.01 <0.01 76,74
Y 6.5 430 --  |14-Apr-2011 Q.Q_ 63 Straw <0.01 <0.01 77,75
2010-2011 '
2 7.9 423 -- 08-Dec-201Q§%BCH 45 57 Grain <0.01 <0.01 76,74
6.1 407 - 20-Apr-20§£1 57 Straw <0.01 <0.01 77,75
o
1 5.8 387 -- 20-Ap£e?%11 BBCH 45 57 Grain <0.01 <0.01 76,74
& 57 Straw <0.01 <0.01 77,75
CEMS-4890M |Winter Greece |GF- 2 7.6 404 --  |27{Dec-2010 | BBCH 32 97 Grain - - 76,74
CEMS-4890 |Barley/ |SZ 2573 6.2 413 -- %&-Mar-ZOll 97 Straw - - 77,75
DAS Ref. ID |Demetra |Outdoor &
102083 (field) 2 7.4 393 --,,7|27-Dec-2010 |BBCH 39 73 Grain <0.01 <0.01 76,74
Y 5.8 389 \f_bo’ 15-Apr-2011 73 Straw <0.01 <0.01 77,75
2010-2011 &
2 7.5 402 & -- |27-Dec-2010 BBCH 45 59 Grain <0.01 <0.01 76,74
5.9 39&0b - [29-Apr-2011 59 | Straw <0.01 <0.01 77,75
X
1 5.7 A&?Z --  |29-Apr-2011 |BBCH 45 59 Grain <0.01 <0.01 76,74
12 59 Straw <0.01 <0.01 77,75
N
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(Z;@{g
GLP and Crop |Country Application Details & Residues found &
Trial Details L
Trial ID Crop |Country|Form|No.of| Appl | Spray | Appl | ApplDate | GSatLast |PH |;Portion XDE-729 |XDE-729 acid| 9% Recovery
Study ID Variety | Zone No. [Appls| Rate Vol | Conc Appl Il\ré?AnaIysed Methyl (mg/Kg) | XDE-729 Methyl
Report No. Location (gae/ha)| (L/ha) | () gg% (mg/Kg) XDE-729 acid
GLP(Y/N) 5YS)
Trial Year N
CEMS-4890N |Winter Italy GF- 2 8.2 437 - |06-Dec-2010 [BBCH 3132 | 86 Grain - - 76,74
CEMS-4890 |Barley/ |SzZ 2573 6.2 413 --  |23-Mar-2011 ,-§ 86 Straw - - 77,75
DASRef.ID |Atomo  |Outdoor &
102083 (field) 2 7.6 403 - |06-Dec-2010 |BBGH 39 63 Grain <0.01 <0.01 76,74
Y 6.3 420 --  |15-Apr-2011 Q.Q_ 63 Straw <0.01 <0.01 77,75
2010-2011 S
2 7.9 423 -- 06-Dec-201Q§%BCH 45 56 Grain <0.01 <0.01 76,74
6.3 420 -- 22-Apr-20§£1 56 Straw <0.01 <0.01 77,75
o
Q
1 6.3 417 -- 22-Ap£e?011 BBCH 45 56 Grain <0.01 <0.01 76,74
& 56 Straw <0.01 <0.01 77,75
L
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Table B.7.6-13 Summary of residues of XDE-729 Methyl and XDE-729 Acid in spring barley (Iﬁrthern Zone)
<

Q)

GLP and Trialf Crop |Country Application Details & Residues found 2
Details o’\?
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at §’HI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last App\l:D(days) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 Ng (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) N
B O
Trial Year >
&
CEMS-4720A |Spring Northern |GF- 1 5.9 197 -~ [10-May-2010 {BBCH 32 | 71# Grain <0.01 <0.01 108, 104
CEMS-4720 |Barley/ |France |2573 y.\\é\ T1# Straw <0.01 <0.01 108, 98
DAS Ref. ID  |Sebastian |NZ N
101590 Outside 1 6.1 203 - 25-May{>f©10 BBCH39 | 0 (Wholeplant| 0.169 <0.01 96, 100
Y (field) (Db\ 7 |Whole plant| <0.01 <0.01 96, 100
2010 QJ&Q’ 14 |Whole plant| <0.01 <0.01 96, 100
é‘Q 28 |Whole plant| <0.01 <0.01 96, 100
S 49 Grain <0.01 <0.01 108, 104
3 49 Straw <0.01 <0.01 108, 98
< 56# | Grain <0.01 <0.01 108, 104
& 56# Straw <0.01 <0.01 108, 98
i1 63 Grain <0.01 <0.01 108, 104
,Dd‘ 63 Straw <0.01 <0.01 108, 98
@Q 70 Grain <0.01 <0.01 108, 104
ng 70 Straw <0.01 <0.01 108, 98
S
1 6.1 9202 -~ |01-Jun-2010 |BBCH45-| 0 |Whole plant| 0.112 <0.01 96, 100
@Q 49 7 |Whole plant| <0.01 <0.01 96, 100
& 14 |Whole plant| <0.01 <0.01 96, 100
& 28 |Whole plant| <0.01 <0.01 96, 100
S 42 Grain <0.01 <0.01 108, 104
K 42 | Straw | <0.01 <0.01 108, 98
§ 49# Grain <0.01 <0.01 108, 104
S0 49# Straw <0.01 <0.01 108, 98
& 56 Grain <0.01 <0.01 108, 104
S 56 | Straw | <001 | <0.01 108, 98
O
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 63 Grain <0.01 <0.01 108, 104
.@x@ 63 Straw <0.01 <0.01 108, 98
S
K%
CEMS-4720B |Spring Germany |GF- 1 6.3 83 -~ |29-May-201Q.[BBCH 32 | 63# Grain <0.01 <0.01 108, 104
CEMS-4720 |(Barley/ |NZ 2573 j§° 63# Straw <0.01 <0.01 108, 98
DAS Ref. ID  |Quench Outside .@O\
101590 (field) 1 5.5 73 - OB-JungR)lO BBCH39| 4 |Wholeplant| <0.01 <0.01 96, 100
Y & 7 |Whole plant| <0.01 <0.01 96, 100
2010 & 14 |Whole plant| <0.01 <0.01 96, 100
ey 28 |Whole plant| <0.01 <0.01 96, 100
o 43 Grain <0.01 <0.01 108, 104
é\o 43 Straw <0.01 <0.01 108, 98
S 53# Grain <0.01 <0.01 108, 104
o0 53# Straw <0.01 <0.01 108, 98
\(_vo’ 59 Grain <0.01 <0.01 108, 104
& 50 | Straw | <001 | <001 108, 98
o 66 Grain <0.01 <0.01 108, 104
O& 66 Straw <0.01 <0.01 108, 98
&
1 6.0 A@‘\’ 80 -~ |15-Jun-2010 [BBCH55| 0 |Wholeplant| 0.169 <0.01 96, 100
2 7 |Whole plant| 0.015 (0.003) 96, 100
g</ 14 |Whole plant| (0.008) (0.006) 96, 100
é\(b 29 |Whole plant| <0.01 <0.01 96, 100
& 36 Grain <0.01 <0.01 108, 104
a2 36 Straw <0.01 <0.01 108, 98
\O@ 46# Grain <0.01 <0.01 108, 104
& 46# Straw <0.01 <0.01 108, 98
5 52 Grain <0.01 <0.01 108, 104
K 52 Straw <0.01 <0.01 108, 98
§®
Q_
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GLP and_ Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl (dqﬁ) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 59 Grain <0.01 <0.01 108, 104
.@\@ 59 Straw <0.01 <0.01 108, 98
S
K%
CEMS-4720C |Spring Hungary |GF- 1 6.2 312 -- |07-May-201Q.{BBCH 32 | 74# Grain <0.01 <0.01 108, 104
CEMS-4720 |Barley/ [NZ 2573 & 74# | Straw <0.01 <0.01 108,98
DASRef. ID  |Jubilant  |Outside S
101590 (field) 1 6.3 315 - 29-Mag€2010 BBCH 39 | 52# Grain <0.01 <0.01 108, 104
Y & 52# Straw <0.01 <0.01 108, 98
2010 ¢
1 5.8 291 -~ |0Z&Jun-2010 |BBCH 45 | 43# Grain <0.01 <0.01 108, 104
o 43# Straw <0.01 (0.003) 108, 98
&
CEMS-4720D |Spring United |GF- 1 6.6 393 2 [21-Jun-2010 |BBCH 32 | 59# Grain <0.01 <0.01 108, 104
CEMS-4720 |Barley/ |Kingdom|2573 o’ 594 Straw <0.01 <0.01 108, 98
DASRef. ID  |Belvoir  |NZ 4
101590 Outside 1 5.8 367%| -- |25-Jun-2010 |[BBCH 39 | 55# Grain <0.01 <0.01 108, 104
Y (field) o 55# Straw <0.01 (0.004) 108, 98
2010 ~
1 6.1 &%83 -~ |29-Jun-2010 |[BBCH 45 | 51# Grain <0.01 <0.01 108, 104
¥ 51# | Straw | (0.004) | (0.003) 108, 98
CEMS-5002A |Spring Germany |GF- 1 5.8, 97 -- |20-May-2011 |BBCH 32 | 75# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |NZ 2573 ﬁ’ 75%# Straw <0.01 <0.01 94, 98
DAS Ref. ID  |Breamer  |Outside &
110412 (field) 1 |£6.0 100 -- |23-May-2011 [BBCH39 | 0 |Whole Plant| 0.231 <0.01 100, 97
Y 42 8 |Whole Plant| <0.01 <0.01 100, 97
2011 \O&@ 15 |Whole Plant| <0.01 <0.01 100, 97
Q)& 29 |Whole Plant| <0.01 <0.01 100, 97
£ 64 Grain <0.01 <0.01 96, 99
e 64 Straw <0.01 <0.01 94, 98
/(AQ\OJ
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 72# Grain <0.01 <0.01 96, 99
.@\@ T2# Straw <0.01 <0.01 94, 98
| S 78 Grain <0.01 <0.01 96, 99
5 78 | Straw | <001 | <001 94, 98
;‘D\\O 88 Grain <0.01 <0.01 96, 99
S 88 | Straw | <0.01 <0.01 94, 98
&
1 5.9 99 -- 26-M&@§-2011 BBCH 45 0 [Whole Plant| 0.158 <0.01 100, 97
¢ 8 |Whole Plant| <0.01 <0.01 100, 97
Qé‘ 12 |Whole Plant| <0.01 <0.01 100, 97
O 26 |Whole Plant| <0.01 <0.01 100, 97
é\o 61 Grain <0.01 <0.01 96, 99
o 61 Straw <0.01 <0.01 94, 98
ol 69# Grain <0.01 <0.01 96, 99
NeE 69# | Straw | <0.01 <0.01 94, 98
& 75 Grain <0.01 <0.01 96, 99
2 75 Straw <0.01 <0.01 94, 98
~ 85 Grain <0.01 <0.01 96, 99
L 85 Straw <0.01 <0.01 94, 98
CEMS-5002B |Spring France |GF- 1 6.0 A@" 400 -- |19-Apr-2011 |BBCH 32 | 84# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley / NZ 2573 QQ’ 84# Straw <0.01 <0.01 94,98
DAS Ref. ID  [Sebastian |Outside NG
110412 (field) 1 83?0 398 -- |10-May-2011 |BBCH 39 0 |Whole Plant| 0.156 <0.01 100, 97
Y & 7 |Whole Plant| <0.01 <0.01 100, 97
2011 a2 14 |Whole Plant| <0.01 <0.01 100, 97
\ox@ 28 |Whole Plant| <0.01 <0.01 100, 97
IS 56 Grain <0.01 <0.01 96, 99
5 56 Straw <0.01 <0.01 94, 98
K 63# Grain <0.01 <0.01 96, 99
§®
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 63# Straw <0.01 <0.01 94, 98
.@\@ 69 Grain <0.01 <0.01 96, 99
| S 69 Straw <0.01 <0.01 94, 98
5 77 | Gran | <001 | <0.01 96, 99
\j§ 77 Straw <0.01 <0.01 94, 98
1 6.0 398 -- 17-Mag42011 BBCH 45 0 [Whole Plant| 0.107 <0.01 100, 97
& 7 |Whole Plant| <0.01 <0.01 100, 97
¢ 14 |Whole Plant| <0.01 <0.01 100, 97
& 28 |Whole Plant| <0.01 <0.01 100, 97
> 49 Grain <0.01 <0.01 96, 99
é\o 49 Straw <0.01 <0.01 94, 98
Q 564# Grain <0.01 <0.01 96, 99
ol 564# Straw <0.01 <0.01 94, 98
N 62 Grain <0.01 <0.01 96, 99
& 62 Straw <0.01 <0.01 94, 98
2 70 Grain <0.01 <0.01 96, 99
O 70 Straw <0.01 <0.01 94, 98
CEMS-5002C |Spring Poland |GF- 1 59 [392 -~ |23-May-2011 [BBCH 32 | 81# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |NZ 2573 A@‘\’ 81# Straw <0.01 <0.01 94, 98
DAS Ref. ID  |Azit Outside 2
110412 (field) 1 6 410 -- |27-May-2011 [BBCH39 | 0 |Whole Plant| 0.216 <0.01 100, 97
Y 6\(0 7 |Whole Plant| (0.004) <0.01 100, 97
2011 & 14 |Whole Plant| <0.01 <0.01 100, 97
a2 28 |Whole Plant| <0.01 <0.01 100, 97
\O&@ 70 Grain <0.01 <0.01 96, 99
& 70 Straw <0.01 <0.01 94, 98
5 774 | Grain <0.01 <0.01 96, 99
K T7# Straw <0.01 <0.01 94, 98
§®
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
N 83 Grain <0.01 <0.01 96, 99
.@\@ 83 Straw <0.01 <0.01 94, 98
| S 91 Grain <0.01 <0.01 96, 99
o,f 91 | Straw | <001 | <0.01 94, 98
X
1 5.6 371 - 31-May-2\9\(1bl BBCH 45 0 |Whole Plant| 0.197 <0.01 100, 97
b-s 7  |Whole Plant| (0.006) <0.01 100, 97
@(b 15 |Whole Plant| <0.01 <0.01 100, 97
& 28 |Whole Plant| <0.01 <0.01 100, 97
& 66 Grain <0.01 <0.01 96, 99
> 66 Straw <0.01 <0.01 94, 98
é\o 73# Grain <0.01 <0.01 96, 99
Q 73# Straw <0.01 <0.01 94, 98
ol 79 Grain <0.01 <0.01 96, 99
NeE 79 Straw | <0.01 <0.01 94, 98
& 87 Grain <0.01 <0.01 96, 99
0 87 Straw <0.01 <0.01 94, 98
CEMS-5002D |Spring United |GF- 1 6.0 100 -~ |24-May-2011 |BBCH 32 | 83# Grain <0.01 <0.01 96, 99
CEMS-5002 (Barley/ |Kingdom|2573 (§° 83t Straw <0.01 <0.01 94,98
DASRef. ID |[Wagon  |NZ &
110412 Outside 1 6.2.7| 103 -~ |31-May-2011 [BBCH 39-| 76# Grain <0.01 <0.01 96, 99
Y (field) g</ 43 764 Straw <0.01 <0.01 94, 98
2011 6\(0
1 |x62 103 -~ ]03-Jun-2011 73# Grain <0.01 <0.01 96, 99
a2 BBCH 45 | 73# Straw <0.01 <0.01 94, 98
CEMS-5002E |Spring Hungary |GF- 1\§ 5.8 385 -- |17-May-2011 |BBCH 32 | 69# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |NZ 2573 & 69# Straw <0.01 <0.01 94, 98
DASRef. ID  [Jubilant  [Outside 5
110412 (field) g 1 5.8 384 -- |02-Jun-2011 |BBCH 41 | 53# Grain <0.01 <0.01 96, 99
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl (dqﬁ) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
Y © 53# Straw <0.01 <0.01 94, 98
2011 &
1 6.2 413 -~ {09-Jun-2011 Q@&BCH 45| 46# Grain <0.01 <0.01 96, 99
o 46# Straw <0.01 <0.01 94, 98
CEMS-5002F |Spring Germany |GF- 1 6.6 110 -- 06-May-20,§,§ BBCH 32 | 77# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |NZ 2573 .@0\ TT# Straw <0.01 <0.01 94, 98
DAS Ref. ID  |Ingmar Outside S\Q
110412 (field) 1 6.8 113 - |12-May-2011 | BBCH 39 | 71# Grain <0.01 <0.01 96, 99
Y < T1# Straw <0.01 <0.01 94,98
2011 ey
1 6.8 113 -~ 120-May-2011 [BBCH 45 | 63# Grain <0.01 <0.01 96, 99
& 63# Straw <0.01 <0.01 94, 98
CEMS-5002G |Spring Poland |GF- 1 6.1 408 = |25-May-2011 |BBCH 32 | 77# Grain <0.01 <0.01 96, 99
CEMS-5002 (Barley/ |NZ 2573 o’ TT# Straw <0.01 <0.01 94,98
DAS Ref. ID  |Prestige  |Outside d‘_vo’
110412 (field) 1 6.4 430 -- |02-Jun-2011 |[BBCH39 | 69# Grain <0.01 <0.01 96, 99
Y o 69# Straw <0.01 <0.01 94, 98
2011 ~
1 6.3 §§\°423 -- |07-Jun-2011 |BBCH 45 | 64# Grain <0.01 <0.01 96, 99
q 64+ Straw <0.01 <0.01 94, 98
[2)
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Table B.7.6-14Summary of residues of XDE-729 Methyl and XDE-729 Acid in spring barley (Sgﬁthern Zone)
<

Q)

GLP and Trialf Crop |Country Application Details & Residues found 2
Details o’\?
Trial ID Crop |Country|Form |No.of| Appl | Spray | Appl | Appl Date GS at §’HI Portion |XDE-729| XDE-729 % Recovery
Study ID Variety | Zone No. |Appls| Rate Vol | Conc Last App\l:D(days) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 Ng (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) N
B O
Trial Year >
CEMS-4720E |Spring Italy GF- 1 6.3 313 --  |28-Apr-2010 B@CH 32| T70# Grain <0.01 <0.01 108, 104
CEMS-4720 |Barley/ |SZ 2573 22 70# Straw <0.01 <0.01 108, 98
DAS Ref. ID  |Otis Outside 3
101590 (field) 1 6.1 306 -- 12-May-2g@\0 BBCH39 | 0 |Wholeplant| 0.324 <0.01 96, 100
Y , \5) 7 |Whole plant| <0.01 <0.01 96, 100
2010 o 14 |Whole plant| <0.01 <0.01 96, 100
@\Q’ 28 |Whole plant| <0.01 <0.01 96, 100
é‘Q 49 Grain <0.01 <0.01 108, 104
S 49 Straw <0.01 <0.01 108, 98
S 56# Grain <0.01 <0.01 108, 104
< 56# | Straw <0.01 <0.01 108, 98
S 63 Grain <0.01 <0.01 108, 104
@o‘f’ 63 Straw <0.01 <0.01 108, 98
rbd‘ 70 Grain <0.01 <0.01 108, 104
@Q 70 Straw <0.01 <0.01 108, 98
b(b
1 6.1 .\@04 -~ |21-May-2010 |BBCH45| 0 |Whole plant| 0.222 <0.01 96, 100
o 7 |Whole plant| (0.009) <0.01 96, 100
3 14 |Whole plant| <0.01 <0.01 96, 100
& 28 |Whole plant| <0.01 <0.01 96, 100
N 40 Grain <0.01 <0.01 108, 104
S 40 Straw <0.01 <0.01 108, 98
K3 47# |  Grain <0.01 <0.01 108, 104
§0 47# Straw <0.01 <0.01 108, 98
0 54 Grain <0.01 <0.01 108, 104
& 54 Straw <0.01 <0.01 108, 98
S 61 | Grain | <001 | <0.01 108, 104
&
N
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
Q@’ 61 Straw <0.01 <0.01 108, 98
O
CEMS-4720F |Spring Spain GF- 1 6.0 350 - |11-May-2010 B%@H 32| 57# Grain <0.01 <0.01 108, 104
CEMS-4720 |Barley/ 2573 S 57# Straw <0.01 <0.01 108, 98
DASRef. ID  |Unia I
101590 1 5.8 338 - 18-May-20,]£ BBCH39 | 0 (Wholeplant| 0.210 (0.004) 96, 100
\4 S 7 |Whole plant| (0.005) <0.01 96, 100
2010 b\Q 14 |Whole plant| (0.004) <0.01 96, 100
@(b 28 |Whole plant| <0.01 <0.01 96, 100
& 43 Grain <0.01 <0.01 108, 104
& 43 Straw <0.01 <0.01 108, 98
> 50# Grain <0.01 <0.01 108, 104
é\o 50# Straw <0.01 <0.01 108, 98
Q 57 Grain <0.01 <0.01 108, 104
ol 57 Straw <0.01 <0.01 108, 98
N 65 | Grain <0.01 <0.01 108, 104
& 65 Straw <0.01 <0.01 108, 98
Y
1 6.0 §§D8 -- |20-May-2010 |BBCH45 | 0 |Whole plant| 0.143 <0.01 96, 100
4 7 |Whole plant| (0.003) <0.01 96, 100
f 14 |Whole plant| <0.01 <0.01 96, 100
2 28 |Whole plant| <0.01 <0.01 96, 100
(f</ 41 Grain <0.01 <0.01 108, 104
6\(0 41 Straw <0.01 <0.01 108, 98
& 48# Grain <0.01 <0.01 108, 104
42 48# Straw <0.01 <0.01 108, 98
\O@ 55 Grain <0.01 <0.01 108, 104
& 55 Straw <0.01 <0.01 108, 98
5 63 Grain <0.01 <0.01 108, 104
& 63 Straw <0.01 <0.01 108, 98
§®
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl (dqﬁ) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
>
£
CEMS-4720G |Spring Bulgaria |GF- 1 6.2 310 -~ |08-Jun-2010 BB@PI 32 | 50# Grain 0.041 <0.01 108, 104
CEMS-4720 |Barley/ |Sz 2573 & 50# Straw 0.078 (0.007) 108, 98
DASRef.ID |Flavia  |Outside %
101590 (field) 1 6.3 317 --|20-Jun-2010{BBCH 39 | 38# Grain 0.059 <0.01 108, 104
Y & 38# Straw 0.103 0.011 108, 98
2010 &8
1 6.0 300 - 25-Jun6ﬁ)10 BBCH 45 | 33# Grain 0.071 <0.01 108, 104
& 33# Straw 0.124 0.013 108, 98
CEMS-4720H |Spring Southern |GF- 1 6.3 83 -- 1Q;<Bﬂay-2010 BBCH 32 | 67# Grain <0.01 <0.01 108, 104
CEMS-4720 |Barley/ |France |2573 N 67# Straw (0.005) (0.004) 108, 98
DASRef.ID |Prestige  |SZ &
101590 Outside 1 6.5 87 --57|21-May-2010 [BBCH 39 | 56# Grain <0.01 <0.01 108, 104
Y (field) S 56# Straw 0.014 (0.009) 108, 98
2010 &
1 6.5 87 o -- |03-Jun-2010 (BBCH 45 | 43# Grain <0.01 <0.01 108, 104
ol 43¢ Straw 0.013 0.012 108, 98
CEMS-5002H |Spring Italy GF- 1 6.0 Agf - |15-Apr-2011 |BBCH 32 | 73# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |SZ 2573 S 73# Straw <0.01 <0.01 94, 98
DAS Ref. ID  |Rondo Outside &
110412 (field) 1 6.3 @4@ 420 -- |27-Apr-2011 [BBCH39 | 0 |Wholeplant| 0.147 <0.01 100, 97
Y QS) 7 |Whole plant| <0.01 <0.01 100, 97
2011 £ 13 |Whole plant| <0.01 <0.01 100, 97
S 28 |Whole plant| <0.01 <0.01 100, 97
Q$ 55 |Whole plant| <0.01 <0.01 100, 97
& 61# Grain <0.01 <0.01 96, 99
< 61# Straw <0.01 <0.01 94,98
& 68 Grain <0.01 <0.01 96, 99
S 68 Straw <0.01 <0.01 94, 98
¥
&
N
§®
Q_
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&
1 6.1 406 -- |06-May-2011 BBQSMS 0 |Whole plant| 0.127 <0.01 100, 97
.@\@ 8 |Whole plant| <0.01 <0.01 100, 97
S 14 |Whole plant| <0.01 <0.01 100, 97
5 31 |Whole plant| <0.01 <0.01 100, 97
;‘D\\O 46 |Whole plant| <0.01 <0.01 100, 97
&S 52# | Grain | <0.01 | <0.01 96, 99
b\Q 52# Straw <0.01 <0.01 94,98
& 59 Grain <0.01 <0.01 96, 99
& 59 Straw <0.01 <0.01 94, 98
CEMS-50021 |Spring Spain GF- 1 6.6 110 -- 1§Apr-2011 BBCH 32 | 79# Grain <0.01 <0.01 96, 99
CEMS-5002 |(Barley/ SZ 2573 O T9# Straw <0.01 <0.01 94, 98
DAS Ref. ID |Belgrano |Outside é\o
110412 (field) 1 5.9 99 g 26-Apr-2011 |BBCH 39 0 |Whole plant| 0.217 <0.01 100, 97
Y ol 8 |Whole plant| <0.01 <0.01 100, 97
2011 NiE 15 |Whole plant| <0.01 <0.01 100, 97
& 29 |Whole plant| <0.01 <0.01 100, 97
2 57 Grain <0.01 <0.01 96, 99
I~ 57 Straw <0.01 <0.01 94, 98
& 64# |  Grain <0.01 <0.01 96, 99
& 64# | Straw | <0.01 <0.01 94, 98
QQ’ 71 Grain <0.01 <0.01 96, 99
é</ 71 Straw <0.01 <0.01 94, 98
é‘(b 78 Grain <0.01 <0.01 96, 99
& 78 Straw <0.01 <0.01 94, 98
K<
1\0*@ 6.2 103 -- |04-May-2011 |BBCH 45 0 [Wholeplant| 0.132 <0.01 100, 97
& 7 |Whole plant| (0.004) <0.01 100, 97
§’ 14 |Whole plant| <0.01 <0.01 100, 97
& 27 |Whole plant| <0.01 <0.01 100, 97
§®
Q_
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl| (days) | Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
&1 49 Grain <0.01 <0.01 96, 99
S 49 Straw (0.004) <0.01 94, 98
.@\@ 56# Grain <0.01 <0.01 96, 99
S 56# Straw <0.01 <0.01 94, 98
I 63 | Grain | <001 | <001 96, 99
;‘D§ 63 Straw (0.004) <0.01 94, 98
&S 70 | Grain | <001 | <001 96, 99
L 70 Straw <0.01 <0.01 94, 98
CEMS-5002J |Spring Italy GF- 1 5.6 93 - 14-Agp‘-’2011 BBCH 32 | 64# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |SZ 2573 &£ 644 Straw <0.01 <0.01 94, 98
DAS Ref. ID  |Atomo Outside &
110412 (field) 1 5.4 90 - Q%-Apr-ZOll BBCH 39 | 56# Grain <0.01 <0.01 96, 99
Y é\o 564# Straw <0.01 <0.01 94, 98
2011 Q
1 6.4 107 | ;% |28-Apr-2011 ([BBCH 45 | 50# Grain <0.01 <0.01 96, 99
> 50# | Straw | <0.01 <0.01 94, 98
CEMS-5002K |Spring France |GF- 1 6.4 107Qf$’ -- |04-May-2011 |BBCH 32 | 63# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |SZ 2573 2 63# Straw <0.01 <0.01 94, 98
DAS Ref. ID  |Prestige  |Outside Qb
110412 (field) 1 6.4 (§°107 -- |10-May-2011 [BBCH 39 | 57# Grain <0.01 <0.01 96, 99
Y & 57# | Straw | <001 | <0.01 94, 98
2011 2
1 Ggif 107 -~ |13-May-2011 [BBCH 45 | 54# Grain <0.01 <0.01 96, 99
N 544 Straw <0.01 <0.01 94, 98
CEMS-5002L |Spring Greece |GF- 1 | 262 411 -- |05-Apr-2011 [BBCH 32 | 76# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |SZ 2573 42 764# Straw <0.01 <0.01 94, 98
DAS Ref. ID  [Thessaloni |Outside \ox@
110412 ki (field) Q)& 5.9 392 -- |15-Apr-2011 [BBCH 39 | 66# Grain <0.01 <0.01 96, 99
Y 5 664 Straw <0.01 <0.01 94, 98
2011 e
L
N
§®
Q_
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details S
Trial ID Crop |Country|Form No.of| Appl | Spray | Appl | Appl Date GS at PHl@b Portion |XDE-729| XDE-729 % Recovery
Study ID Variety Zone No. |[Appls| Rate Vol | Conc Last Appl (dqﬁ) Analysed | Methyl acid XDE-729 Methyl
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) | (mg/Kg) | XDE-729 acid
GLP(Y/N) ~
Trial Year N
1 6.5 433 - |27-Apr-2011 BBCH@S 54# Grain <0.01 <0.01 96, 99
54# Straw <0.01 <0.01 94, 98
CEMS-5002M |Spring Bulgaria |GF- 1 5.6 373 - |10-May-2011 B%@H 32| 71# Grain <0.01 <0.01 96, 99
CEMS-5002 |Barley/ |Sz 2573 | 71# Straw <0.01 <0.01 94,98
DASRef. ID  |Violeta  |Outside ,\f
110412 (field) 1 6.2 413 - 24-May-20,]§? BBCH 39 | 57# Grain <0.01 <0.01 96, 99
Y S 57# | Straw | <0.01 <0.01 94, 98
2011 \Q
1 6.5 433 - |27- ng 2011 |BBCH 45 | 54# Grain <0.01 <0.01 96, 99
54%# Straw <0.01 <0.01 94, 98

& Limit of Quantitation (LOQ) = 0.01 mg/kg; Limit of Detection (LOD) = 0.003 mg/ka‘Remdue values equal to or greater than the LOD, but less than the LOQ are displayed

within parenthesis.

# = Normal Commercial Harvest
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@
Table B.7.6-15 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in spring bag?y (Northern Zone)
<

Q

GLP and Trialf Crop |Country Application Details &@0 Residues found &
Details Q
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHY | Portion |Cloquintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl (@ys) Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 & (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) S Cloquintocet
Trial Year S acid
&
CEMS-4720A |Spring Northern |GF- 1 5.9 197 -- |10-May-2010 BB{Sﬁ 32| 71 Grain -- -- --
CEMS-4720 |Barley/ France |2573 S 71 Straw -- -- --
DAS Ref. ID  [Sebastian [NZ Crb\‘
101590 Outside 1 6.1 203 - 25-May-20:£6> BBCH39 | 49 Grain - -- -
Y (field) (z?\ 49 Straw - - -
2010 & 56# Grain <0.01 <0.01 96, 92
\0@ 564# Straw <0.01 <0.01 112,102
boo 63 Grain <0.01 <0.01 96, 92
N 63 Straw <0.01 <0.01 112,102
2 70 Grain <0.01 <0.01 96, 92
(§> 70 Straw <0.01 <0.01 112,102
(]
1 6.1 202 g,é?o’ 01-Jun-2010 |BBCH 45-| 42 Grain - - -
DQQ’ 49 42 Straw -- -- --
N A9# Grain <0.01 <0.01 96, 92
S 494 Straw <0.01 <0.01 112,102
L 56 Grain <0.01 <0.01 96, 92
@@ 56 Straw <0.01 <0.01 112,102
& 63 Grain <0.01 <0.01 96, 92
S 63 Straw <0.01 <0.01 112,102
&
S
@Q(v
&
&
S
(@)
¥
&
N
§®
Q_
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl (days)fAnaIysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
&
CEMS-4720B |Spring Germany |GF- 1 6.3 83 -- |29-May-2010 BBCH%Q 63 Grain -- -- --
CEMS-4720 |Barley/ |NZ 2573 .@\@ 63 Straw - - -
DAS Ref. ID  |Quench  |Outside g
101590 (field) 1 55 73 -~ |08-Jun-2010 BgQCH 39| 43 Grain <0.01 <0.01 96, 92
Y 5‘§ 43 Straw <0.01 <0.01 112,102
2010 3 53# Grain <0.01 <0.01 96, 92
§ 53# Straw <0.01 <0.01 112,102
& 59 Grain <0.01 <0.01 96, 92
& 59 Straw <0.01 <0.01 112,102
& 66 Grain <0.01 <0.01 96, 92
RS 66 Straw <0.01 <0.01 112,102
o
b
1 6.0 80 - $15-Jun-2010 |BBCH55 | 36 Grain <0.01 <0.01 96, 92
ol 36 Straw <0.01 <0.01 112,102
& 46# |  Grain <0.01 <0.01 96, 92
& 46# |  Straw <0.01 <0.01 112, 102
P 52 Grain <0.01 <0.01 96, 92
I~ 52 Straw <0.01 <0.01 112, 102
4 59 Grain <0.01 <0.01 96, 92
& 59 | Straw <0.01 <0.01 112,102
o
QQ/‘
v
S
@Q(v
&
X~
&
S
(@)
¥
&
N
Cb.
S
Q_




163 K
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl| (days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
&
CEMS-4720C |Spring Hungary |GF- 1 6.2 312 - [07-May-2010 [BBCH 32 | 74# Grain - - -
CEMS-4720 |(Barley/ [Nz 2573 .@\@ T4# Straw - - -
DAS Ref. ID  [Jubilant  |Outside O
101590 (field) 1 6.3 315 -~ |29-May-2010 BgOCH 39 | b2# Grain <0.01 <0.01 96, 92
Y i 52# Straw <0.01 <0.01 112,102
2010 S
1 5.8 291 -- 07-Jun-20%@ BBCH 45 | 43# Grain <0.01 <0.01 96, 92
& 43# Straw <0.01 <0.01 112,102
0@
CEMS-4720D |(Spring United |GF- 1 6.6 393 - |21-Jun-2010 |BBCH 32 | 59# Grain - - -
CEMS-4720 |Barley/ Kingdom|2573 § 59# Straw -- -- --
DAS Ref. ID  (Belvoir NZ N
101590 Outside 1 5.8 367 -- Q>§’5-Jun-2010 BBCH 39 | 55# Grain <0.01 <0.01 96, 92
Y (field) o0 55# Straw <0.01 <0.01 112,102
2010 &
1 6.1 383 Q,g__ 29-Jun-2010 |BBCH 45 | 51# Grain <0.01 <0.01 96, 92
6;50 51# Straw <0.01 <0.01 112,102
N
CEMS-5002A |Spring Germany |GF- 1 5.8 9 -- |20-May-2011 |BBCH 32 | 75# Grain <0.01 <0.01 86, 86
CEMS-5002 (Barley/ [Nz 2573 @Q 75# Straw <0.01 <0.01 89, 85
DAS Ref. ID  |Breamer |Outside HZ
110412 (field) 1 6.0 g< 100 -- |23-May-2011 |BBCH 39 | 72# Grain <0.01 <0.01 86, 86
Y 5{" 72# Straw <0.01 <0.01 89, 85
2011 &
1 5.9 99 --  |26-May-2011 | BBCH 45 | 69# Grain <0.01 <0.01 86, 86
Ox@ 69# Straw <0.01 <0.01 89, 85
&
()
S
(@)
¥
R
N
§®
Q_
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl| (days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
&
CEMS-5002B |Spring France |GF- 1 6.0 400 - [19-Apr-2011 [BBCH 32 | 84# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |NZ 2573 .@\@ 84# Straw <0.01 <0.01 89, 85
DAS Ref. ID  [Sebastian |Outside S
110412 (field) 1 6.0 398 - |10-May-2011 BgQCH 39| 63# Grain <0.01 <0.01 86, 86
Y i 63# Straw <0.01 <0.01 89, 85
2011 S
1 6.0 398 - 17-May-2g$1 BBCH 45 | 56# Grain <0.01 <0.01 86, 86
P 56# Straw <0.01 <0.01 89, 85
CEMS-5002C |Spring Poland |GF- 1 5.9 392 -- 23-Ma&\201l BBCH 32 | 81# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |NZ 2573 ey 81# Straw <0.01 <0.01 89, 85
DAS Ref. ID  |Azit Outside R
110412 (field) 1 6.1 410 - |2F-May-2011 |BBCH 39 | 77# Grain <0.01 <0.01 86, 86
Y &$ TT# Straw <0.01 <0.01 89, 85
2011 ol
1 5.6 371 \@0’ 31-May-2011 |BBCH 45 | 73# Grain <0.01 <0.01 86, 86
g 73# | Straw <0.01 <0.01 89, 85
CEMS-5002D |Spring United |GF- 1 6.0 100 ;¥ -- |24-May-2011 BBCH 32 | 83# Grain <0.01 <0.01 86, 86
CEMS-5002 |(Barley/ |Kingdom [2573 o 83t Straw <0.01 <0.01 89, 85
DASRef. ID |[Wagon  |NZ &
110412 Outside 1 6.2 A&i‘B -~ |31-May-2011 [BBCH 39-| 76# Grain <0.01 <0.01 86, 86
Y (field) Qf’ 43 76# Straw <0.01 <0.01 89, 85
2011
1 6.%J§ 103 -~ |03-Jun-2011 73# Grain <0.01 <0.01 86, 86
qué BBCH 45 | 73# Straw <0.01 <0.01 89, 85
2]
&
§Q§\‘
(@)
¥
L
N
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found &
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl| (days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
&
CEMS-5002E |Spring Hungary |GF- 1 5.8 385 - [17-May-2011 [BBCH 32 | 69# Grain <0.01 <0.01 86, 86
CEMS-5002 |(Barley/ [Nz 2573 .@\@ 69# Straw <0.01 <0.01 89, 85
DASRef. ID  |Jubilant  |Outside >
110412 (field) 1 5.8 384 -~ |02-Jun-2011 BgOCH 41 | 53# Grain <0.01 <0.01 86, 86
Y i 53# Straw <0.01 <0.01 89, 85
2011 S
1 6.2 413 - 09-Jun-20%$ BBCH 45 | 46# Grain <0.01 <0.01 86, 86
o 46# Straw <0.01 <0.01 89, 85
CEMS-5002F |Spring Germany |GF- 1 6.6 110 -- 06-Ma&\2011 BBCH32 | 77# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |NZ 2573 ey TT# Straw <0.01 <0.01 89, 85
DAS Ref. ID  |Ingmar Outside R
110412 (field) 1 6.8 113 - |12-May-2011 |BBCH 39 | 71# Grain <0.01 <0.01 86, 86
Y & 71# Straw <0.01 <0.01 89, 85
2011 o0
1 6.8 113 \@O’ 20-May-2011 |BBCH 45 | 63# Grain <0.01 <0.01 86, 86
g 63# | Straw <0.01 <0.01 89, 85
CEMS-5002G |Spring Poland |GF- 1 6.1 408 ¥ -- |25-May-2011 [BBCH 32 | 77# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |NZ 2573 N TT# Straw <0.01 <0.01 89, 85
DAS Ref. ID  |Prestige  |Outside (§°
110412 (field) 1 6.4 @%O -- |02-Jun-2011 [BBCH 39 | 69# Grain <0.01 <0.01 86, 86
Y HZ 69# Straw <0.01 <0.01 89, 85
2011 N
1 6.%3’ 423 -- |07-Jun-2011 |BBCH 45 | 64# Grain <0.01 <0.01 86, 86
Qq{é 64# Straw <0.01 <0.01 89, 85
2]
&
&
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
Q;@@
Table B.7.6-16 Summary of residues of Cloquintocet-mexyl and Cloquintocet acid in spring bazgigy (Southern Zone)
GLP and Trialf Crop |Country Application Details boQ Residues found 2
Details @
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GS at PHIO)” Portion |Cloquintocet-| Cloquintocet | 9% Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl|(day8)| Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 Qé‘ (mg/Kg) (mg/Kg) mexyl
GLP(YIN) & Cloquintocet
Trial Year K acid
CEMS-4720E |Spring Italy GF- 1 6.3 313 -- |28-Apr-2010 |BBCH (§>‘2 70 Grain -- -- --
CEMS-4720 |Barley/ |SZ 2573 § 70 Straw - - -
DAS Ref. ID  |Otis Outside Q
101590 (field) 1 6.1 306 - |12-May-2010 [BBCH 39 | 49 Grain - - -
Y > 49 Straw - - -
2010 59 564 |  Grain <0.01 <0.01 96, 92
N 56# Straw <0.01 <0.01 112,102
@(b 63 Grain <0.01 <0.01 96, 92
\0‘7’ 63 Straw <0.01 <0.01 112,102
N 70 Grain <0.01 <0.01 96, 92
O\»\b 70 Straw <0.01 <0.01 112,102
2
1 6.1 304 -- (§?1-May-2010 BBCH 45 | 40 Grain -- -- --
& 40 Straw - - -
& 474 Grain <0.01 <0.01 96, 92
& 47# Straw <0.01 <0.01 112,102
3 54 | Grain <0.01 <0.01 96, 92
S 54 Straw <0.01 <0.01 112, 102
\\;b‘\ 61 Grain <0.01 <0.01 96, 92
@@ 61 Straw <0.01 <0.01 112,102
9
N
(‘6\(0
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XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6§
GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl| (days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
CEMS-4720F |Spring Spain GF- 1 6.0 350 - [11-May-2010 [BBCH 324" 57 Grain - - -
CEMS-4720 |Barley/ 2573 ;§ 57 Straw - - -
DAS Ref. ID  |Unia &
101590 1 5.8 338 -~ |18-May-2010 |BBGH 39 | 43 Grain <0.01 <0.01 96, 92
Y N 43 | Straw <0.01 <0.01 112,102
2010 5‘)\\0 50# Grain <0.01 <0.01 96, 92
S 50# Straw <0.01 <0.01 112,102
b\Q 57 Grain <0.01 <0.01 96, 92
& 57 Straw <0.01 <0.01 112,102
& 65 Grain <0.01 <0.01 96, 92
S 65 Straw <0.01 <0.01 112,102
L
1 6.0 348 - %@May-ZOlO BBCH45 | 41 Grain <0.01 <0.01 96, 92
& 41 Straw <0.01 <0.01 112,102
ol 484 Grain <0.01 <0.01 96, 92
& 48# | Straw <0.01 <0.01 112, 102
Qr&’ 55 Grain <0.01 <0.01 96, 92
g 55 Straw <0.01 <0.01 112,102
I~ 63 Grain <0.01 <0.01 96, 92
fo 63 Straw <0.01 <0.01 112,102
>
CEMS-4720G |Spring Bulgaria |GF- 1 6.2 JQ731O -- |08-Jun-2010 |[BBCH 32| 50 Grain -- -- --
CEMS-4720 |Barley/ |SZ 2573 50 Straw - -- -
DAS Ref. ID |Flavia Outside N
101590 (field) 1 6080 317 -~ |20-Jun-2010 BBCH 39 | 38 Grain - -- -
Y o2 38 Straw -- - --
2010 N
1 4 60 300 -- |25-Jun-2010 [BBCH 45| 33 Grain - - -
& 33 Straw - - -
boov
L
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl| (days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
CEMS-4720H |(Spring Southern |GF- 1 6.3 83 - [10-May-2010 [BBCH 324" 67 Grain -- -- --
CEMS-4720 |Barley/  |France |2573 S| 67 Straw - - --
DASRef.ID  |Prestige  |SZ &
101590 Outside 1 6.5 87 -~ |21-May-2010 |BBGH 39 | 56# Grain <0.01 <0.01 96, 92
Y (field) N 56# |  Straw <0.01 <0.01 112, 102
2010 '
1 6.5 87 - 03-Jun-2010\§%BCH 45| 43# Grain <0.01 <0.01 96, 92
b-s 43# Straw <0.01 <0.01 112, 102
éb
CEMS-5002H |Spring Italy GF- 1 6.0 402 -- 15-Apg5?011 BBCH 32 | 73# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |Sz 2573 ey 73# Straw <0.01 <0.01 89, 85
DAS Ref. ID  [Rondo Outside 36
110412 (field) 1 6.3 420 - |&F-Apr-2011 |BBCH 39 | 61# Grain <0.01 <0.01 86, 86
Y &P 61# Straw <0.01 <0.01 89, 85
2011 ol
1 6.1 406 @o’ 06-May-2011 |BBCH 45 | 52# Grain <0.01 <0.01 86, 86
& 52# Straw <0.01 <0.01 89, 85
CEMS-50021 |Spring Spain GF- 1 6.6 110 4 -- |11-Apr-2011 BBCH 32 | 79# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |SZ 2573 Qb 794# Straw <0.01 <0.01 89, 85
DAS Ref. ID  |Belgrano |Outside (§°
110412 (field) 1 5.9 @@'9 -~ |26-Apr-2011 [BBCH 39 | 64# Grain <0.01 <0.01 86, 86
Y HZ 644 Straw <0.01 <0.01 89, 85
2011 N
1 6.26\‘Z> 103 -- |04-May-2011 | BBCH 45 | 56# Grain <0.01 <0.01 86, 86
L 56# Straw <0.01 <0.01 89, 85
Q
2]
&
§§\‘
(@)
¥
L
N
§®
Q_
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl| (days)¢ Analysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
CEMS-5002) |Spring Italy GF- 1 5.6 93 - [14-Apr-2011 [BBCH 324 64# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |Sz 2573 ;§ 644 Straw <0.01 <0.01 89, 85
DASRef.ID |Atomo  |Outside &
110412 (field) 1 5.4 90 - |22-Apr-2011 |BBGH 39 | 56# Grain <0.01 <0.01 86, 86
Y N 56# |  Straw <0.01 <0.01 89, 85
2011 '
1 6.4 107 - 28-Apr-201,l\§%BCH 45| 50# Grain <0.01 <0.01 86, 86
< 50# Straw <0.01 <0.01 89, 85
CEMS-5002K |Spring France |GF- 1 6.4 107 -- 04-May-\g®’11 BBCH 32 | 63# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |Sz 2573 &£ 63# Straw <0.01 <0.01 89, 85
DAS Ref. ID  |Prestige  |Outside S
110412 (field) 1 6.4 107 -- 103lsﬁay-2011 BBCH 39 | 57# Grain <0.01 <0.01 86, 86
Y N 57# Straw <0.01 <0.01 89, 85
2011 kS
1 6.4 107 --47|13-May-2011 [BBCH 45 | 54# Grain <0.01 <0.01 86, 86
B 54# |  Straw <0.01 <0.01 89, 85
CEMS-5002L |Spring Greece |GF- 1 6.2 411 Qf5’-- 05-Apr-2011 [BBCH 32 | 76# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |SZ 2573 & 764# Straw <0.01 <0.01 89, 85
DAS Ref. ID  |Thessaloni |Outside Qb
110412 ki (field) 1 5.9 3$ -- |15-Apr-2011 |BBCH 39 | 66# Grain <0.01 <0.01 86, 86
Y & 66# | Straw <0.01 <0.01 89, 85
2011 HZ
1 6.5 gé 433 -~ |27-Apr-2011 BBCH 45 | 54# Grain <0.01 <0.01 86, 86
N 54# Straw <0.01 <0.01 89, 85
&
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GLP and Trialf Crop |Country Application Details & Residues found 2
Details L
Trial ID Crop |Country|Form [No.of| Appl | Spray | Appl | Appl Date GSat | PHI | gPortion |Cloguintocet-| Cloquintocet | % Recovery
Study ID Variety Zone No. |Appls| Rate Vol | Conc Last Appl (days)fAnaIysed mexyl acid Cloquintocet-
Report No. Location (g ae/ha) | (L/ha) 0 = (mg/Kg) (mg/Kg) mexyl
GLP(Y/N) 5\0 Cloquintocet
Trial Year N acid
CEMS-5002M |Spring Bulgaria |GF- 1 5.6 373 - [10-May-2011 [BBCH 324 71# Grain <0.01 <0.01 86, 86
CEMS-5002 |Barley/ |SZ 2573 ,-§ 71# Straw <0.01 <0.01 89, 85
DASRef.ID  |Violeta  |Outside &
110412 (field) 1 6.2 413 -~ |24-May-2011 [BBGH 39 | 57# Grain <0.01 <0.01 86, 86
Y N 57# |  Straw <0.01 <0.01 89, 85
2011 9
1 6.5 433 - 27-May-201,\;c%BCH 45| 54# Grain <0.01 <0.01 86, 86
.S 54# Straw <0.01 <0.01 89, 85
(DU
&QJ
#<0.01 = Not Detected, <0.005 mg/kg \o@
# = Normal Commercial Harvest N
¥
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S
B.7.6.1 Summary of residues resulting from supervised trials o
N

Residue trials were conducted in winter wheat, winter barley, spring wheg}égnd
spring barley in northern and southern Europe over a two year period. K total
there were 83 residue trials conducted with 22 trials in winter wheat (&I in N-EU
and 11 in S-EU), 19 trials in spring wheat (10 in N-EU and 9 in S-EW), 21 trials in
winter barley (10 in N-EU and 11 in S-EU) and 21 trials in sprin%‘barley (11 in N-

EU and 10 in S-EU). @

N

The representative formulation applied in these residue trials'was GF-2573, an EC
formulation containing XDE-729 methyl at a nominal copeentration of 7.5 g acid
equivalent (a.s) /L. The formulation also contains a herhicide safener,
cloquintocet-mexyl, at a nominal concentration of 7.@@ a.s/L.
"

In the 15 winter wheat and winter barley declineéé%ls where whole plant samples
were collected for residue analysis, residues of XDE-729 methyl and XDE-729
acid in whole plants were below the limit of qﬁection (<0.003 mg/kg) immediately
before the second application in the spring (gﬁdicating that the preceding autumn
application would not be expected to conm'kbute to any residues observed in grain
or straw. This conclusion is further cogﬁ’rmed by the finding that residue levels in
grain and straw within a given winter,Wheat or winter barley trial are quite similar
when comparing the treatment with-an autumn application at 7.5 g ae/ha followed
by a spring application at 6.0 g a at growth stage BBCH 45 to the treatment in
which there is only a single sprCiSB*g application at 6.0 g ae/ha at BBCH 45.

>N

9
Residues of XDE-729 meth§l and XDE-729 acid typically decreased rapidly in
whole plants following a(gfﬂication in the spring, often being non-detectable
(<0.003 mg/kg) by approximately 14 to 28 days after application, although in a
few trials residues in whole plants remained detectable through a final sample
collection at appro(?gy%ately 56 days after application.
s}

Out of 83 trial@esidues of XDE-729 methyl or XDE-729 acid in grain were not
detected (<0.803 mg/kg) or were <0.01 mg/kg in 82 trials. In one trial in spring
barley (Bulgarian trial, CEMS-4720G) residues of XDE-729 methyl significantly
exceeded the LOQ of 0.01 mg/kg. The applicant states a number of factors that
were upfavourable for normal crop growth and development at this trial site may
havescBntributed to this high residue result. Their analysis of the data indicated
tha?(*t%is result was a statistical outlier and therefore the residue value in grain from

trial should not be used for purposes of setting a MRL or for determining

c,)gbotential residue intake in livestock.
«§
.

Residues of XDE-729 methyl and XDE-729 acid in straw were most frequently not
detected (<0.003 mg/kg) or were detected, but below the LOQ (<0.01 mg/kg).
However, for the treatment compliant with the critical GAP there were 5 residue
trials out of the total of 83 trials in which residues of XDE-729 methyl or XDE-
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3
729 acid were above the LOQ (>0.01 mg/kg). In the same spring barley trial @a%

%,
00/77
Q
e

mentioned previously (Bulgarian trial, CEMS-4720G), residues in straw w:
substantially greater than observed in any other trial and the applicant’s ag‘&lysis of
the data indicated that this result was a statistical outlier. Therefore, the¥esidue
value in straw from that trial was not used for the purposes of deter 'Fﬁ\ng
potential residue intake in livestock. Furthermore, it should not be éged in future
to propose an MRL for animal feed commodities, at such a time gnen this
becomes implemented procedure. &
x
Residues of cloquintocet-mexyl and cloquintocet acid Weresdfr\f))t detected (<0.005
mg/kg) in the grain or straw from any of the residue trialsg
Q
In 2010 winter wheat trials, following application in gb\?ing targeted at either
BBCH 39 or BBCH 45, residues of XDE-729 methyl'and XDE-729 acid in whole
plants were below the limit of detection (<0.003 %gkg) by 14 to 17 days after
application. Residues of XDE-729 methyl and XDE-729 acid were not detected
(<0.003 mg/kg) in grain or straw in any of thg’;\?Z winter wheat trials conducted
over the two year period. . @C}
$
The same study design and treatments ag’described for the winter wheat trials were
also used in winter barley trials. In wjinter barley trials, following application in
spring targeted at either BBCH SQgPBBCH 45, residues of XDE-729 methyl and
XDE-729 acid in whole plants wete below the limit of detection (<0.003 mg/kg)
by 14-15 days after application.in 4 of the trials. Residues fell below the limit of
detection (<0.003 mg/kg) by 56-60 days after application in two of the trials.
However, in one trial in southern France, residues of both XDE-729 methyl and
XDE-729 acid remained aﬁ’ove the LOQ (>0.01 mg/kg) in whole plant samples
through 56 days after Q@%ication.
&
Residues of XDE-@% methyl and XDE-729 acid were not detected (<0.003
mg/kg) in grain, except in the southern France trial mentioned above (CEMS-
4553D), Where\\ﬁe level of XDE-729 methyl was <0.01 mg/kg. In straw, residues
of XDE-729\J$?ethyl and XDE-729 acid were not detected (<0.003 mg/kg) in the 10
trials conducted in the northern EU climatic zone. However, in the 11 trials
conductgd in the southern EU climatic zone, 5 trials had residues of XDE-729
methyl.0f XDE-729 acid in straw that were <0.01 mg/kg and in one trial (CEMS-
45533;5‘,’ southern France) residues of both XDE-729 methyl and XDE-729 acid in
straw exceeded the LOQ (>0.01 mg/kg). The applicant states that unfavourable
grewing conditions along with a slightly late application (BBCH 45-51 rather than
<BBCH 45) were thought to contribute to the higher residues in the southern France

“©'trial. Nonetheless, the residue value in straw from that trial was used for purposes

of setting a MRL or for determining potential residue intake in livestock

In spring wheat, trials in addition to the treatment that was consistent with the
critical GAP with a single spring application targeted at BBCH 45, there were also
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other treatments included with the spring application at earlier growth stages o
(BBCH 32 or BBCH 39). Residues of XDE-729 methyl and XDE-729 acidzgm
whole plants were generally below the limit of detection (<0.003 mg/kg) fy 12 to
14 days after application, although in one trial residues of XDE-729 methyl were
<0.01 mg/kg at 12 days after application. Residues of XDE 729 methyl and XDE-
729 acid were not detected (<0.003 mg/kg) in grain in any of the 198pring wheat
trials conducted over the two year period (2010 and 2011). In straw at two trial
sites XDE-729 methyl was found at levels >0.01 mg/kg and in t@%’se same two
trials XDE-729 acid was found at <0.01 mg/kg. Residues of g@%E-?ZQ methyl and
XDE-729 acid in straw in the remaining trials was typically;ﬁot detected (<0.003
mg/kQ). <$}
S
The same study design and treatments as described quﬁhe spring wheat trials were
also used in spring barley trials. In spring barley trials, residues of XDE-729
methyl and XDE-729 acid in whole plants were w the limit of detection
(<0.003 mg/kg) by 28-29 days after applications-In 20 out of the 21 trials
conducted in 2010 and 2011, residues of XD\§0/'29 methyl and XDE-729 acid were
not detected (<0.003 mg/Kkg) in grain. Howugver, in one trial that was conducted in
Bulgaria during 2010 (Trial CEMS-4720@), residues of XDE-729 methyl were
0.071 mg/kg when the treatment was applied at BBCH 45. Residues of XDE-729
acid were not detected in grain in the frial conducted in Bulgaria. The applicant
states that conditions at the Bulgarioa,‘ctrial site were reported to be unfavourable for
crop growth and development. 'l'bl%se conditions included a late planting date, clay
soil which was unfavourable forswater availability to the crop, and distribution of
rainfall that was not favourablg for growing conditions. It was noted that the grain
yield was lower than normaPwith fewer grains per ear and smaller ears than in
previous years. The appl&gqént thought that the unfavourable growing conditions
that resulted in reduceq’_lzor’op development and yield also were responsible for the
abnormal residue valug for XDE-729 methyl in grain at this trial site. Also, the
conditions at the E’nglggria trial site in 2010 resulted in abnormally rapid maturity
and drying of theEéZFop with a PHI of only 33 days from application at growth stage
BBCH 45 untij\\&\arvest. The PHIs from application at BBCH 45 until harvest for
the nine othe\&rials conducted in spring barley in southern Europe ranged from 43
to 56 days, With an average of 51 days. So, the 2010 Bulgaria trial (Trial CEMS-
4720G) %f a PHI for application at BBCH 45 that was 18 days shorter than the
average.for the other trials and was 10 days shorter than the next shortest PHI
amoggq’the 10 spring barley trials. Additionally, another trial in spring barley was
co%ﬁucted in Bulgaria during 2011 (Trial CEMS-5002M) and following
application at growth stage BBCH 45, residues of XDE-729 methyl and XDE-729
£acid were not detected (<0.003 mg/kg) in both grain and straw. The applicant’s

“© further evaluation of the residue data indicated that trial CEMS-4720G is a

.
&
$
O()
e

statistical outlier and is not appropriate for use in setting a MRL in grain. Out of
the eight trial sites in 2010, residues of XDE-729 methyl and XDE-729 acid in
straw were below the LOQ (<0.01 mg/kg) at six sites. In a trial site in Southern
France in 2010 residues of XDE-729 methyl and XDE-729 acid in straw were
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0.013 mg/kg and 0.012 mg/kg, respectively, when GF-2573 was applied at BgtH
45. Additionally, at the 2010 trial site in Bulgaria discussed above (Trial C@VIS-
4720G), residues of XDE-729 methyl and XDE-729 acid in straw were 0,124
mg/kg and 0.013 mg/kg, respectively, when GF-2573 was applied at B@@H 45,
As discussed previously, unfavourable conditions for crop growth a

development at the 2010 Bulgaria trial site are thought to be respo??%?e for the
abnormally high residue levels in this trial. In 2011, residues of XDE-729 methyl
and XDE-729 acid were not detected (<0.003 mg/kg) in any of bh% 13 trials
conducted in spring barley, including 6 that were conducted ip-Southern Europe.

As with grain, further evaluation of the residue data for str.

indicated that trial

CEMS-4720G is an outlier and is not appropriate for use it evaluating potential

residue intake in livestock or for future use if a MRL is

t in straw. The RMS

agrees with the reasons given above that the trial CEMIS-4720G was an outlier and
was therefore not used for the purpose of setting ar}b RL.
Q

Q_

The conditions leading to realistic worst-cases ot@r residues (critical GAP) in cereal

crops are summarised in the table below. \g’§
o
9
Table B.7.6.1-1 §\
Summary of critical GAPs D
Crop Rate, g ae/ha No.of & PHI Growth Stage at Latest
(max) Applications (days) | Application (BBCH)
(minimum
integval in days)
Winter wheat 7.5 (autumn) + %@ N/A Late Autumn: Prior to
6.0 (spring) ’?i\application dormancy, but by December 31,
,Z,&g interval based on typically BBCH 13-29
Qg\}‘ growth stage of Spring: BBCH 45
R the crop)
Spring wheat 60 & 1 N/A | BBCH 45
Winter barley 75 (a}&l@mn) + |2 N/A Late Autumn: Prior to
6.0\@%ring) (application dormancy, but by December 31%,
Q)A(b interval based on typically BBCH 13-29
<Q growth stage of Spring: BBCH 45
‘AU'QJ the crop)
Spring barley & | 6.0 1 N/A BBCH 45
RS
o,Q
&
«Q
X
&
S
O
¥
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Winter Wheat

Reference: Rawle, N. W., 2011 “RESIDUES OF XDE-729 IN WINTERQW(IDHEAT
AT INTERVALS AND HARVEST FOLLOWING MULTIFLE
APPLICATIONS OF GF-2573 - NORTHERN AND SObU(fI\'HERN
EUROPE — 2009 TO 2010, Study No. CEMS-4552, DQ@W Reference
ID 090118 &

S
Q

Devine, H. C., 2012 “RESIDUES OF XDE-729 @ﬁD
CLOQUINTOCET-MEXYL IN WINTER WHEAT AT INTERVALS
AND HARVEST FOLLOWING APPLICATHONS OF GF-2573 OR
GF-2685 - NORTHERN AND SOUTHER UROPE -2010 TO
20117, Study No. CEMS-4889, Dow Ref@%nce ID 102082

§

@

Q_

o~
The trials carried out in winter wheat and bar@ included a total of four treated
plots to evaluate residue levels with certain\(ﬁ\ther GAPs in addition to the critical
GAP. Three plots per trial had two foliar@applications with the first application in
late autumn prior to dormancy, but no later than December 31st, and the second
application in the spring targeted at ejzrﬁ’er BBCH 32, BBCH 39 or BBCH 45 (with
the exception of the German trial CEMS-4552E with application at growth stage
BBCH 58 and the Hungary trial CEMS-4889C with application during the first
week of January 2011). The fodrth plot had a single application in the spring
targeted at BBCH 45. Of thesﬁ‘our treatments, it was the plot receiving two
applications with one in theJate autumn and one in the spring targeted at BBCH 45
that is considered the critjé%l GAP treatment for winter cereals. In late autumn,
XDE-729 methyl was qg%lied at a target rate of 7.5 g ae/ha (GF-2573 at a nominal
rate of 1 L/ha) and ingpring applications the target application rate for XDE-729
methyl was 6.0 g a@%a (GF-2573 at a nominal rate of 0.8 L/ha). Since GF-2573
contains cloguintofet-mexyl at a concentration of 7.5 g ai/L, cloquintocet-mexyl
was applied at@?arget rate of 7.5 g ai/ha in the autumn application and at a target
rate of 6.0 g ai?ha in the spring application.
Q)@
O
To evaﬁéte decline of XDE-729 methyl and XDE-729 acid residues, samples of
who@‘%lants were collected from some of the trials at intervals from the day of
ap%ﬁcation to approximately 8 weeks (56 days) after application in the spring for
plets with application timing targeted at growth stage BBCH 39 or BBCH 45.
&Whole plant samples were not collected from plots receiving a spring application
© targeted at growth stage BBCH 32. Samples of grain and straw were collected at
crop maturity consistent with normal commercial harvest and analyzed for residues
of XDE-729 methyl and XDE-729 acid.
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&
Residue trials were conducted over a period of two years (2009-2010 and 20 o
2011). In winter wheat, residues of XDE-729 methyl and XDE-729 acid mbw ole
plants were below the limit of detection (<0.003 mg/kg) immediately befgfe the
second application in the spring, indicating that the preceding autumn application
would not be expected to contribute to any residues observed in grain ©r straw.
Following application in spring targeted at either BBCH 39 or BB%E}45, residues
of XDE-729 methyl and XDE-729 acid in whole plants were belo@ the limit of
detection (<0.003 mg/kg) by 14 to 17 days after application. RQQS ues of XDE 729
methyl and XDE-729 acid were not detected (<0.003 mg/kg) #n grain or straw in
any of the twenty two winter wheat trials (11 trials each in e northern and
southern EU climatic zones). Residues of cloquintocet-rr{@wl and cloquintocet
were not detected (<0.005 mg/kg) in grain or straw in a(gty of the twenty two winter
wheat trials. @

For the purposes of the calculation of the STMF;g%dfand MRL according to the
OECD calculator, where the residue summary taites report ND (<0.003mg/kg), the
LOQ value (i.e. <0.01 mg/kg) has been used, gﬁce the method of analysis of the
residue levels is validated down to the LOQO

The above summary accurately reflects the\results found in both the Southern and
Northern zone and the rate/time and nupﬁber of applications are comparable to the
GAP table, no differences were foungfﬁ’etween the two data sets.
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Winter Barley

Reference: Rawle, N. W., 2011 “RESIDUES OF XDE-729 AND e
CLOQUINTOCET-MEXYL IN WINTER BARLEY AT 5
INTERVALS AND HARVEST FOLLOWING MULTIPI&%
APPLICATIONS OF GF-2573 — NORTHERN AND S@THERN
EUROPE - 2009 TO 20107, Study No. CEMS-4553,6§OOW Reference

ID 090119 @
N

Davine, H. C., 2012 “RESIDUES OF XDE-72 OND
CLOQUINTOCET-MEXYL IN WINTER BARLEY AT
INTERVALS AND HARVEST FOLLOWING APPLICATIONS OF
GF-2573 OR GF-2685 - NORTHERN AND SOUTHERN EUROPE —
2010 TO 2011”, Study No. CEMS-489& ow Reference 1D 102083

)

Q_

o~
Residue trials were conducted over a period gﬁwo years (2010 and 2011). The
same study design and treatments as descri@d for the winter wheat trials were also
used in winter barley trials. L

S

There were a total of 21 winter barle)gtqfials conducted with 10 in the northern EU
climatic zone and 11 in the southeréICEU climatic zone. The first application was
made in late autumn prior to dorgﬂncy typically at BBCH 20-26, but not later than
December 31% (with the excepgbn of the Northern French trial CEMS-4690D
which was applied on 10th Jafjuary, however, this was within the +25% limit and
therefore acceptable) and the&’second application in spring targeted at either BBCH
32, BBCH 39 or BBCH 452.’As observed with winter wheat, residues of XDE-729
methyl and XDE-729 ¢id in winter barley whole plants were below the limit of
detection (<0.003 mg#Kg) immediately before the second application in the spring,
indicating that the preceding autumn application would not be expected to
contribute to anyQ sidues observed in grain or straw.
L

Following ag@ﬁcation in spring targeted at either BBCH 39 or BBCH 45, residues
of XDE-729"methyl and XDE-729 acid in whole plants were evaluated in a total of
7 declingctrials. Of the 7 decline trials, residues were below the limit of detection
(<0.003.mg’kg) by 14 — 15 days after application in 4 of the trials. Residues in
who@‘%lants fell below the limit of detection (<0.003 mg/kg) by 56 - 60 days after
apphication in two of the trials. However, in one trial in southern France (Trial

S-4553D, 1% season trial) residues remained above the LOQ in whole plant

Residues of XDE-729 methyl and XDE-729 acid were not detected (<0.003
mg/kg) in grain and straw, except in the southern France trial mentioned above
(CEMS-4553D) where the level of XDE-729 methyl and XDE-729 acid in grain
were <0.01 mg/kg. In straw, residues of XDE-729 methyl and XDE-729 acid were
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&
not detected (<0.003 mg/kg) in the 10 trials conducted in the northern EU clin@tic
zone. However, in the 11 trials conducted in the southern EU climatic zonegs trials
had residues of XDE-729 methyl or XDE-729 acid in straw that were <0.99 mg/kg
and in one trial (CEMS-4553D, southern France) residues of both XDE=729
methyl and XDE-729 acid in straw exceeded the LOQ (residue at O.D%§ and 0.021
mg/kg respectively). In trial CEMS-4553D, the intended applicatiotiming for a
treatment that was targeted at BBCH 39 was missed and was madginstead at the
same time as the application targeted at BBCH 45 (made at BBEH 45-51). Since
residues in straw were slightly greater in the treatment that was originally targeted
for BBCH 39, the residue values from that treatment were }soe‘l\ected for use as
critical residue values from that trial. @5

Q

As noted in the study report, the barley in the southeg\#rance trial (CEMS-4553D)
was shorter than normal and the crop yield was lessd¢han normal. The notifier
states that this is believed to have been caused by, poor plant growth conditions
related to high temperatures and low rainfall combined with soil having poor water
retention due to high sand content. Additionagﬂ/, the spring applications targeted
at BBCH 39 or BBCH 45 were applied Iate{@han planned (at BBCH 45-51) in this
trial due to adverse weather conditions. Residues of XDE-729 methyl and XDE-
729 acid in grain and straw were not de@f@cted (<0.003 mg/kg) in barley in this trial
when the spring application took placg-at BBCH 32. However, in the plots in
which the spring application took place when the crop was at growth stage BBCH
45-51, residues of XDE-729 meﬂgﬁ and XDE-729 acid in grain were detected, but
were below the LOQ (0.01 mg/kg), but residues in straw were above the LOQ
(0.016-0.029 mg/kg). The apﬁﬁcant states that the adverse growing conditions late
in the season along with theSomewhat late application timing are responsible for
the higher residue levels of XDE-729 methyl and XDE-729 acid observed in this
trial. Residues of cloq\q_ﬁ’[ocet-mexyl and cloquintocet were not detected (<0.005
mg/kg) in grain or st@iv in any of the 21 winter barley trials.

>

&
For the purp@s of the calculation of the STMR/HR and MRL according to the
OECD calctHator, where the residue summary tables report nd (<0.003mg/kg), the
LOQ valae (i.e. 0.01 mg/kg) has been used instead, since the method of analysis of
the residue levels is validated down to the LOQ. The values in the trials that were
abovgf?he limit of detection, but below the LOQ, have been reported in parenthesis
ir&be table but again, the LOQ (i.e. 0.01 mg/kg) value will be used for estimation

of TMR and MRL.

@ﬁ'he above summary accurately reflects the results found in the Southern and

Northern zone and the rate/time and number of applications are comparable to the
GAP table. However, it is noteworthy that in the Southern zone the degradation
time observed in the whole plant samples was longer. Also residues in straw were
higher (above the LOQ); however, the higher results came from the French trial
(CEMS-4553D), for which adverse weather conditions were reported, and the
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)
second application was made late (BBCH 45-51). The second season’s trial &ults
showed residues of XDE-729 methyl and XDE-729 acid in whole plants Wlp,jeh
applied at BBCH 45 was not detected (<0.003 mg/kg) and therefore prm@&es
confirmatory data that the French trial results were attributed to the ad\£\§se
weather conditions and the late timing of the second application and gh‘erefore an
outlier. Y

&
G
S
N
Spring Wheat &E
S

Reference: Devine, H. C., 2011 “RESIDUES OF XDE-729 AND
CLOQUINTOCET-MEXYL IN SPRING V\Lﬁ“\EAT AT INTERVALS
AND HARVEST FOLLOWING SINGLE\@PPLICATIONS OF GF-2573
— NORTHERN AND SOUTHERN EUI@PE —2010”, Study No.
CEMS-4719, Dow Reference ID 101@%9

S
Devine, H. C., 2011 “RESIDUESOF XDE-729 AND
CLOQUINTOCET-MEXYL IN?OSPRING WHEAT AT INTERVALS
AND HARVEST FOLLOV\@)ﬁG SINGLE APPLICATIONS OF GF-
2573 — NORTHERN AN Q{BOUTHERN EUROPE - 2010”, Study No.
CEMS-4719, Dow Refe%ence ID 101589
X

®

O
Residue trials were conducted 6$er a period of two years (2010 and 2011). In

these trials the critical GAP s based on a single application of GF-2573 targeted
at a XDE-729 methyl rate gf 6.0 g a.s/ha to wheat in the BBCH 45 growth stage.
The target nominal appligation rate of cloquintocet-mexyl included in the
application was 6.0 g qj?ﬁa. In addition to this treatment, there were two other
treatments included if'the trials in which a single application of GF-2573 was
targeted at either growth stage BBCH 32 or BBCH 39 with the same target
application rate,O E-729 methyl at 6.0 g a.s/ha.

S
Seven trials (bin northern Europe and 3 in southern Europe) were completed
during 2018 since one of the four planned trials in southern Europe was cancelled.
Twelveé;i’als were conducted during 2011 (6 trials each in the northern and
southegh European climatic zones). Therefore, over the two year period there were
a total of 19 trials conducted with 10 trials in the northern EU climatic zone and 9
trga}y% in the southern EU climatic zone.

2
C’@Vhole plant samples were collected in decline trials at approximately 0, 7, 14 and

28 days after application to spring wheat in the treatments where the application
was targeted at either growth stage BBCH 39 or BBCH 45. Residues of XDE-729
methyl and XDE-729 acid in whole plants were generally below or at the limit of
detection (<0.003 mg/kg) by 12 to 14 days after application although in one trial
residues of XDE-729 methyl were <0.01 mg/kg at 12 days after application.
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mg/kg) in grain in any of the nineteen spring wheat trials conducted over th?two
year period. In straw, XDE-729 methyl was below the LOQ (<0.01 mg/l@?, except
for two trial sites, one in southern France CEMS-4719G and one in Polahd
(CEMS-5001C), where the residue of XDE-729 methyl was 0.02 mgékﬁ and 0.016
mg/kg respectively when the treatment was applied at BBCH 45 andin these same
two trials XDE-729 acid was found at <0.01 mg/kg. Residues of XDE-729 methyl
and XDE-729 acid in straw in the remaining trials was typical[gqnof)t detected
(<0.003 mg/kq). Qé\-
X

Samples of grain and straw from treatments in which app ication of GF-2573 was
targeted at either BBCH 39 or BBCH 45 were analyzedsfor residues of
cloquintocet-mexyl and cloquintocet acid. However,samples of whole plants and
samples of grain and straw from treatments in whi & F-2573 application was
targeted at BBCH 32 were not analyzed for resi of cloguintocet-mexyl and
cloquintocet acid. Residues of cloquintocet-mexyl and cloguintocet were not
detected (ND, <0.005 mg/kg) in grain or stra\@gln any of the nineteen spring wheat
trials. S

~N

$
For the purposes of the calculation of t&@STMR/HR and MRL according to the
OECD calculator, where the residue giimmary tables report ND (<0.003mg/kg), the
LOQ value (i.e. <0.01 mg/kg) has g‘&en used instead, since the method of analysis
of the residue levels is validated gbwn to the LOQ.

N
The above summary accuratel Sreflects the results found in the Southern and
Northern zone and the rate/tifie and number of applications are comparable to the
GAP table. >
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. )
Spring Barley &

Reference: Devine, H. C., 2011, “ RESIDUES OF XDE-729 AND &
CLOQUINTOCET-MEXYL IN SPRING BARLEY AT INFERVALS
AND HARVEST FOLLOWING SINGLE APPLICATIONS OF GF-2573
— NORTHERN AND SOUTHERN EUROPE — 20107, Study No.
CEMR-4720, Dow Reference ID 101590 QQPJ

X

Devine, H. C., 2012 “ RESIDUES OF XDE-?ZQSQ,LOQUINTOCET

AND FLORASULAM IN SPRING BARLE\{@%\T INTERVALS AND

HARVEST FOLLOWING APPLICATIONS OF GF-2573, GF-2685

OR GF-2644 - NORTHERN AND SOU'@QERN EUROPE - 2011,

Study No. CEMS-5002, Dow Referencgﬁ'D 110412

Qo
Residue trials were conducted over a period of Q&) years (2010 and 2011). In
these trials the critical GAP was based on was:a single application of GF-2573
targeted at a XDE-729 methyl rate of 6.0 g éﬁs/ha to barley in the BBCH 45 growth
stage. The corresponding nominal applicgﬂon rate of cloquintocet-mexyl included
in GF-2573 was 6.0 g a.s/ha. In additigh to this treatment, there were two other
treatments included in the trials in whi€h a single application of GF-2573 was
targeted at either growth stage BBQHQ’ 32 or BBCH 39 with the same target
application rate, XDE-729 meth)élcﬁt 6.0 g a.s/ha.
S

Eight trials (4 in northern Eu@e and 4 in southern Europe) were completed
during 2010. Thirteen trialstwere conducted during 2011 (7 trials in northern
Europe and 6 trials in so%ﬁern Europe). Therefore, over the two year period there
were a total of 21 trials ¢onducted with 11 in the northern EU climatic zone and 10
in the southern EU cIQiﬁlatic zone.

>
Whole plant sam@s were collected in decline trials at approximately 0, 7, 14 and
28 days after @ication to spring barley in the treatments where the application
was targeted gbeither growth stage BBCH 39 or BBCH 45. Residues of XDE-729
methyl and.XDE-729 acid in whole plants were below the limit of detection
(<0.003 <<g}ﬁ/kg) by 28-29 days after application.

In 20\61th of the 21 trials conducted in 2010 and 2011, residues of XDE 729 methyl
and;&DE-729 acid were not detected (<0.003 mg/kg) in grain. However, in one
tridl that was conducted in Bulgaria during 2010 (Trial CEMS-4720G), residues of
&?DE-729 methyl were 0.071 mg/kg in grain when the treatment was applied at

«O'BBCH 45. Residues in grain at this trial site in the two other treatments applied at

.
&
$
O()
e

earlier growth stages were also above the LOQ of 0.01 mg/kg. Residues of XDE-
729 acid were not detected in grain in the trial conducted in Bulgaria. The
applicant states that the conditions at the Bulgaria trial site were reported to be
unfavorable for crop growth and development. These conditions included a late
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planting date, clay soil which was unfavorable for water availability to the crg}é\,
and distribution of rainfall that was not favorable for growing conditions. IJgWas
noted that the grain yield was lower than normal with fewer grains per eagand
smaller ears than in previous years. It is proposed that the unfavorable&g?owing
conditions that resulted in reduced crop development and yield also were
responsible for the abnormal residue value for XDE-729 methyl ingﬂain at this
trial site. Out of the eight trial sites in 2010, residues of XDE-72%umethyl and
XDE-729 acid in straw were below the LOQ (<0.01 mg/kg) at siX sites. In a trial
site in Southern France residues of XDE-729 methyl and XDgFZZQ acid in straw
were 0.013 mg/kg and 0.012 mg/kg, respectively, when GFé‘Z\573 was applied at
BBCH 45. Additionally, at the trial site in Bulgaria, residiues of XDE-729 methyl
and XDE-729 acid in straw were 0.124 mg.kg and 0.013mg/kg, respectively,
when GF-2573 was applied at BBCH 45. As discussed previously, the applicant
states that unfavorable conditions for crop growth @ development at the Bulgaria
trial site are thought to be responsible for the abnggmally high residue levels in this
trial site. o
&
The applicant states that the conditions at tlg@Bulgaria trial site in 2010 resulted in
abnormally rapid maturity and drying of the crop with a PHI of only 33 days from
application at growth stage BBCH 45 %@I harvest. The PHIs from application at
BBCH 45 until harvest for the nine ogher trials conducted in spring barley in
southern Europe ranged from 43 t0.56 days, with an average of 51 days. So, the
2010 Bulgaria trial (Trial CEMSS!ﬁZOG) had a PHI for application at BBCH 45
that was 18 days shorter than th& average for the other trials and was 10 days
shorter than the next shortestﬁ I among the 10 spring barley trials. Additionally,
another trial in spring barl as conducted in Bulgaria during 2011 (Trial CEMS-
5002M) and following application at growth stage BBCH 45, residues of XDE-729
methyl and XDE-729 agid were not detected (<0.003 mg/kg) in both grain and
straw. Following fu%ﬁvaluation of the residue data, it is agreed that trial CEMS-
4720G is an outlietand is not appropriate for use in setting a MRL in grain. Given
all of the other trials in the submission demonstrate residues in grain are <LOQ,
and the study Qgﬁhe metabolism in wheat supports an LOQ situation in grain, CRD
agree it is reqs@nable to assume the data from this trial may be regarded as an
outlier. Q)@

O

SampIQSQ’of grain and straw from treatments in which application of GF-2573 was

targeé&i at either BBCH 39 or BBCH 45 were analyzed for residues of
cloguintocet-mexyl and cloquintocet acid. However, samples of whole plants and
ples of grain and straw from treatments in which GF-2573 application was
<fargeted at BBCH 32 were not analyzed for residues of cloquintocet-mexyl and

© cloquintocet acid. Additionally, samples of grain and straw from the 2010 trial

conducted in Bulgaria (Trial CEMS-4720G) were not analyzed for residues of
cloquintocet-mexyl or cloquintocet since in that trial there was application of a
maintenance chemical that contained clogquintocet-mexyl (Axial 50 EC, containing
cloquintocet-mexyl at 12.5 g/L) to the treated plots. Residues of cloquintocet-
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mexyl and cloguintocet were not detected (ND, <0.005 mg/kg) in grain or strg@ in
any of the twenty spring barley trials from which samples were analyzed. Q;o\
Q
)
For the purposes of the calculation of the STMR/HR and MRL according to the
OECD calculator, where the residue summary tables report ND (<O0. G§mg/kg), the
LOQ value (i.e. <0.01 mg/kg) has been used instead, since the metQ of analysis

of the residue levels is validated down to the LOQ. &)‘b

The above summary accurately reflects the results found in thgcgouthern and
Northern zone and the rate/time and number of applications @e comparable to the

GAP table. &
The critical values selected from the trials for risk asses§$ent and EU MRL setting
purposes are as follows: (\é\,
5
2]
Table B.7.6.1-2 &

o
O
XDE-729 Methyl and XDE-729 acid &'
Northern Zone @

S\Q
Crop (situation) Number of Range of STMR HR Estimated | Estimated
relevant trials residues* QQ;(mg/kg) (mg/kg) MRL MRL¥
(mg/kg) 5 (Grain) (Straw)
@C (rounded (rounded
> value from | value from
& OECD OECD
g\b calculator) | calculator)
Winter Wheat 11 Grain: al,samples 0.02 0.02 0.02 0.02
02 (Grain and (Grain and Straw)
Stra\gg}éll samples Straw)
Q°<0.02
Winter Barley 10 %‘ﬁin: all samples 0.02 0.02 0.02 0.02
<0.02 (Grain and (Grain and Straw)
P Straw: all samples Straw)
Q <0.02
Spring Wheat 10 @ Grain: all samples 0.02 0.02 (Grain) 0.02 0.03
@ <0.02 (Grain and 0.026 (straw)
QS) Straw: 9 samples straw)
(§ <0.02, one sample
BN 0.026
Spring Barley & 11 Grain: all samples 0.02 0.02 0.02 0.02
Q(D <0.02 (Grain and (Grain and Straw)
5:0 Straw: all samples Straw)
O <0.02
'St

)
*The \@idue definition for both risk assessment and enforcement is XDE-729 methyl ester and XDE-
7%gacid. The residue level is the sum of the two components in the residue definition

9

6 .
S
&
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+An estimated MRL for straw is shown in the table above; however, at the time of evaluation this©
information is not required as part of the authorization. It is for information only, with a viewéfd’
when MRLs will be set for animal feed commodities in future. e
Sl
$
Table B.7.6.1-3 &
XDE-729 Methyl and XDE-729 acid &
Southern Zone Q,O’
ALQ
Crop (situation) Number of Range of STMR HR.S Estimated | Estimated
relevant trials residues* (ma/kg) (mgéﬂ%) MRL MRL¥
(mg/kg) S (Grain) (Straw)
;§ (rounded (rounded
S value from | value from
S OECD OECD
2 calculator) | calculator)
Winter Wheat 11 Grain: all samples 0.02 .\OQ 0.02 (Grain) 0.02 0.02
<0.02 (Grain and” 0.02 (Straw)
Straw: all samples Stravef’
<0.02 Q
Winter Barley 11 Grain: all samples ,@DOZ 0.02 (Grain) 0.02 0.06
<0.02 (Grain and 0.05 (Straw)
Straw: 10 samples | . Straw)
<0.02, one sample |3~
at0.05 . ¢
Spring Wheat 9 Grain: all samplgsv 0.02 0.02 (Grain) 0.02 0.04
<0.02 & (Grain and 0.03 (Straw)
Straw: 8 samﬁes Straw)
<0.02, onesample
043
Spring Barley 10 Grainc'\}gﬂ samples 0.02 0.02 (Grain) 0.02 0.03
©0.02 (Grain and 0.025 (Straw)
s\tqs%v: 8 samples Straw)
.02, one sample
0.025)

&
*The residue definition fgb%oth risk assessment and enforcement is XDE-729 methyl ester and XDE-

729 acid. The residu&%vel is the sum of the two components in the residue definition

<

TAn estimated MRLﬁor straw is shown in the table above; however, at the time of evaluation this
information is net required as part of the authorization. It is for information only, with a view to

when MRLs will be set for animal feed commodities in future.
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B.7.6.2 Analytical method for residues determination o
N

Olberding, E. L. (2011), Determination of Residues of XDE 729 Methwl Ester and
XDE 729 Acid in Agricultural Commodities and Wheat Processed P¥oducts using
Online Solid-Phase Extraction and Liquid Chromatography with & ass

Spectrometry )

Document Number Dow AgroSciences LLC Study Number QJ@BOOS
X

Guidelines SANCO/825/00 rev. 8 @o%

SANCO/3029/99 rev. 4 S

&

Residues of XDE-729 methyl ester and XDE-729 fég\d are extracted from
agricultural commodities by homogenizing and Qﬁﬁ ing with an acetonitrile/water
(80:20) solution. One hundred microliters of a glycerin/methanol solution (10:90)
containing 0.025 pg/mL of a mixed stable-isgtope internal standard solution are
added to a 500-uL aliquot of the extractionig?)lution and the sample is then
concentrated to near dryness. The sample@xtract is then diluted to 1.0 mL with a
methanol/water solution (20:80) for ang@sis. The final solution is purified and
analyzed using an online reversed-phgse solid-phase extraction (SPE) procedure
coupled with liquid chromatography~using a Zorbax SB-C8 column (gradient
elution: Mobile Phase A — water.containing 0.10% formic acid and Mobile Phase
B — methanol containing 0.1(’\);/§%rmic acid) and positive-ion electrospray tandem
mass spectrometry (LC/MS/MS). The MS/MS ion transitions monitored for each
analyte are shown below: Q?@

)
XDE-729 methyl m/zl_@l/Q3 345/250 (quantitation)
Q1/Q3 345/235 (confirmation 1)
(,b\m z Q1/Q3 347/252 (confirmation 2)
s}
XDE-729 aciq§° m/z Q1/Q3 331/250 (quantitation)
m/z Q1/Q3 331/235 (confirmation 1)

@
N
@ mjzQL/Q3 333/252 (confirmation 2)

%]

O
The mé‘ﬂod has been validated for a range of crops within the acid, wet, dry, oily
and wheat processed products groups including turnip root, wheat forage, barley
gr%m, barley hay, barley straw, wheat grain, wheat hay, wheat straw, apple, orange,
anola seed, soybean seed, wheat grain (aspirated grain fractions), wheat grain
<bran (total), wheat grain bread (whole grain), wheat grain flour (whole meal),
€ wheat grain germ (dry milling), wheat grain gluten, wheat grain shorts and wheat
ég) grain starch. A summary of the validation data is presented in Tables B.7.6.2-1 to
N B.7.6.2-5. Acceptable procedural recoveries were also demonstrated alongside the
S residue trials data. The method can be considered valid for the determination of the

Q)
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residues of XDE-729 methyl and XDE-729 acid in the wheat and barley s
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from the residues trials and in the storage stability tests.

Table B.7.6.2-1.

Summary of Recovery of XDE-729 Methyl Ester and XDE-729 g¢id from Wet
Agricultural Commodities (turnip root, wheat forage) <§
S
Fortification | Number of Recovery Hlean sD RSD
Analyte Level (ug/g) | Samples (n) Range (%) QS‘ (%) (%) (%)
XDE-729 Ester - Quant 0.010 12 92- 102 g 97 29 3.0
XDE-729 Ester - Quant 0.100 2 93- 1028 97 26 2.6
XDE-729 Ester - Quant 1.00 12 92- 95 96 2.0 2.1
XDE-729 Ester - Quant | 0.010-1.00 6 92 -Yé#oz 97 25 2.6
Cn
XDE-729 Acid - Quant 0.010 12 8% 108 96 6.2 6.5
XDE-729 Acid - Quant 0.100 12 Q- 100 96 3.0 31
XDE-729 Acid - Quant 1.00 12 S91- 100 94 25 2.6
XDE-729 Acid - Quant 0.010 - 1.00 36 < 89- 108 95 42 44
5\{\
Table B.7.6.2-2. K
Summary of Recovery of XDE-729,Methyl Ester and XDE-729 Acid from Dry
Agricultural Commodities (bar(})é?/ grain, barley hay, barley straw, wheat
grain, wheat hay, wheat straw).~
S
S
Fortificggion | Number of Recovery Mean SD RSD
Analyte Lerel@g_fg} Samples (n) Range (%) (%) (%) (%)
D
XDE-729 Ester - Quant P010 36 86- 107 96 39 41
XDE-729 Ester - Quant | O 0.100 36 90 - 109 99 44 45
XDE-729 Ester - Quant | O 1.00 36 92- 111 100 43 43
XDE-729 Ester - Quant J° 0.010-1.00 108 86- 111 98 44 44
()
XDE-729 Acid - Quagf 0.010 36 88- 111 99 56 5.6
XDE-729 Acid - Qujnt 0.100 36 90 - 108 97 37 38
XDE-729 Acid - Qdant 1.00 36 90 - 102 94 26 27
XDE-729 Acid 5Quant 0.010 - 1.00 108 88- 111 97 45 46




XN
&
187 N
O
bO

XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7

Table B.7.6.2-3. Q%\
Summary of Recovery of XDE-729 Methyl Ester and XDE-729 Acid from
Acidic Agricultural Commodities (apple fruit (whole), orange f@ut (whole))

Fortification | Number of Recovery I@é’an SD RSD
Analyte Level (ug/g) | Samples (n) Range (%) D(%) (%) (%)
\V
XDE-729 Ester - Quant 0.010 12 91- 96 [© 94 1.7 18
XDE-729 Ester - Quant 0.100 12 91- 98 o 95 22 23
XDE-729 Ester - Quant 1.00 12 95 - 98> 97 09 09
XDE-729 Ester - Quant | 0.010-1.00 36 91- 98 95 20 21
>
XDE-729 Acid - Quant 0.010 12 89.LY 98 95 2.6 27
XDE-729 Acid - Quant 0.100 12 91~ 97 94 21 22
XDE-729 Acid - Quant 1.00 12 090 - 96 94 1.4 15
XDE-729 Acid - Quant 0.010-1.00 o~ 89- 98 94 21 22
N
NG
9
&
Table B.7.6.2-4. &
Summary of Recovery of XDE-729 Methyl Ester and XDE-729 Acid from
Oily Agricultural Commodities (g&nola seed, soybean seed)
Q
§b
Fortificatéh | Number of Recovery Mean SD RSD
Analyte Level (}@“ ) | Samples (n) Fange (%) (%) (%) {%o)
&
XDE-729 Ester - Quant 0910 12 95- 102 98 2.0 2.1
XDE-729 Ester - Quant £0.100 12 96- 104 99 22 2.2
XDE-729 Ester - Quant | ¢ 1.00 12 93- 104 98 3.1 31
XDE-729 Ester - Quant |G0.010 - 1.00 36 93 - 104 99 2.4 2.5
XDE-729 Acid - Quant 0 0.010 12 93 - 111 99 46 46
XDE-729 Acid - Quant 0.100 12 92- 98 96 19 20
XDE-729 Acid - Quant 1.00 12 89- 100 95 2.7 29
XDE-729 Acid --Quant 0.010-1.00 36 89- 111 97 37 38
ch%
&
5
(\o
K
2
&
s\O
X
&
N
o()
%b
&
Cé.
S
Q.
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Table B.7.6.2-5. &

Summary of Recovery of XDE-729 Methyl Ester and XDE-729 Q}qd from
Wheat Processed Products (wheat grain + aspirated grain fractigns, wheat
grain bran (total), wheat grain bread (whole grain), wheat grairﬁl\our (whole
meal), wheat grain germ (dry milling), wheat grain gluten, Whe(@ grain shorts,

wheat grain starch) 6\)‘2’
Fortification | Number of Recovery QO Mean SD RSD
Analyte Level (ug/g) | Samples (n) Fange (%) b (%) (%) (%)
N
XDE-729 Ester - Quant 0.010 24 93 - I'D,QQ 98 30 31
XDE-729 Ester - Quant 0.100 24 94 - x@\ﬁ 99 26 27
XDE-729 Ester - Quant 1.00 24 94 - U053 99 28 29
XDE-729 Ester - Quant 0.010-1.00 72 9_3\{9 106 99 28 29
Q)"’J
XDE-729 Acid - Quant 0.010 24 go- 102 91 56 6.1
XDE-729 Acid - Quant 0.100 24 § 77- 99 91 55 6.1
XDE-729 Acid - Quant 1.00 24 ‘z;' 75- 99 91 6.3 6.9
XDE-729 Acid - Quant 0.010-1.00 72 .coo 75- 102 91 57 6.3
S
N

Calculated Limits of Detection and Qu&?[itation
The LOD and LOQ for the determin@?on of residues of XDE-729 methyl ester and
XDE-729 acid in agricultural commodities were calculated using the standard
deviation from the 0.010-pg/g rq@gvery results. The LOD was calculated as three
times the standard deviation , and the LOQ was calculated as ten times the
standard deviation (10s) of tife results.
&

Standard Curve Linearity?
Power regression ana(lggﬁs was used to describe the detector response as a function
of the
calibration standar(gl?concentrations (0.075 ng/mL-25.0 ng/mL, equivalent sample
concentration 0.@@3-1.00 ug/g). For the least squares regression equations
describing the:detector response as a function of the standard calibration curve
concentrations, the coefficients of determination (r2) were greater than or equal to
0.999 for all of the calibration curve determinations during the method validation.
The res@té indicate linearity of the detector response as a function of the standard
concepgration.

&
Regovery Levels and Precision
Fhe method validation study was conducted to determine the recovery levels and

KO’\#\he precision of the method for the determination of residues of XDE-729 methyl

ester and XDE-729 acid in agricultural commaodities. The performance of the
analytical method was determined with each set of samples by fortifying aliquots
of the appropriate control matrix with a mixed solution of XDE-729 methy!l ester
and XDE-729 acid and analyzing the set following the procedures described within
this evaluation. Samples were fortified at the limit of detection (LOD) of 0.003
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ng/g, the limit of quantitation (LOQ) of 0.010 pg/g, and at 0.10 pg/g and l.().Ogo
ug/g. Samples fortified at the LOD were analyzed only to demonstrate obs@able
peaks at the LOD level; the results were not included for average percent fecovery
calculations. An unfortified control matrix and reagent blank were also ificluded in
each set. b0Q

@
For each analyte, the method was validated over the concentratio&lﬁamge of
0.01-1.00 mg/kg with a limit of quantitation of 0.01 mg/kg. o
The individual recoveries were within the range of 75-111%;\\53\

X
At the 0.01-mg/kg level (LOQ), the mean recoveries wergv@vithin the range of
91-99%, with relative standard deviations within the ragge of 1.8-6.5%.
N

>
At the 0.10-mg/kg level (10x LOQ), the mean recoxé\ries were within the range of
91-99%, with relative standard deviations withir@ﬁ%’ range of 2.0-6.1%.

o~
At the 1.00-mg/kg level (100x LOQ), the me\%no recoveries were within the range of
91-100%, with relative standard deviations.{)gmthin the range of 0.9-6.9%.

xS

N

The above results comply with the accgﬁance criteria of SANCO/3029/99 rev. 4.
<

Selectivity/Confirmation N

The LC/MS/MS method is hig bselective for both the quantitation and
confirmation of XDE-729 methyl ester and XDE-729 acid. Analysis of control
samples resulted in no significant signals at the expected retention times of the
analytes. Unambiguous igéntification is ensured by monitoring two MS/MS
transitions characterisu@%f each analyte and one MS/MS transition characteristic
of each internal standard as follows:
XDE-729 ME  .an/z 345/250 (quantitation)

&’m/z 345/235 (confirmation)

(M+6 ISTD) m/z 351/256 (quantitation)

@Q
G
>
XDE-729 %&d m/z 331/250 (quantitation)
O m/z 331/285 (confirmation)
(M+6 Ql,?éél“D) m/z 337/256 (quantitation)
“

Corgﬁrmation was determined according to Commission Decision (2002/657/EC).
e confirmation ratios for each analyte were determined by calculating the peak
£area ratios of the confirmation transition to the quantitation transition.

€ Confirmation of the presence of the analytes in the recovery samples was indicated

when the retention times of the analytes in the samples matched the retention times
of the analytes in the calibration standards, and the confirmation ratios of the
analytes in the samples were £20% of the average confirmation ratios of the
standards. The confirmation ratios for each analyte in all sample matrices were
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within £20% of the average confirmation ratios of the standards, indicating t at the
method is selective for the determination of XDE-729 methyl ester and XD%? 29
acid in agricultural commodities and wheat processed products. This datgfi’s
contained in the report. 3
$
i\@b

Matrix effects &

Matrix effects were determined by comparing the peak areas ofcs%1vent calibration
standards to peak areas of matrix-matched standards at a single concentration level.
For XDE-729 methyl ester, matrix effects ranged from -28%to 9% across all
crops. For XDE-729 acid, matrix effects ranged from -7%-to 10% across all crops.
Matrix effects are normalized however through the usecgé@sb':able-isotope internal
standards, resulting in accurate quantitative results. r§

In this assay, the analytes and internal standards ar%?’uantltated using MS/MS
transitions characteristic of each compound. W sing stable-isotope labelled
internal standards, there is a possibility that |sof@p|c contributions will occur
between the transitions used for quantitation g?the unlabelled and labelled
compounds. The degree of isotopic crossoy;ér for each analyte and its respective
stable isotope internal standard was determlned and expressed as the crossover
factor. The study report demonstrates ﬂzﬁt the analyte — ISTD crossover
contribution was minimal for the congentratlon range of the calibration curve and
the concentration of the labelled mté?nal standard. As a result, no significant mass
spectral isotopic crossover was ogServed and therefore no correction of the
measured quantitation ratio wasyerformed. The study report states however that if
through use of the method isafopic crossover is encountered, it should be assessed
and the respective quantltatd%n ratios corrected for accurate determination of
concentrations.

,Z,O)
&
&

Stability of Soluthns and Sample Extracts

Stock solutions ofXDE-729 methyl ester and XDE-729 acid prepared in methanol
were tested af@QZ% days of storage at ambient temperature and were found to be
stable. i

Calibration:standard solutions of XDE-729 methyl ester and XDE-729 acid
prepareddn methanol/water (20:80) were tested after 131 days of storage at
approxigﬂately 4 °C and were found to be stable.

The §§bility of the final sample extracts was evaluated as part of the current study.
Fir)?el sample extracts were evaluated for a storage period of 4 days. For XDE-729

hyl ester, on Day 0 the recoveries ranged from 97-103%, while on Day 4, the

@ecoverles ranged from 96-102%. For XDE-729 acid, on Day 0 the recoveries
ranged from 92-105%, while on Day 4, the recoveries ranged from 90-112%.
These results comply with the acceptance criteria of SANCO/825/00/rev. 8.1.
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Extraction Efficiency . @0
The extraction efficiency of this method was evaluated using representative{;?\\/heat
matrices from a XDE-729 methyl ester nature of residue study. Samplesq;Q
containing incurred *C residues were reanalyzed with the sample anal

procedure described above. Results obtained using the analytical method were
equivalent to those obtained in the metabolism study, demonstrating@the suitability
of this analytical method for the determination of XDE-729 mettg)i?ester and XDE-

729 acid in plant matrices. &

S
&
N

S
Analytical method for determination of residue levels of the safener.
N

Reference:

>
N
McLean, N. (2006) Method Validation Repor for the Determination of
Cloquintocet-mexyl and its Acid Metabolite in WHeat using Enviro-Test
Laboratories Method M313, Enviro-Test Labogatories Study Number
N

ETL04DOWO05 @
Enviro-Test Laboratories Method M313 &5
U.S. EPA MRID 46908309 $
PMRA Number 1283350 2
PMRA Sub Number 2006-4728 QQ}

X

This method has been submittedt;ﬁO support of both pre-registration data
requirements and post-registra@n monitoring, and control for components
included in the residue definition for plants and animals. An enforcement method
of analysis is not required for determination of the safener in plant matrices in the
context of this evaluationefor authorisation of the active substance. The method is
evaluated therefore as a%pre-registration method that has been used to determine
residues levels of saf@%’er in the submitted residue field trials.

>

101 S
O
bo

p
Matrix, limit of wheatﬁrage (wet crops) 0.01 mg/kg
- - Ne)
quantitation wh§§t grain (dry crops) 0.01 mg/kg
v&ﬁeat hay (dry crops) 0.01 mg/kg
- Wheat straw (dry crops) 0.01 mg/kg
Description é‘ Scope
gb This method is applicable for the quantitative determination of residues of
& cloquintocet-mexyl and cloquintocet acid in agricultural commodities. The
o2 method was validated over the concentration range of 0.01-0.10 mg/kg
é\@ with a validated limit of quantitation of 0.01 mg/kg.
«§
Q){\‘ Principle
§ Residues of cloquintocet-mexyl and cloquintocet acid were extracted from
§° a 5.0-gram sample by homogenizing and shaking with two 100-mL
2 portions of an acetone/citrate buffer (80:20) solution. A 1.0-mL aliquot of
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the combined extract was then purified using a Phenomenex Strata-X
reversed-phase polymeric solid-phase extraction (SPE) cartridge(gﬁfter
elution from the SPE cartridge with methanol containing O.lO‘V@]‘?ormic
acid, 20 pL of a mixed stable-isotope internal standard solutigﬁ? were added
to the eluate yielding a final volume of approximately 2 mLS After
preparation, the samples were analyzed by liquid chromag\;@graphy using a
Keystone Aquasil C18 column (gradient elution, Mobiléphase A — water
and Mobile phase B — 0.1% formic acid in acetonitrile) coupled with
positive-ion electrospray tandem mass spectrometrg&LC/MS/MS),
monitoring one MS/MS transition characteristic gf‘\each analyte and
internal standard. &

@Q
Calibration &

For each analyte, the linearity of detec (@P\)response was evaluated using
solvent standard solutions. Calibratign curves were calculated by linear
regression analysis with 1/x weightiftg. For the least squares equation
which describes the detector resp@ﬁ’se as a function of the standard
concentration, calibration curve\\é\resulting from the injection of a minimum
of five standards over the congentration range of 0.050-2.00 ng/mL
(equivalent sample concentrdtion 0.004 pg/g - 0.16 pg/g) demonstrated
linearity with correlation\ﬂ%efficients (r) of at least 0.990. It is noted that
the concentration rangedested does not strictly comply with either
SANCO0/825/00 rev.8§? for post enforcement monitoring methods or
SANCO/3029/99 regv.4 for guidance in support of pre-registration methods;
however, neither of these guidance documents are written specifically for
the determinatight of levels of safener. Given that at the time of evaluation,
post enforcement methods of analysis for safener are not required, the
RMS consi@‘r that given that the calibration range covers the appropriate
range for,z;%lidation of recovery and precision for the method, it may be
consid@d fit for purpose for the pre-registration method for data

genti\@lon.

Validation

Bor each analyte, the method was validated over the concentration range of
0.01-0.10 mg/kg with a limit of quantitation of 0.01 mg/kg.

The individual recoveries were within the range of 71-112%.

For the validated concentration range of 0.01-0.10 mg/kg, the mean

recoveries were within the range of 76-99%, with relative standard

deviations within the range of 4.2-8.8%. These results comply with the

acceptance criteria of SANCO/825/00/rev. 7 and rev. 8.1.

Selectivity/Confirmation

The LC/MS/MS method is highly selective for both the quantitation and
confirmation of cloquintocet-mexyl and cloquintocet acid. Analysis of

control samples resulted in no significant signals at the expected retention
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times of the analytes. Identification is ensured by monitoring one M%/MS
transition for each analyte and internal standard as follows: Q;o\

Q
cloquintocet-mexyl  m/z 336/238 (quantitation) $®
(M+5 ISTD) m/z 341/243 (quantitation) ES
cloquintocet acid m/z 238/179 (quantitation) @b
(M+5 ISTD) m/z 243/182 (quantitation) C,)\;z?

The RMS note that the study report contains no chrogiatograms for the
Stable Isotope Internal Standard, this is considereq\éconsiderable short
coming of the study report. The study report fordhe ILV of the method
(see below Dow AgroSciences LLC Study Nur@%er 040096, PTRL Europe
Study Number P 798 G) however does contgigﬁ this information.
Therefore, the ILV study report as evaluate@ below has been used to
support the current study (Enviro-Test L@Boratories Study Number
ETLO4DOWO05). It is noted that this misthod is being evaluated as a pre-
registration method to support data,gﬁheration from the submitted field
trials, and as such does not require@ corresponding ILV study report.
Given that in this instance the 1LY report addresses the deficiencies in the
original study report howeverStfﬁe RMS considers that the ILV study report
may be evaluated and relied@ﬁ to support validation of the method as a
method for data generatiqu;

Stability of Solutions ataé\ Sample Extracts
The stability of the sts%k solutions, calibration standard solutions, and
) .
sample extracts were not evaluated as part of this study.
s
Extraction Eff\jgiencv
Extraction efficiency was not addressed for the current validation study.
This is not:€onsidered to be a data gap however, since the residue trials
conducég@ demonstrate an LOQ situation for the safener.

S
Matkix Effects
M&trix effects were not evaluated as part of this study. However, it is

:ﬁ’oted that matrix effects are normalized through the use of stable-isotope
internal standards.
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Table B.7.6.2-6 O)o

2

3

Method Validation Results for Analysis of Cloquintocet-Mexyl and Cloqumtoqg? -Acid

in Wheat Forage 5
<
()
Cloguintocet-acid Cléiiuin -mexyl
Sample Dow Agro Fortification| Result Result Fnrtiﬁcati}\ Result Result

LD. LD. (ng'g) (ng/g) (%) (nur’ﬁ)O) (ng'g) (%)

Li341-MB1 Method Blank - <5 - ~Q <5 -

L1341-1-1 | control wheat torage - =5 - <5 -
L1341-1+1 | control wheat forage 5.00 4.42 88 \SUG 378 76
L1341-142 | control wheat forage 10.0 R.82 88 Q 10.0 9.13 91
L1341-1+3 | control wheal [orage nn 7.14 71 0@ 10.0 832 &3
L1341-1+4 | control wheat forage 200 16.7 84 \\0 20.0 17.8 89
L1341-1+5 | control wheat [orage 20,0 15.0 ?5\{0 20.0 18.0 90
Li341-1+6 | control wheat forage 50.0 4a0.1 50.0 48.6 97
L1341-147 | control wheal lorage 50.0 46.5 Voni 50,0 538 108
L1341-1+8 | control wheat forage 100 774 o~ 77 100 94.7 95
L1341-149 | conlrol wheat forage 100 805 O 3! 100 92.3 02

G
)

Average = -9 31 93

Standard deviation = & 7.1 73

Relative standard deviation = Q,b 8.8 7.8

Q
(n=8) \
LOD spike (5.00 ng/g) not included in average arroi?mndnrd deviation.
<
L
N
)
S
Q
Q)‘b
)
&
Q‘Zr
4
b(b
<
P
o
A
R
OQ)
&
5
é,O
o
Q
()
&
«Q
S
$
OC)
%b
&
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Table B.7.6.2-7 o
&
Method Validation Results for Analysis of Cloquintocet-Mexyl and Cquuintoc,g“P—Acid
in Wheat Hay Q\‘S\
o)
&
Cloguintocet-acid Clogufitocet-mexyl
Sample Dow Agro Fortification| Result Result | Fortification & Result Hesult
I.D. 1.D. (ng/g) (ng'g) (%a) mgg) P (nglg) (%)
Li341-MB2 Method Blank - =5 - - o <5 -
L1341-2-1 | control wheat hay - <5 - S <5 -
L1341-2+] control wheat hay 5.00 3.52 T0 5 4.05 81
L134]1-2+2 | conirol wheat hay 10.0 7.25 73 .0 9.63 96
L134]-2+3 control wheat hay 10.0 7.58 76 \\'O 10.0 9.89 99
L134]-2+4 control wheat hay 20.0 16,1 81 ) é\(b 2000 20.5 103
L1341-245 | control wheat hay 200 17.4 37 § 20.0 21.5 108
L1341-24+6 | control wheat hay 50.0 355 ?]Qg) 50.0 43.6 87
L1341-247 | control wheat hay 50.0 45.6 O~ 50.0 j6.1 112
Li341-2+8 control wheat hay 100 8.2 %@3 100 95.1 95
L1341-249 control wheat hay 100 758 &O\ T6 100 g1.6 92
$
Average = > 79 99
Standard deviation = & 69 8.3
Relative standard deviation = *QQJ 8.7 g4
(=8} 6\'

<
L
o0
(DQ
\b
S
&
N
Qb
<
>
N4
Q
2
&
\rz?
3
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Table B.7.6.2-8. Method Validation Results for Analysis of Cloquintocet-Mexyl ar)o@
Cloquintocet-Acid in Wheat Grain q;o\
Q
(%]
<
Cloguintocet-acid Cloguintodet-mexyl
Sample Dow Agro Fortification| Result Result | Fortification l{’ﬁlll Result
LD, LD, (ng/g) gg) | (%) mgp | gy (%)
L1341-MB3 Method Blank - <5 - - S <5 -
L1341-3-1 control wheat grain - <5 - - \:QQ) <5 -
L1341-3+1 | control wheat grain 5.00 3.52 70 5.00 QO 4.43 89
L1341-342 | control wheat grain 10.0 7.85 79 0.5 §.72 87
L1341-343 | control wheat grain 10.0 7.61 76 1 9.13 91
L1341-3+4 | control wheat grain 20.0 16,2 81 0 18.9 95
L1341-3+5 | control wheat grain 0.0 16.1 8] (§2l].0 20.0 100
L.1341-3+6 | control wheat grain 50.0 447 L ,/_,‘(.\ 50.0 54.1 108
L1341-3+7 | econtrol wheat grain 50.0 39.8 80 Q)c‘; 50.0 46.6 93
L1341-348 | control wheat grain 100 88.3 LR 100 99.7 100
L1341-3+9 1 control wheat grain 1000 6.9 3\{\' 100 90.6 100
N
0
Average = . <./_)O 83 97
Standard deviation = ~ 47 6.6
Relative standard deviation = 'Z)b 57 6.8
(n=8) &
~Q®
LOD spike (5.00 ng/g) not included in average and standipd deviation,
<
L
N
)
2
S
Q)‘b
(DQ
\b
$)
szr
4
b(b
<
P
o
A
Y
C)Q)
&
5
)
&
QQ
&
«Q
&
§
OCJ
@b
&
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Table B.7.6.2-8. Method Validation Results for Analysis of Cloquintocet-Mexyl ané
Cloquintocet-Acid in Wheat Straw (b\
o
5
Cloquintocet-acid Cloquintocet-r@x}'l
Sample Dow Agro Fortification| Result Result | Fortification Resul@o Result
LD. LD. (ng/g) (ng/g) (%) (ng/g) (ng@) (%)
L1341-MB4 Method Blank - =5 - - 535 -
L1341-4-1 confrol wheat straw - <5 - - ~Q® <5 -
L1341-4+1 | control wheat straw 5.00 3.67 73 5.00 6\- 3.81 76
L1341-4+2 | control wheat straw 10.0 744 74 10,0 \ﬂ\ 8.79 88
LI341-443 | control wheat straw ©10.0 7.68 77 10.0 \}03 8.36 84
LI341-4+4 | control wheat straw 20.0 158 79 20.0@ 19.0 95
Li341-445 | control wheat straw 20.0 16.4 82 2@ 19.1 96
LI341-4+6 | control wheat straw 50.0 380 77 0 47.7 95
S
L1341-447 | control wheat straw 50.0 36.1 72 9500 42,7 85
L1341-448 | control wheat straw 100 743 74 Q)O) 100 888 80
L1341-4+9 | control wheat straw 100 76.0 76 & 100 94.5 95
O
A verage = $ gt
Standard deviation = D2 49
Relative standard deviation = ‘\0\4.2 5.4
(n=8) Q)’Z?
LOD spike (5.00 ng/e) not included in average and standard Elé@?zniun.
o
N
, L
Conclusion >

Overall, there were several areas wheresproblems were encountered with the submitted study
report. The study report does not inckude certificates of analysis, which would be expected to
be contained within the study report; As discussed above, the notifier has submitted the
method in support of both pre-reg@ot’ration data requirements and post-registration
monitoring. The method is not Suitable as a monitoring method; however, it is not
considered necessary to have.@ monitoring method for the safener at the time the evaluation
was written for the submission of approval of the new active substance XDE-729. As
discussed above, there argareas of the validation of the method as written in the current
study report that fall sh\ofz’t of modern standards; however, the ILV report (see below)
contains further datad'}@these areas of validation, which when considered with the validation
contained within thecurrent study report as evaluated above, suggest the method is fit for
purpose as a pre:fe istration method for analysis of the levels of safener in the residue trials.



XDE 729 Methyl (Halauxifen-methyl)

Reference:

198
Volume 3, Annex B.7

Independent Laboratory Validation of the Enforcement Method for the |

Determination of the Safener in Plant Matrices &
Q
(]

S
3

Class, T. (2005) Cloquintocet-mexyl: Independent Laboratory \/glidation of
an Analytical Method for the Determination of Cloquintocet-mexyk@nd its Acid
Metabolite in Cereal, Dow AgroSciences LLC Study Number 040096

PTRL Europe Study Number P 798 G &
U.S. EPA MRID 46908312 &
PMRA Number 1283352 éf
PMRA Sub Number 2006-4728 &

Q

(@)

This method has been submitted by the notifier in suppq@of both pre-registration
data requirements and post-registration monitoring, agcontrol for components
included in the residue definition for plants and anipgals. The method is not suitable
as a monitoring method; however, it was not consiglered necessary to have a
monitoring method for the safener at the time thg»\%valuation was written for the
submission of authorisation of the new active \@\bstance XDE-729. Therefore the
method is being evaluated as a pre-registratign method to support data generation
from the submitted field trials, and as suchzdoes not require a corresponding ILV
study report. This ILV report addresses(z;ﬁ’e deficiencies in the original study report
however, and therefore the RMS considfers that the ILV study report may be

evaluated and relied on to support \gﬁ)dation of the method as a method for data
N

generation.

S
o)
N

Matrix, limit of
quantitation

wheat shoots ng (wet crops)
wheat grain (bo‘? (dry crops)

0.01 mg/kg

0.01 mg/kg
0.01 mg/kg

Description

wheat strawe (dry crops)

Scope °

The objéttive of this study was to independently validate Enviro-Test
Lab%@tories method M313, “Determination of Residues of Cloquintocet-
m@?yl and its Acid Metabolite in Crop Samples by Liquid Chromatography
with Tandem Mass Spectrometry Detection.”

Q‘Q)I'his method is applicable for the quantitative determination of residues of
cloquintocet-mexyl and cloquintocet acid in agricultural commodities. The
method was validated over the concentration range of 0.01-0.10 mg/kg
with a validated limit of quantitation of 0.01 mg/kg.

Principle

Residues of cloquintocet-mexyl and cloquintocet acid were extracted from
a 5.0-gram sample by homogenizing and shaking with two 100-mL
portions of an acetone/citrate buffer (80:20) solution. A 1.0-mL aliquot of
the combined extract was then purified using a Phenomenex Strata-X

reversed-phase polymeric solid-phase extraction (SPE) cartridge. After
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elution from the SPE cartridge with methanol containing 0.10% forraic
acid, 20 pL of a mixed stable-isotope internal standard solution V)@\s added
to the eluate, which was subsequently concentrated to remove t@‘é acetone.
Five-hundred microliters of water were then added to the sample to yield a
final volume of approximately 2 mL. After preparation, thgcsamples were
analyzed by liquid chromatography using a Keystone Aguasil C18 column
coupled with positive-ion electrospray tandem mass qu%rometry
(LC/MS/MS), monitoring two MS/MS transitions cr@%cteristic of each
analyte and one MS/MS transition characteristic og@ach internal standard.

. . xo
Calibration o

For each analyte, the linearity of detector resQ(Sﬁse was evaluated using
solvent standard solutions. Calibration curvés were calculated by linear
regression analysis without weighting. F@qfhe least squares equation
which describes the detector response agia function of the standard
concentration, calibration curves resulﬁﬁg from the injection of a minimum
of six standards over the concentratig?n range of 0.050-2.00 ng/mL
demonstrated linearity with corre@l@?lon coefficients (r) of at least 0.999.

N

Validation &
Untreated control wheat grag'}?straw and shoots were obtained from field
trials. The specimens wera,‘homogenised frozen with dry ice. One ILV
trial of the method was rgﬁ for each of the 3 cereal types: wheat grain,
straw and shoots. Eac\g%ample set consisted of the following:

e Two unforti@ﬁﬁ control samples

e Five contr{\@f’samples fortified at 10 ng/g (LOQ)

o Five coo(}))t?ol samples fortified at 100 ng/g (10 x LOQ)

>

For each aggfyte, the method was validated over the concentration range of
0.01-0.1qgg>mg/kg with a limit of quantitation of 0.01 mg/kg.
The irld?vidual recoveries were within the range of 76-119%.
At ;§80.01-mg/kg level (LOQ), the mean recoveries were within the range
ot;“?9-106%, with relative standard deviations within the range of 2-11%.

R At the 0.10-mg/kg level (10x LOQ), the mean recoveries were within the
\)range of 100-109%, with relative standard deviations within the range of
5-6%.
These results comply with the acceptance criteria of SANCO/825/00/rev. 7
and rev. 8.1.

Selectivity/Confirmation

The LC/MS/MS method is highly selective for both the quantitation and
confirmation of cloquintocet-mexyl and cloquintocet acid. Analysis of
control samples resulted in no significant signals at the expected retention
times of the analytes. Identification is ensured by monitoring two MS/MS

transitions characteristic of each analyte and one MS/MS transition
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characteristic of each internal standard as follows: o
N\
cloguintocet-mexyl  m/z 336/238 (quantitation) Q‘éo
m/z 336/179 (confirmation) §
(M+5 ISTD) m/z 341/243 (quantitation) ES

cloquintocet acid m/z 238/179 (quantitation)
m/z 238/192 (confirmation)

m/z 243/182 (quantitation) o,
&Q
Q
Stability of Solutions and Sample Extracts §
The stability of the stock solutions, calibratiogfgtandard solutions, and

sample extracts was not evaluated as part of:$his study as it is not a
requirement of an independent Iaboratory\yalidation.

Matrix Effects &

Matrix effects were not evaluated as part of this study as they are not a
requirement of an independent lahgratory validation. However, it is noted
that matrix effects are normalizedsthrough the use of stable-isotope internal
standards, resulting in accuratg\‘quantitative results irrespective of the
magnitude of matrix effects, >

(M+5 ISTD)

~Q®
Table B.7.6.2-9. o
S
Validation Data Matrix E@\r)tification Recovery Rate (%) RSD n
(quantitation) Qﬂfével (mg/kg) mean range (%)
cloquintocet- wet crops OQ)JU 0.01 96 89-102 7 5
mexyl wheat shoot@f'b 0.10 104 98-112 5 5
m/z 336—238 mQ(D 0.01-1.00 100 89-112 7 10
cloquintocet- dry cro@v 0.01 106 99-119 8 5
mexyl wheegD{g\;rain 0.10 109 105-118 5 5
m/z 336—238 i 0.01-1.00 108 99-119 6 10
cloquintocet- ,@yu crops 0.01 98 94-100 2 5
mexyl Gwheat straw 0.10 102 95-111 6 5
m/z 336—238.% 0.01-1.00 100 94-111 5 10
&
&
«Q
X
&
S
O
¥
&
N
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Validation Data
(quantitation)

Matrix

Fortification
Level (mg/kQ)

Recovery Rate (%)

mean range

cloquintocet-
acid
m/z 238—179

wet crops
wheat shoots

0.01
0.10

0.01-1.00

85 71-945°
101 95-116
03 71410

cloquintocet-
acid
m/z 238—179

dry crops
wheat grain

0.01
0.10

0.01-1.00

89 80-102
403-119
S 80-119

cloquintocet-
acid

m/z 238—179

dry crops
wheat straw

0.01
0.10

0.01-1.00

76-85
94-108
76-108

o1 Ol

13

Conclusions

The method is satisfactorily validated in p%é’e

determine residue levels of safener in resi

generation. As a re-registration metho\d? an ILV study is not necessary; however,
due to deficiencies in the original method validation report (as discussed above)
the ILV study was relied upon as @'\pportive validation data to support the method
t the method is slightly modified in the ILV
acetone in the final SPE extracts was required in
order to obtain satisfactory peak shape for the acid metabolite and allow accurate
peak area integration. Thus the acetone was evaporated and water (0.5 ml) was
thanol/water concentrate to obtain final extracts with an

for data generation. It is noted
study in that removal of resid

added to the remaining
approximate 1/1 metf;bahollwater ratio.

Q

N

ue trials for pre-registration

o
r to support the use of the method to

data

It is noted that th%léb appears to be some modifications to the chromatographic

system used in the ILV study (Dow AgroSciences LLC Study Number 040096,
PTRL Europeﬁudy Number 798 G) compared to the initial method validation

study (McLA@\‘h, N. (2006) Method Validation Report for the Determination of

Cloquintocet-mexyl and its Acid Metabolite in Wheat using Enviro-Test
es Method M313, Enviro-Test Laboratories Study Number
ETLQ@OWOS). In particular, the mobile phase was modified from gradient

Laborat:

elution with following solvent system: Mobile Phase A: Water/Mobile Phase B:
0.1% formic acid in acetonitrile to gradient elution using Mobile Phase A: 0.1%

rmic acid in water/Mobile Phase B: 0.1% formic acid in acetonitrile.

.o 'Given that the method as outlined in the primary validation data was the method
used to collect the residues data, and the ILV study is being relied on to support
this data, rather than being validated as an ILV study fulfilling the requirements of
SANCO/825/00/rev. 7 and rev. 8.1, the modification of the solvent system is
acceptable.
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Stability of residues prior to analysis o

Overall conclusions: Stability of Residues (go\@
Plant Matrices o

The frozen storage stability of XDE 729 methyl ester and its major metabolite
XDE 729 acid have been determined in crops representing the four Eg%pean
Union crop groupings as part of an ongoing 24 month study. The c¥@ps included
lettuce (a high-water crop), wheat grain (a dry crop), oilseed rape$eed (an oily
crop), and oranges (a high-acid crop). Data has been collected t@oépproximately 16
months and indicates that residues of XDE 729 methyl ester XDE 729 acid are
stable, with no observable degradation. N

X
i

The frozen storage stability of the safener cloquintocejt-cgﬂée\xyl and its major
metabolite cloquintocet acid have been determined irj\rk\rops representing the four
European Union crop groupings as part of an ongog@ 24 month study. The crops
included lettuce (a high-water crop), wheat grairyz(g dry crop), oilseed rape seed (an
oily crop), and oranges (a high-acid crop). Data-has been collected to 338 days
(approximately 11 months) and indicates tha@%sidues of cloquintocet-mexyl and
cloquintocet acid are stable, with no obsery\@le degradation.
&

Animal Tissues S
The frozen storage stability of XDE @% methyl ester and its major metabolites,
XDE 729 acid and X11449757, hag@been determined in ruminant and poultry
tissues as part of an ongoing 24 gionth study.
For XDE 729 methyl ester and XDE 729, data has been collected to approximately
12 months for bovine muscle;Sbovine milk, poultry liver, and poultry eggs, and
indicates that XDE 729 methyl ester and XDE 729 acid are stable, with no
observable degradation. Q,q’
For X11449757, data h@o’been collected to approximately 6 months for bovine
muscle, bovine milk, poultry liver, and poultry eggs, and indicates that X11449757
is stable, with no (}gs rvable degradation.

s}
Soil <
The frozen stgtage stability of XDE 729 methyl ester and its major metabolites,
XDE 729 actd and X11449757, have been determined in soil (LUFA 2.2, loamy
sand) as part of an ongoing 24 month study. Data has been collected to 12 months
and inﬁz;t‘es that XDE 729 methyl ester, XDE 729 acid, and X11449757 are
stablg,%ith no observable degradation.
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B.7.7.1 Plant Matrices — Lettuce, Wheat Grain, Oilseed Rape Seed and Whole
Orange (XDE-729 Methyl Ester and XDE-729 Acid) &

_ o
Report: Devine, H. C. (2012) Q»‘@

Title: X11393728 (XDE 729 Methyl) and X11393729 (XDE 7@3): Residue
Stability Study in Crops under Frozen Storage Condig{)@ns.
Q
Interim Report 2: Sixteen Months Stability Data Qg)é)
X
Document Number: Dow AgroSciences LLC Study Number 1105(‘1@?@CEMAS Study Number
CEMS-4957 S
N
>
Guidelines: EC Guideline 1607/V1/97 rev.2, Appeng‘v%\( H 7032/V1/95 rev.5
4]

_ &
Good Laboratory Practices: Yes

o
P
L
L

Summary L
Separate samples of agricultural commqe)ﬁities (lettuce, wheat grain, oilseed rape
seed, and whole orange) were fortifieg-with XDE-729 methyl ester and XDE-729
acid at 0.10 mg/kg and were stored:in polyethylene containers at < -18 °C. The
crop selection for frozen storage.stability residues was chosen to represent the four
European Union crop groupin \?high-water content, dry, high-fat content, and
high-acid content). These cogditions are consistent with the storage of actual field
samples. The results of this3tudy indicate that XDE-729 methyl ester and
XDE-729 acid in crop sarag(f)les from field studies can be stored frozen for at least
12 months with no obo able degradation of residues.

o

Test Procedure ,@Q

. . > : .
Five-gram aliquots of the specimens were placed in separate, labelled,
polypropylene;screw-top bottles. The recovery samples for storage stability
analysis wer@?ortified at the beginning of the study with a mixed fortification
solution C(yﬁ’aining both XDE-729 methyl ester and XDE-729 acid to achieve the
fortificaztgon level of 0.10 mg/kg for each analyte. An additional six spare sets of
fortified specimens for each matrix were prepared at the start of the study to allow
for afy required repeat analyses.

Tg§stored fortified samples were stored in a freezer set to maintain a specimen
mperature of <-18 °C. The bulk unfortified control specimens were also stored
Sat <-18 °C.
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Analvtical Method

Scope &

The analytical method used for the determination of XDE-729 methyl es@oand
XDE-729 acid was Dow AgroSciences Method 110005, “Determination.of
Residues of XDE-729 Methyl Ester and XDE-729 Acid in Agricultur@f
Commodities and Wheat Processed Products using Online Solid-PhaSe Extraction
and Liquid Chromatography with Mass Spectrometry”. This met@(pbd is applicable
for the quantitative determination of residues of XDE-729 methy ester and
XDE-729 acid in agricultural commodities representative of gji‘é four European crop
groupings and wheat processed products. The method was\}azalidated over the
concentration range of 0.01-1.00 mg/kg with a validated{\l.'fmit of quantitation of

0.01 mg/kg. O
>
Principle S

RS
Residues of XDE-729 methyl ester and XDE-729.acid were extracted from a
5.0-gram sample by homogenizing and shaking with 100.0 mL of an
acetonitrile/water (80:20) solution. One-hun microliters of a glycerin/methanol
solution (10:90 w/v) containing a mixed staglia-isotope internal standard were
added to a 500-pL aliquot of the acetonitr@é/water extraction solution and the
sample was concentrated to near dryness The sample extract was then diluted to
1.0 mL with a methanol/water (20:80) $dlution for analysis. After preparation, the
solution was purified using a reversegéi-phase online solid-phase extraction
procedure and analyzed by liquid efiromatography using a Zorbax SB-C8 column
(gradient elution: Mobile Phase @— water containing 0.10% formic acid and
Mobile Phase B — methanol c@ﬂaining 0.10% formic acid) coupled with positive-
ion electrospray tandem mas$ spectrometry (LC/MS/MS), monitoring two MS/MS
transitions characteristic of‘each analyte and one MS/MS transition characteristic of

each internal standard. &>
&

Calibration F
For each analyte, t§3 linearity of detector response was evaluated using solvent
standard solutions. Calibration curves were calculated by linear regression
analysis with :5& weighting.
>

&,
Method Performance

The ef x’iency of the analytical method was determined at the time of analysis for
each’sampling event by creating two procedural recovery (freshly fortified)
sapjples at the initial time point and at each of the following time points; 97 days,
120 days, 174 days, and 366 days, and analysing them according to the above
O:§1ethod.
& For XDE-729 methyl ester, the mean recoveries were within the range of 87-111%
¥ with standard deviations within the range of 4.2-7.2%.
0(9 For XDE-729 acid, the mean recoveries were within the range 88-110% with
o standard deviations within the range of 3.3-6.7%.




205

XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7

N\
values of the procedural samples. &
Q
&
Table B.7.7.1-1 Q\
bO
Results of Frozen Storage Stability in Wheat Grain 6@
K@
00)
)
Actual storage Commeodity Analyte Mean Ameunt Uncorrected ES) Corrected %o
time days Procedurzl Fortified Amount Mlé\!ujng Amount Remaining
Fecovery %" mz'kg Found (Unkarrected) Found (Comrected)
mzkg o mg/kg"
0.1 0.1018 Y 10 0.0943 94
Zero Wheat Grain H11393728 108 0.1 o0 & 103 0.0951 95
(MDE-729 methy] ester} ) QS )
0.1 0.1052.9 105 0.0974 97
i . 0.1 {I.U?i@ 99 0.1033 103
97 Wheat Grain H11393728 26 0.1 0,@71 92 0.0959 96
(}{DE-729 methyl ester) : Y - :
0.1 PRNEN 93 0.0971 %7
1139378 0.1 K0.1086 109 0.1015 101
] R - = r * 7 2]
120 Wheat Grain (XDE.729 methyl ester) 107 0.1 . O(\ 0.1096 110 0.1024 102
0l < 0.1085 109 0.1015 101
11393708 IJ.]Qu 0.0988 99 0.1051 105
174 Wheat Grain (XDE-729 methyl ester} 94 P 0.0975 98 0.1037 104
;\%.1 0.1009 101 0.1073 107
o 0l 0.1019 102 0.0953 83
366 Wheat Grain H11393728 107 @ ol 0.1108 111 0.1036 104
({DE-729 methyl ester) ' ' : '
\{.\QJ 0.1 0.1068 107 0.0998 100
11303728 6\.Y 0.1 0.1031 103 0.1031 103
489 Wheat Grain (DE-729 methyl ester) leG 0.1 0.0988 99 0.0988 99
NS 0.1 0.0978 98 0.0978 98
* Mean of two procedural recovenies both at (.01 mz'kg OV
" Corrected for the mean procedural recovery % a_’Q
% remaining results caleulated using unrounded mg'ke result >
2o
&
Actual storage Commeodity Anal:«‘t&éb‘l Mean Ameunt Uncowrected %a Comected %
time days O Procedural Fortified Amount Femaming Amount Remzimnz
Q3 Recovery %" mzkz Found (Uncorrected) Found (Corrected)
Q mg'kg mz/ke
\‘.‘;931‘9 0.1 0.1055 103 0.1024 102
Zero Wheat Grain &_?29 ;cid) 103 0.1 0.0939 94 0.0912 91
A 0.1 0.0891 39 0.0865 87
\\,\J ¥11393729 0.1 nfa nfa® n'a’ nfa*
97 Wheat Grain \$.b ("’QDE- 729 ;c id) n/a” 0.1 D,'::Il: n.':aL: n.':a': n.-'a':
\(D 0.1 n'a” n'a” n'a’ na
QT 11393728 0.1 0.1032 103 0.0982 98
120 ".Vhe:lt%m (}\-I}E—TZQ ;cidj 105 0.1 0.1020 102 0.0971 97
0.1 0.1012 101 0.0964 96
(b\ 11393728 0.1 0.1059 106 0.1080 108
174 ".%!:ﬂ Grain ('X-I]E,-'TE? :-c:id) 98 0.1 0.1064 106 0.1086 109
z\, 0.1 0.0977 98 0.0997 100
Q{D 111393725 0.1 0.1079 108 0.1009 101
366 ) Wheat Grain (J\-I}E-?ZB ;cidj 107 0.1 0.1132 113 0.1058 106
£ 0.1 0.1063 107 0.0998 100
«,\O %11393729 0.1 0.0872 97 0.1045 104
4& Wheat Grain l':X-DEf'I"E? a_cid) 93 0.1 0.0987 99 0.1061 106
,\Q) 0.1 0.0935 o4 0.1006 101

*qear of two procedural recoveries both at 0.01 mgkz
C‘,erected for the mean procedural recovery %
bo " The 11393729 (3DE-729 acid) data could not be used due to standard problems.
% remaning results caleulated using unrounded mg kg result
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Table B.7.7.1-2 o
-0
&
Results of Frozen Storage Stability in Lettuce o
&
<
bO
d
Actual storage Commeodity Analyte Mean Amount Uncomacted %a (o\ Correctad %a
time days Procedural Foriified Ameount Remamj Ampunt Remaiming
Recovery %" mzkg Found {Une d) Found (Corracted)
mg'kg me/ke"
1139378 0.1 0.0977 693 0.0997 100
Zero Letiuce GlDE:'I'E‘J meﬂ;yl ster) 98 0.1 0.1015 \Q 101 0.1035 104
0.1 0.0982 (2) o8 0.1002 100
j 0.1 0.0829 @“ 83 0.0901 a0
o7 Lettuce H11393723 92 0.1 0.0864. 86 0.0939 24
(¥DE-729 methy] ester) - - - -
0.1 0.049 83 0.0921 92
1139378 0.1 ?&@3 99 0.0983 98
2 . = . 7 7
120 Lettuce (XDE.729 methyl ester) 101 0.1 & 80 98 0.0870 9
01 Dioos 100 0.0994 99
1139378 01 <& oosel g6 0.0846 55
174 Lettuce GlDE:'I'E‘J meﬂ;yl ster) 91 0.1 § 0.0762 76 0.0838 84
LIS 0.0872 87 0.0958 96
1139378 G§Q 0.0876 88 0.0922 92
366 Lettuce G;DE:'FEF meﬂ;;-'l ter) as & 1 0.0884 88 0.0931 93
Lol 0.085% 86 0.0504 90
11393728 (bb 0.1 0.0787 79 0.0856 85
439 Letiuce G;DE:'FEF meﬂ;yl ter) 92 KQ) 0.1 0.0786 79 0.0854 85
o 0.1 0.0780 T8 0.0848 85
*“ Mean of two procedural recovenes both at 001 mz'kg \Qv
" Cotrected for the mean procedural recovery % 6\-
% remaining resulis caleulated using unrounded mg'kg result Q
L
N
)
>
IS
Actual storage Commodity Analyte Q Mean Ameunt Uncomected % Corrected %
time days Q Procedurzl Fortified Amount Remaming Amoeunt Remaiming
(DQ Recovery %" mz'kg Found {Uncorrected) Found (Cormected)
S mzkg mg/ke"
| N , 0.1 01010 101 0.1010 101
Zero Lettuce 3@?937—9. 100 0.1 0.1037 104 0.1037 104
@) =729 acid) -
O 0.1 0.0945 94 0.0945 94
> 11393728 0.1 nia na’ nfa” nfa’
a7 Lettuce \OQ DE.T29 acid) nfa* 0.1 n: :n.a. na na
A 0.1 nfa n/a o'z n'a
\Q~V 0.1 0.1023 102 0.0965 o7
D H11393729
120 Le‘truceA R 106 0.1 0.1020 102 0.0962 96
(MDE-729 acid)
() 0.1 0.1056 106 0.0996 100
%Z.) 11393729 0.1 0.0973 97 0.1046 105
- - T
174 é ce (DE-729 acid) 93 0.1 0.0501 90 0.0968 El
" v 0.1 0.0954 95 0.1026 103
(@) R 0.1 01074 107 0.1053 105
366 & Lettuce (‘EEI B " 102 0.1 0.0991 99 0.0572 97
d AT ac o1 0.0946 95 0.0928 93
9 %11393728 0.1 0.0910 91 0.0990 99
436§ Letiuce G{EDE/TEQ a_cid) 92 0.1 0.0933 93 0.1014 101
Q 0.1 0.0932 93 0.1013 101

‘@:m of two procedural recovenies beoth at 0.01 mz'kg

orrected for the mean procedural recovery %
* The 311393729 (3IDE-T729 acid) data could not be used due to standard problems.
% remaimng results calculated using unrounded mgkg result
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Table B.7.7.1-3 &
Q
Results of Frozen Storage Stability in Oilseed Rape Seed &
bO
g
>
Actual storage Commodity Analyte IMean Ameount Uncomracted Y Corrected %a
time days Procedural Fortified Ameount Re Tng Ampunt Remaining
Recovery %" mz'kg Found (Un€drracted) Found (Corracted)
me'kg p mg/kg"
Oilseed B 1139378 01 01007 10l 0.1007 101
se pe L 2 < X 4
Tero Seed ({DE-729 methyl ) 100 0.1 0.1015 §, 102 0.1015 102
0.1 0.0972 S 97 0.0972 97
Oiloned Bx 11383738 0.1 0.10%\ 100 0.1125 113
s pe 2,
-
9 Seed (XDE.729 methyl ) 89 0.1 0@ 93 0.1045 105
0.1 (LR 95 0.1088 107
Oilsesd K 1139378 0.1 . \o):r.m?l 107 0.0992 9
a e pe 2, .
120 Seed (XDE.729 methyl ) 108 0.1 Q)o) 0.1058 108 0.0979 93
0.1 Q— 0.1068 107 0.0989 93
Oiloned Ra 11393708 D.IQ~ 0.0968 97 0.1019 102
s pe 2
174 Seed (HDE-729 methyl 3 95 @ 0.0880 58 0.0927 93
@1 0.0992 99 0.1044 104
Oilsced Fa 11383728 ,\(,_,U 0.1 0.105% 108 0.1019 102
e pe 2 2
366 Seed (XDE.729 methyl ) 104 \Q 0.1 0.1028 103 0.0988 99
by 0.1 0.1015 101 0.0976 98
Oilsced Fa 11383728 Q)(D 0.1 0.0930 93 0.0949 95
e pe 2,
489 Seed (XDE.729 methyl 3 %ﬁ\ 0.1 0.0944 94 0.0963 96
Q) 0.1 0.0968 97 0.0987 1]
* Mean of two procedural recovenes both at 0.01 mg'kz 6\'
" Corrected for the mean procedural recovery % S
% remaining results calenlated nsing unrounded mg kg result \b
N
)
2
S
Actual storage Commeodity Apalyte O Mean Amennt Uncomected %a Corrected %a
fme days (%] Procedural Fortifiad Ameount Femaming Amount Femaimng
(DQ Recovery %" mzkg Found (Uncorrected) Found (Corracted)
X- mg'kg mg/kg"
Oiloned R - ;’3?)9 0.1 01060 106 0.1070 107
L] pe 2 o -
Fero Seed (\'-Z@I.-?ZS‘ acid) 99 0.1 0.1042 104 0.1053 105
N 0.1 0.1038 104 0.1049 105
Oilseed Ra (<) 11393729 0.1 nfa" nfa" o'z’ nfa®
58 pe Q 2 e re e 1# [t
7 / / /
B Seed \o (XDE-729 acid) n'a 0.1 :u,-a. n..a- n.a. o a.
(-k- 0.1 nfa n'a” n'a’ oia®
Ortond B N 1139370 0.1 0.1028 103 0.0961 96
1 e > = 7
120 Seed & (XDE.729 acid) 107 0.1 0.097 a8 0.0913 a1
@ 0.1 0.0992 99 0.0527 93
D 0.1 0.1032 103 0.1053 105
ils SR 11139372
174 O‘Léee e Gﬂ:’;ﬁﬁ% ;fid) 58 0.1 0.0958 99 0.1009 101
O - 0.1 0.1054 105 0.1075 108
%‘iL R 111393729 0.1 0117 117 01115 112
e pe = . 72
366 (§’ Seed (XDE.729 acid) 105 0.1 01126 113 0.1072 107
Q 0.1 01045 105 0.0596 104
@@ Oilsced Ra 111393729 0.1 0.0999 100 0.1030 103
58 e 2!
439 - 97 0.1 0.0956 36 0.0936 23
Sead (XDE-T29 acid)
<O 0.1 0.0957 96 0.0986 59

'm\an of two procedural recoveries both at 0.0] mg'ks

b @hurected for the mean procedural recovery %

<The 211393729 (XDE-729 ac1d) data could not be used due to standard problems.
(5" % remaining results caleulated using unroundad mz/kg result
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Table B.7.7.1-4 o
-0
&
Results of Frozen Storage Stability in Whole Oranges o
)
<
o
Actual storage Commodity Analyte Mean Ameount Uncomectad % Qormrected %
fme days Procedural Forifiad Amount Femaming *@ Amount Remaimng
Recovery %" mzkg Found (Uncmeﬂed&o Found (Corrected)
mzlksz A mgkg"
0.1 0.0957 %Q) 7 0.0938 94
Zero Whole Oranges X11393728 102 0.1 0.0983 0.0964 96
B ({DE-729 methyl ester) - ’ : &, i
0.1 01016 2 0.0987 100
N 0.1 00894 \\ 39 0.0982 98
97 Whole Oranges H11393728 91 0.1 00922 & 92 0.1013 101
AWEE UDE 729 methyl ester) : 0n O * '
0.1 woir & 0.1004 100
1139378 0.1 0.100300 101 0.0979 98
2 J : 5 . - . X 09T
120 Whole Oranze ({DE-729 methyl ester) 103 0.1 0 lgﬁ 101 0.0979 98
0.1 LB 101 0.0977 98
1139378 0.1 Q§991 1 91 0.0970 a7
174 Whole Orangzes (};DE:TEF meﬂ;;-'l ester) 94 0.1 Q_ C1030 103 0.1095 110
0.1 00871 37 0.0926 93
1139378 0.1 § 0.0940 54 0.0960 56
T - - < = N -
366 Whole Oranges ({DE.729 methyl ester) 98 0.];&. 0.0945 a5 0.0964 96
B 0.0944 94 0.0963 96
11393728 ’{g.l 00834 33 0.0916 92
489 Whole Oranges G{DE:?EF meﬂ;}'l ester) 91 b\o 0.1 00835 34 0.0918 92
s 0.1 0.0833 83 0.0916 92
* Mean of two precedural recovenes both at [ 01 mzkg o
" Corrected for the mean pcrncedm:ll recovery Y @K
% remaining resulis calenlated usmg unrounded mz kg result Q
X
(@)
<
L
N
)
S
Actual storage Commeodity Analyte O Mean Ameunt Uncomected % Cormrected %a
fme dayvs N Procedurzl Fortified Amgunt Femaming Amount Famaimng
@ Recovery %° mg'kg Found (Uncorrected) Found (Corrected)
. e
> mz'kg mg ke
111 ‘%9 0.1 0.0864 86 0.0873 87
Zero Whole Oranges (\:IE?TZS‘ acid) 99 0.1 0.0939 94 0.0548 95
0.1 0.0922 92 0.0931 93
i (}?3(1 1393729 . o1 wE = = e
a7 Whole Cranges E-729 acid) n'a 0.1 n'a n'a n'a nfa
,.\Q B 0.1 /3" n'a® n'a" oia®
N R 0.1 0.0966 97 0.0957 96
120 Whole Olamg\(b ﬁgzl_?f;;i N 101 0.1 0.1006 101 0.0996 100
] 0.1 0.1002 100 0.0992 99
%11393729 0.1 01037 104 0.1058 106
174 Whe @mge: o g 98 0.1 0.1111 111 0.1134 113
(3DE-T29 acid)
~ 0.1 0.0942 94 0.0961 96
(00} 0.1 0.1041 104 0.1001 100
o X11393729 . )
366 é"lmle Changes (IDE-729 2cid) 104 0.1 0.1066 107 0.1025 102
Aé' 0.1 0.1057 106 0.1016 102
Q‘ %11393729 0.1 0.0925 93 0.0964 96
489 O Whole Cranges o g 96 0.1 0.0929 93 0.0%68 a7
@ (3DE-T29 acid)
Q 0.1 0.0923 92 0.0962 96

* Mésyof two procedural recoveries both at 0. ﬂl mg'kg
b cted for the mean procedural recovery %
H11393729 (XDE-T729 ac1d) data could not be used dus to standard problems.

» remaining results caleulated using unroundead mzkg result
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Table B.7.7.1-5 Results of Frozen Storage Stability, Averaged Values for Wheat G g)@l n
2
Q(D
H11393728 DE-729 methyl ester) \('\Q)
Actual storage Average . . Average . . Q
) Uncorrected “ Remainmg Corrected * Remaining O
tmme days Uncomrected Comected O
Amount Found } Amount Found " @
me/ks (Average) ma kg (Average) Q)Q

Zero 0.1033 103 0.0856 95 0%

a7 0.0948 95 0.098% 99 ~QQ)

X

120 0.108%9 10% 0.101% 101 QO

174 0.0991 99 0.1054 llfg}

366 0.1065 107 00996 Qﬁﬂ'

489 0.0999 100 0.059% ;5'\0 100

Ny
N
H11393729 (XDE-T20 acid) 9
Actual storage Average o . Average o .
) Uncorrected e Re g CorrectedC - £
tme days Uncomected Corrected
Amount Found i Amount Rﬁhd
e (Average) - (Average)
Zero 0.0962 95 ﬂg& 93
N
a7 o/ ab ofa b (Db“" 3 b n'a b
120 0.1021 102 KQ) 0.0973 97
(%]

174 0.1033 103 ,;Q 0.1055 10&

366 0.1093 109 bﬁ\o 0.1022 102
489 0.0965 a7 OQ\ 0.1037 104

)
* Only the data for the X11393728 (XDE-729 ¥l ester) analyvte 15 reported at this fime point.
The X11393729 (XIDE-T29 acid) data could be used due to an ermror in the preparation of the
cabbration standards for this analyte. A spﬁ’set of samples was analysed at an additional
fime point of 4 months. 03
% remaimng resuliz calculated using uﬁmd&d mz'kg result
Q

N
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Table B.7.7.1-6 Results of Frozen Storage Stability, Averaged Values for Lettuce ©
&
Q(D
H11393728 (DE-729 methyl ester) s(\Q)
= - O
Actual storage Average % Remaining Average ” . N
) Uncoarected Corrected £ (@)
time days Uncomrected Corrected >
Amount Found (Averags) Amount Found (Averaze) >
me'ks = mz'kz = &
Zero 0.0991 99 0.1011 101 0§D
a7 0.0847 B85 0.0920 g2 *QQ)
120 0.0992 99 0.0982 930&
174 0.0832 83 0.0914 (2‘2
N
366 0.0873 87 0.081% INE>
N
489 0.0784 79 0.0853 ’:\\O &5
g
&
H11393729 (XDE-T29 acid} _ g
Actual storage Average % Remaining Average ) %R .
5 Uncorrected C
tme days Uncomrected . Corrected
Amount Found (Averags) AmountFound (Averaze)
mgks = g
Zero 0.1033 100 -§a0%a7 100
a7 'a® n/a" b\Q\ n/a" n'a’
120 0.1033 103 KQ)(D 0.0874 28
174 0.0943 04 QQ 0.1014 102
X
366 0. 1004 100 (\O 00984 98
439 0.0925 Qlo\b 0.1006 100

* Only the data for the X 11393728 (}I}E-?Z&%\!tﬁ}'l ester) analyte 15 reported at this fime point.
The 11393720 (XDE-T729 acid) data ¢ ot be used due to an emror mn the preparation of the
cahibration standards for thes analyte. A paTe set of samples was analysed at an additional

time point of 4 months. &
% remaiming results caleulated u:,mgeh:ruunded mgky result
o
Q
Y
Qb(b
5P
@
N4
A(D
OQ)
&
5
é,O
Qo
@Q
&
«Q
S
N
OC)
fob
&
0.
S
Q_
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Table B.7.7.1-7 Results of Frozen Storage Stability, Averaged Values for Ollseedgﬁape
Seed

Q)
O
$
11393728 (3IDE-729 methyl ester) 'Z)b
- N ~
Actual storage Average % Remaining Average % (DQ
) Uncorrected Corrected g\
time days Uncorrectad Comectad &
Amount Found (Average) Amount Found (Avera
mg'ks - mezkg ag)
Zero 0.0998 100 0.0998 10063‘
a7 0.0961 96 0.107% Q@I'}S
120 0.1066 107 0.0987 SE:]
174 0.0547 95 0.099s \\'OQ 100
366 0.1034 103 0.0994 <’/.>\<D 100
435 0.0547 95 00965 0)\ a7
o2
S
S
H11393720 (XDE-729 25d)
- 1%
Actual storage Average % Remaining A@ag& %R .
5 Uncorrected Cétrected
tmme days Uncorrectad Corrected
Amount Found (Average) gsmmt Found (Averaze)
mg'ks - Y mgkg £
Zero 0.1047 105 KQ)V 0.1057 106
g, 7 ]:I.-'. ab ]l'.E b ‘QQ n'a (3 IL" a| 1
X
120 0.05999 100 QO 0.0934 93
174 0.1025 11]1'0\b 01048 105
366 0.1114 g.g 0.1061 106
439 0.0971 {\b‘i? 01001 100
feN

(]
* Only the data for the X 11393728 -729 methyl ester) analyte 15 reported at this fime point.
The X11393729 (XDE-729 acd) daé'could not be used due to an error in the preparation of the
calhibration standards for thes anal@ A spare set of samples was analysed at an addihonal

time point of 4 months.
% remaimng results {:alculabegy.ymg unrounded mgkg result
<
;\\‘O
@
N
A(D
OQ)
&
5
é,O
Qo
Q
(2
&
«Q
S
N
OC)
(ob
&
0.
S
Q_
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&
(\”\,
Table B.7.7.1-8 Results of Frozen Storage Stability, Averaged Values for Whole .(00
Oranges &
o
&
X11393728 (2DE-729 methyl ester) OQ
Actual storage U.‘h‘eng& ; % Remaining ékrmged % .. Q)b
tme days neomects Uncorrected = Comected O
- Ameount Found N Amount Found
(Average) (Averag
mgks mskg
Zero 0.0985 99 00966 E%QJ
97 0.0910 9l 0.1000 Qﬁ'l}
120 0.1008 101 0.0978 §' 93
174 0.0937 94 0.0997 $ o100
Q
366 0.0943 94 00962 ,\\9 96
439 0.0834 23 00917 o}’\(b 92
(o))
(%4)
Q&
X11393729 (XDE-729 azsd}
Actual storage U.‘h‘emg& ; % Remaining : ged 5 R .
time days nearrecte Uncorrectad = Corrected
Ameount Found (Average) unt Found (Average)
mgks = .o mzke
Zero 0.0908 91 > 00817 92
i ¥ i b Q)(b b b
a7 n'a n'a '\ na n'a
120 0.0992 99 \*‘QQJ 00982 93
174 0.1030 1'EI3QO 01051 105
366 0.1054 @ 01014 101
439 0.0926 é{%i 0.0964 96
b
o

* Oply the data for the X11393728 (3 ??29 methyl ester) amalvte 15 reported at this time pomt.

The 311393729 (XDE-T29 acid) dagyeould not be used due to an error in the preparation of the

calibration standards for ths anal»@_ﬂk spare set of samples was analysed at an additonal

u.me point of 4 months. C)

%o remarmng results calcula‘bed%mg unrounded mg'kyg result
&
Qb
5P

Conclusion >
The results of this df;tf@y indicate that XDE-729 methyl ester and XDE-729 acid in crop

samples from field:studies can be stored frozen for 16 months with no observable
degradation of [\@?ldues.
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N

®)
Plant Matrices (Cloquintocet-Mexyl and Cloquintocet Acid) (50\@
Report Devine, H. C. (2012) o

&

Title Cloquintocet-Mexyl and Cloquintocet Acid: Residue Stability Stg@y in Crops

Under Freezer Storage Conditions. Interim Report 1: Eleven gﬂonths Stability
Data. Dow AgroSciences LLC Study Number 110564, CEMéE Study Number
Q

CEMS-4958 S
o
Guidelines  EC Guideline 1607/VI1/97 rev.2, Appendix H 7032NI/%\\rev.5
NS
S
Good Laboratory Practices Yes S
e
(}J\fo
)

Summary Q®
Separate samples of agricultural commodities (lettuce, wheat grain, oilseed rape seed, and
whole orange) were fortified with cloguintocet-mexyl \' cloquintocet acid at 0.10 mg/kg
and were stored in polyethylene containers at < 18 °CP The crop selection for frozen storage
stability residues was chosen to represent the four Eiropean Union crop groupings (high-
water content, dry, high-fat content, and high-acigzcontent). These conditions are consistent
with the storage of actual field samples. The restlts of this study indicate that cloquintocet-
mexyl and cloquintocet acid in crop samples from field studies can be stored frozen for at
least 11 months with no observable degrad\gﬁon of residues.
N
Test Procedure é\o
Five-gram aliquots of the specimens were placed in separate, labelled, polypropylene screw-
top bottles. The recovery samples for storage stability analysis were fortified at the
beginning of the study with a mixgd fortification solution containing both cloquintocet-mexyl
and cloquintocet acid to achieverthe fortification level of 0.10 mg/kg for each analyte. An
additional six spare sets of fortified specimens for each matrix were prepared at the start of
the study to allow for any r@éfuired repeat analyses.
The stored fortified samp\te% were stored in a freezer set to maintain a specimen temperature
of <18 °C. The bulk u%ﬁrtified control specimens were also stored at <18 °C.
3\
Analytical Methg Qécope)
The analytical method used for the determination of cloquintocet-mexyl and cloquintocet
acid was Envirgﬁ'est Laboratories Method M313, “Determination of Residues of
Cloguintocet:mexyl and its Acid Metabolite in Crop Samples by Liquid Chromatography
with Tandeaﬁ Mass Spectrometry Detection”. This method is applicable for the quantitative
determination of residues of cloquintocet-mexyl and cloquintocet acid in agricultural
commadities representative of the high water content and dry European crop groupings. The
methgd was validated over the concentration range of 0.01 0.10 mg/kg with a validated limit
ofogpantitation of 0.01 mg/kg.
O
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Principle
Residues of cloquintocet-mexyl and cloquintocet acid were extracted from a 5.0 gra@?{%ample
by homogenizing and shaking with two 100 mL portions of an acetone/citrate buffér (80:20)
solution. A 1.0 mL aliquot of the combined extract was then purified using a Phéhomenex
Strata X reversed-phase polymeric solid-phase extraction (SPE) cartridge. After elution from
the SPE cartridge with methanol containing 0.10% formic acid, 20 pL of a mixed stable-
isotope internal standard solution was added to the eluate, which was subsequently
concentrated to remove the acetone. Five-hundred microliters of water gere then added to
the sample to yield a final volume of approximately 2 mL. After preparation, the samples
were analyzed by liquid chromatography using a Keystone Aquasil £18 column coupled with
positive-ion electrospray tandem mass spectrometry (LC/MS/MS&\monitoring two MS/MS
transitions characteristic of each analyte and one MS/MS trans@sn characteristic of each
internal standard. o\?

Q_
Calibration $
For each analyte, the linearity of detector response was,gx/aluated using solvent standard
solutions. Calibration curves were calculated by Ilnea?regressmn analysis with 1/x
weighting. ‘\o

Method Performance o
The efficiency of the analytical method was dé‘?ermlned at the time of analysis for each
sampling event by creating two procedural recovery (freshly fortified) samples at the initial
time point and at each of the following time points; 93 days, 184 days, and 338 days, and
analysing them according to the above pyethod.

For cloquintocet-mexyl, the mean recveries were within the range of 69-112% with
standard deviations within the rangefgf 6.4-18.3%.

For cloquintocet acid, the mean rggoveries were within the range 91-109% with standard
deviations within the range of 3a7-7.7%.

The storage stability sample goncentrations were corrected for the mean recovery values of
the procedural samples. qu’
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Table B.7.7.1-9 Results of Frozen Storage Stability in Wheat Grain o
2
O
o
i Cloquintocet-mexyl
Actial sdt:r:ge time Amount Uncorrected Amount  Corrected Amount W Q{‘Q
¥ Fortified mg/kg Found mg/kg Found mg/kg* Remaining e)
0.1 0.0724 0.1049 105 Q)b
Zero 0.1 0.0599 0.0868 87 {‘\\
0.1 0.0703 0.1019 102 S(D
0.1 0.1066 0.0951 %5 o
03 0.1 0.1039 0.0928 93 O
0.1 0.1121 0.1001 1009
0.1 0.0990 0.0990 @-
184 0.1 0.1010 0.1010 @ftn
0.1 0.0982 0.0982 o 98
0.1 0.1034 0.0995 & 99
338 0.1 0.0887 00ss3 O ss
01 0.0926 0.0890 ’:\(0 59
< -
. Cloguintocet-acid o o
Actual le:r:ge time Amount Uncomrected Amount  Corre Amount %o
¥ Fortified mg/kg Found mg/kg F mg'kg* Remaining
0.1 0.0949 ~O0.0040 94
Zero 0.1 0.0950 ) Q\ 0.0940 94
0.1 0.0932 > 0.0923 92
o 0.1 0.1016 T 0.0996 100
93 0.1 0.0893 Qj\ 0.0876 88
0.1 00913 O 0.0896 90
0.1 U.l(]lZQO 0.1044 104
184 0.1 0.1 0.1069 107
0.1 0.0985 0.1015 102
0.1 glo13 0.1034 103
338 0.1 Qbo.oaﬁ 0.0870 87
0.1 T 0.0891 0.0910 91
“* Corrected for the mean procedural recovery ‘?/Q)Q) -
&
Q‘b
Summary of procedural reg@veries in Wheat Grain
T Actual %mr_agc time Amount Fortified ' “Cloquintocet-mexyl Cloguintocet-acid
days (!ggkg % %
<% e
Jero A(D
G ol 63 95
O 0.1 T 120 99
” N 0.1 103 104
S0 -
0.1 100 97
184 O
Q& 0.1 100 97
_ @ ~
Q 0.1 103 97
33{,1\(4
& 0.1 ) 104 99
< Average = 96 99
&
) SD= 18.3 3.8
§ Range = 63-120 95. 106
bOO n= 8 g
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Table B.7.7.1-10 Results of Frozen Storage Stability in Lettuce O
P
O
Actual storage time Cloquintocet-mexyl Q:Q
clua da ‘b Armount Uncorrected Amount  Corrected Amount e é,\(\
- _yb Fortified mg'kg Found mg/kg Found mg/kg* Remaining Q
0.1 0.0831 0.1065 106 bo
Zero 0.1 0.0758 0.0972 97 <@
0.1 0.0849 0.1089 109 (§
- 01 01128 0.1106 i S
93 0.1 0.0889 0.0871 87 QQ
0.1 0.1051 0.1030 03 &
0.1 0.1114 0.1114 u S
184 0.1 0.1108 0.1108 1 P
0.1 0.1099 0.1099 S
0.1 0.0991 0.0971 . é?
338 S
0.1 0.0993 0.0973 &
0.1 0.1033 01012 & 101
2
. . Cloguintocet-acid X
Actual Z[:rég'" time Amount Uncorrected Amount  Corrected unt Ya
Vs Fortified mg’kg ~ Found mg/kg Found my g* _ Remaining
0.1 0.0970 0.0850 97
Zero 0.1 0.1060 060 106
0.1 0.0977 S0.0977 98
0.1 0.0972 o 0.1068 107
03 01 0.0921 @ a0z 101
0.1 0.0086 0.1083 108
0.1 01113 & 0.1136 114
184 0.1 0.1072 bQ 0.1094 109
0.1 0.11165 0.1139 114
0.1 0.09d¢ 0.0969 97
338 0.1 6 0.0976 9%
0.1 1017 0.1038 104
* Corrected for the mean procedural recovery % Q)‘.
&
$)
Summary of procedural reco@rles in Lettuce
A
RN
Actual storage time Amuur@oni fied Cloguintocet-mexyl Cloguintocet-acid
days ke % %
> 0.1 T 77 101
sero \$b 0.1 78 98
e
0.1 99 93
93 O
& 0.1 104 89
N 01 100 98 o
184 s\q’
e 0.1 100 97
{\. 0 ol - — 5
. 1 T
Héb 0.1 102 o8
& '
\o& Average = 95 06
& SD= 11.0 3.7
@QJ Range 77 - 104 89 - 101
OOQ n= H] 8
[e;
X2
&
o
S
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Table B.7.7.1-11 Results of Frozen Storage Stability in Rape Seed O
'%@
(g
. Cloguintocet-mexyl Q:Q
Actual Et:rage time Amount Uncorrected Amount  Corrected Amount % N
s Fertified mg'kg Found mg/'ke Found mg/kg* Remaining OQ
0.1 0.1036 0.0950 95 >
Zero 0.1 0.1091 0.1000 100 {\@
0.1 0.1100 0.1010 101 Q@
0.1 0.1138 0.1034 103 @Q
93 0.1 0.1171 0.1064 106 O
0.1 0.1108 0.1007 101 O
0.1 0.1163 0.1175 185
184 0.1 0.1108 0.1119 @@
0.1 0.1113 0.1124 o2
0.1 0.1042 0.1074 &7 107
338 0.1 0.0967 00997 & 100
0.1 0.0062 00002 &7 99
4
Q.
: Cloquintocet-acid Q
Actual Zl:ra,ge fime Amount Uncorrected Amount  CorrectedAmount %
s Fortified mg/kg Found mg/'kg Foum@ng}kg* Remaining
0.1 0.1059 .{,9.’0999 100
Zero 0.1 0.1026 -& 0.0968 97
0.1 0.1023 O 0.0966 97
0.1 0.1005 & 00975 98
93 0.1 0.1057 06 0.1026 103
0.1 0.0972 & 0.0944 04
0.1 0.1148. % 0.1159 116
184 0.1 0.110% 0.1112 11
0.1 0.4 0.1131 113
0.1 6,010 0.1074 107
338 0.1 $0.0951 0.1011 101
0.1 2 0.0943 0.1003 100
* Corrected for the mean procedural recovery %0~
)
Q@
N
Summary of procedural rebg@\Ierles in Rape Seed
Actual storage time Amount F(()@iﬁed Cloguintocet-mexyl Cloguintocet-acid
days mgfice Y% %
(§o.n 108 103
Zero A
@ 01 109 109
.
>4
o & 0.1 112 102
,§ 0.1 107 103
) 01 % 9
184 {\O o
> 0.1 98 99
N 0.1 97 94
333@9
S 0.1 9% 94
O
\y'\ Average = 103 100
& SD = 6.4 5.0
G}@ Range = 96 - 112 94 - 109
S n= 8 8
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Table B.7.7.1-12 Results of Frozen Storage Stability in Whole Oranges 0)0
2
Cloguintocet-mexyl T - Q(D
Actual storage time T Amount [Jncofr;:ct_c& Amount Cor;a.’_:c_:tcd Amount % . sQQ)
days o Fortified mg/kg Found mg/kg Found mg/kg* Remaining Q\
0.1 0.1087 0.0970 97 ®)
Zero 0.1 0.1128 0.1007 101 ,@b
[ 01114 0.0994 9o &
0.1 0.0925 0.1088 BUZEEES)
93 0.1 0.1000 0.1177 118 Q@
0.1 0.0979 0.1152 155"
0.1 0.1190 0.1156 L5
184 0.1 0.1214 0.1179 J78
B 0.1 0.1227 0.1192 A&I 19
0.1 0.0944 0.0953 O 9%
338 0.1 0.0970 0.0979 s,\\‘b 98
0.1 0.0952 0.0961 -2 96
& A
Cloquintocet-acid &
Actual f;;j;:ge Hme Amount Uncorrected .fmount Corre L@“\ﬁsmcunl Y
Fortified mg/'kg Found mg/kg Fi mg'kg* Remaining
0.1 0.1066 500978 98
Zero 0.1 0.1054 o 00967 97
0.1 00974 > 008%4 89
0.1 0.0866 ,\Q}“ 0.0874 87
93 0.1 0.0987 @ 0.0997 100
0.1 0.0946 ;\QQ 0.0955 96
0.1 01221 0.1151 115
184 0.1 0.1 0.1158 116
0.1 0215 0.1147 115
0.1 ®.0898 0.0945 95
338 0.1 r§ 0.0940 0.0989 99
- 0.1 @ 00942 0.0992 99
* Corrected for the mean procedural recovery, %~
&
Q‘b
Summary of procedural reg@veries in Whole Oranges
Actual storage time Amount 1-'@?‘1-&(1 Cloquintecet-mexyl Cloquintocet-acid
days wikp Yo Ya
Jero A(}\IJ.L 100 110
G 01 114 107
0 QS) 01 %8 90
(DQ 0.1 82 108
154 6\ 0.1 100 102
& 0.1 106 109
Q(b
1386 0.1 09 06
,&& 0.1 98 94
7 Average = 100 102
x
> SD = 10.6 77
§ Range = 82-114 90 - 110
@)
bO . n= 8 %
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Table B.7.7.1-13 O
} Cloguintocet-Mexyl o
IeE[tuce Actual S(';orage Time Average Uncorrected Percent Remairing
(wet crop) (days) Amount Found mg/kg (averagg‘?’
Zero 0.0812 81¢
93 0.1023 ]@JS
184 0.1107 kil
338 0.1006 101
*QQ)\J)
Table B.7.7.1-14 S
. Cloquintocet. Acid
(V\I/?[tgfgp) Actual ?52{2?6 Time Average Corrected Amount S’ Percent Remaining
Found mg/kg ,\@ (average)
Zero 0.1003 O 100
93 0.096 ,@ 96
184 0.1100 § 110
338 0.0974 Qg» 97
S
Table B.7.7.1-15 S
: . O Cloquintocet-Mexyl
V\(/Qreatcgr;(r)al)n Actual (S;gr:g]e Time Average Corre\c‘ted Amount Percent Remaining
ycrop Y Foungbmg/kg (average)
Zero 0:0675 68
93 <z:\0.1075 108
184 57 0.0994 99
338 < 0.0949 95
R
&
Table B.7.7.1-16 S

Cloquintocet Acid

. s
Wgeat grain Actual S(;orage T|me,§ Average Corrected Amount Percent Remaining
(dry crop) (days) ,,9? Found mg/kg (average)

Zero ¥ 0.0944 94

93 ¥ 0.0941 94

1840 0.1011 101

0.0919 92

;\\o{\
Table B.7.7.1-17 N4

: >
oilseed rape seed  Agtual Storage Time

Cloquintocet-Mexyl

Average Corrected Amount Percent Remaining

(oily crop) QS) (days) Found mg/kg (average)
& Zero 0.1076 108
S 93 0.1139 114
S 184 0.1128 113
Q 338 0.0990 99
\¢J
&
\O
X
&
S
OQ
<]
@
N
6.
S
Q.
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&
Table B.7.7.1-18 O
. . Cloquintocet Acid ,,{o\J
0|Is(eoeitl:i r?fg s)eed Actual (S;Z;ige Time Average Corrected Amount Percent Reman@ng
y crop Found mg/kg (averaggr

Zero 0.1036 10%\

93 0.1011 1@

184 0.1123

338 0.0968 A‘D 97

o))
Q@
Table B.7.7.1-19 S
) Cloquintocet-Mexyl
O(r;:}gfc’ \(/:vrr(l)(gl)e Actual (S(;g)r/z;();e Time Average Corrected Amount &S’ Percent Remaining
Found mg/kg ~ (average)

Zero 0.111 O 111

93 0.968 ,gb 97

184 0.1210 § 121

338 0.0955 Qg» 96

S

Table B.7.7.1-20 S

orange, whole Actual Storage Time

O Cloquintocet Acid

Cn

2. Average Corre\c\ted Amount Percent Remaining
(acidic crop) (days) Foundbmg/kg (average)
Zero 81031 103
93 \ch>0 0933 93
184 3 0.1188 119
338 <& 0.0927 93
\0
N
N
[2)

Conclusion

The results of this study indicate th@ﬁ:loqumtocet mexyl and cloguintocet-acid in crop
samples from field studies can bQ@%red frozen for 11 months with no observable

degradation of residues. Qq,
4
NG
Q
;\\'O
o
N
Q&
QQ)
QQ/
0y
S
&
@Q
&
\O
o
&
§
OO
[e;
R
N
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Animal Tissues (XDE-729 Methyl Ester, XDE-729 Acid, and X11449757) Qio\@

Q@*Q
Report I (2012) &
o
>

Title Frozen Storage Stability of Residues of XDE 729 Methyl Ester;XDE 729 Acid,

and X11449757 in Animal Matrices — Twelve Months Stability Data for XDE
729 Methyl Ester and XDE 729 Acid and Six Month Stabijgw ata for the

Relevant Metabolite X11449757. S
Second Interim Report. Document Number §fudy Number 110768
I Study Number 5255 N
,Q
O
Guidelines  EC Guideline 1607/V1/97 rev.2, Appendix H 70\%?V|/95 rev.5
X2
N
Good Laboratory Practices Yes Q_@O’
o

The storage stability study was initiated in 2012 to deterr@% the stability of XDE-729 methyl
ester and XDE-729 acid and the X11449757metabolite j\ryanimal matrices when stored under
frozen conditions for approximately 24 months. This igterim report presents the results for up to
12 months (x 1 month) of frozen storage for XDE-7@ methyl ester and XDE-729 acid and
results for up to 6 months (+ 2 weeks) of frozen s&o?age for X11449757.

Q

S
Summary

N
Separate samples of animal matrices (bovg% muscle, bovine milk, poultry liver, and poultry
eggs) were fortified with XDE 729 met@ ester, XDE 729 acid, and X11449757 at 0.10
mg/kg and were stored in 50 mL centgifuge tubes at < 18 °C. These conditions are consistent
with the storage of actual study samg?es. The results of this study indicate that XDE 729
methyl ester and XDE 729 acid inaahimal tissue samples from field studies can be stored
frozen for at least 12 months with no observable degradation of residues. The results of this
study also indicate that X114,@§757 in animal tissue samples from field studies can be stored
frozen for at least 6 monthsa®ith no observable degradation of residues.
§o
Test Procedure \\}‘b
One-gram aliquots of the specimens were placed in separate, labeled, 50 mL centrifuge tubes.
The recovery samp{g? for storage stability analysis were fortified at the beginning of the
study with a mingf'fortification solution containing XDE 729 methyl ester and XDE 729 acid
to achieve the fgttification level of 0.10 mg/kg for each analyte. Later, additional recovery
samples for s@?age stability analysis were fortified with X11449757 to achieve the
fortificationdBvel of 0.10 mg/kg. An additional twelve spare sets of fortified specimens for
%) .
each matgiX were prepared at the start of the study to allow for any required repeat analyses.
The stqgébl fortified samples were stored in a freezer set to maintain a specimen temperature

of < 18°C. The bulk unfortified control specimens were also stored at < 18 °C.
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Analytical Method .@O
Scope 2

Two analytical methods were used for the analysis of bovine and poultry samples. y%(be
method for the determination of XDE 729 methyl ester and XDE 729 acid utilises'the initial
extraction procedure of Dow AgroSciences Method 110505, “Method Validati @%tudy for
the Determination of Residues of XDE 729 Methyl Ester and XDE 729 Acidé@ ovine and
Poultry Tissues using Offline Solid-Phase Extraction and Liquid Chromatogfaphy with Mass
Spectrometry Detection” coupled with the online solid-phase extraction sample purification
and analysis conditions of Dow AgroSciences Method 110005, “Determgjnation of Residues
of XDE 729 Methyl Ester and XDE 729 Acid in Agricultural Commodities and Wheat
Processed Products using Online Solid-Phase Extraction and Liqui@fhromatography with
Mass Spectrometry”. S
The method for the determination of X11449757 is the same as@ﬁat described above except
for the addition of the appropriate mass spectrometry parame%?s.
Each method was validated over the concentration range 0f,8:01-0.10 mg/kg with a validated
limit of quantitation of 0.01 mg/Kkg. $§
. &
Principle &
For the determination of XDE 729 methyl ester and9XDE 729 acid, residues were extracted
from a 1.0 gram bovine or poultry sample by shalgﬁig with 20 mL of an acetonitrile/water
(80:20) solution and partitioning with 20 mL of fi hexanes. One-hundred microliters of a
glycerin/methanol solution (10:90 w/v) contaifiing a mixed stable-isotope internal standard
were added to a 500 pL aliquot of the acetoom?rile/water extraction solution and the sample
was concentrated to near dryness. The sample extract was then diluted to 1.0 mL with a
methanol/water (20:80) solution for analysis. After preparation, the solution was purified
using a reversed-phase online solid-pHase extraction procedure and analyzed by liquid
chromatography using a Zorbax SB.£8 column coupled with positive-ion electrospray
tandem mass spectrometry (LC/MS&/MS), monitoring two MS/MS transitions characteristic of
each analyte and one MS/MS trQai‘Isition characteristic of each internal standard.

4
For the determination of X142449757, the samples were prepared using the same procedure as
described above. Residqgs°were extracted from a 1.0 gram bovine or poultry sample by
shaking with 20 mL of@ acetonitrile/water (80:20) solution and partitioning with 20 mL of
n hexanes. One-hundkgd microliters of a glycerin/methanol solution (10:90 w/v) containing a
mixed stable-isotope internal standard were added to a 500 pL aliquot of the
acetonitriIe/wate@raction solution and the sample was concentrated to near dryness. The
sample extract 3755 then diluted to 1.0 mL with a methanol/water (20:80) solution for
analysis. Aftér preparation, the solution was purified using a reversed-phase online solid-
phase extraction procedure and analyzed by liquid chromatography using a Zorbax SB C8
column cgtpled with positive-ion electrospray tandem mass spectrometry (LC/MS/MS),
monitoring two MS/MS transitions characteristic of the analyte and one MS/MS transition
chargg&ristic of the internal standard.
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Calibration .
For each analyte, the linearity of detector response was evaluated using solvent standagﬁ
solutions. Calibration curves were calculated by linear regression analysis without Qf)

S &
weighting. OQ&
Validation v@b

For each analyte, the method was validated over the concentration range of @%1-0.10 mg/kg
with a limit of quantitation of 0.01 mg/kg. @0’

The individual recoveries were within the range of 65-114%. For the )@?449757
confirmation MS/MS transition, there was one recovery (65%) Whichéﬁas slightly below the
acceptance criteria of 70-120%. é&

At the 0.01 mg/kg level (LOQ), the mean recoveries were within the range of 81-107%, with
relative standard deviations within the range of 1.4-16.5%. J\rz?

At the 0.10 mg/kg level (10x LOQ), the mean recoveries wergavithin the range of 93-109%,
with relative standard deviations within the range of 0.6-6.@%5}"V

o~
The above results comply with the acceptance criteria Q@ANCO 825/00/rev. 8.1.
o

-9
Method Performance ‘\0\
For XDE 729 methyl ester and XDE 729 acid, thez?fficiency of the analytical method was

. . . ) .
determined at the time of analysis for each sampling event by creating two procedural
recovery (freshly fortified) samples at the initiél time point and at each of the following time
points; 32-33 days, 91-92 days, 147-148 d Sand 371-372 days, and analysing them
according to the above method. For X11449757, the efficiency of the analytical method was
determined at the time of analysis for eaﬁ% sampling event by creating two procedural
recovery samples at the initial time poiht, at 29 days, and at 182 days and analysing them
according to the above method. Q,q’
For XDE 729 methyl ester, the m@oh recoveries were within the range of 96-98% with
standard deviations within the rarige of 6.1-9.8%.
For XDE 729 acid, the mean.recoveries were within the range 98-101% with standard
deviations within the range of 6.8-8.8%.
For X11449757, the meay@?ecoveries were within the range of 90-103% with standard
deviations within the ragge of 5.7-10.1%.
The storage stability ple concentrations were corrected for the mean recovery values of
the procedural sanggjes.

Q
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Table B.7.7.1-21 ‘0)0
Results of Frozen Storage Stability in Bovine Muscle ,D@\
Q
(%]
S
XDE-729 acid OQ
Analysis Time Point Amount Uncorrected Corrected Um,urreue(bb Corrected
Fortified Amount Found Amount Found %
mg/kg mg/kg mg/kg l{emam@g l{emamlng
Immediately after 0.1 0.1087 0.1030 103
o 0.1 0.1074 0.1017 sw? 102
application Q
0.1 0.1068 0.1011 o 107 101
1 month (£ 2 weeks) 0.1 0.0927 0.0909 @\} 93 91
after application 0.1 0.0979 0.0960 ‘\OQ 98 96
0.1 0.0942 0.0923 5 94 92
3 months (+ 2 weeks) 0.1 0.0987 0. 1034}\ 99 108
_— 0.1 0.0941 éa 94 103
after application
0.1 0.0957 {,L 51 96 105
5 months (+ 2 weeks) 0.1 0.0882 @\%.0909 88 91
o 0.1 0.0868 o 0.0895 87 90
after application N2
0.1 0.0886 o~ 00913 89 91
12 months (+ 1 Month) 0.1 0.0843 ‘Db 1016 84 101
o 0.1 00791 @ 0.0953 79 95
after application o)
0.1 0.0821g 0.0989 82 99
o
<
ASO XDE-729 methyl ester
Analysis Time Point Alnt?unl Unc r.:ted Amount Corrected Amount Uncorrected  Corrected
Fortified und mg/k Found mg/kg % %
mg/kg 105} ke & Remaining Remaining
Immediately after 0.1 (D(% 0.1035 0.0994 104 99
. 0.1 % 0.1033 0.0991 103 9%
application Qg)
0.1 g 0.1049 0.1007 105 101
1 month (+ 2 weeks) 0.2 0.1023 0.0956 102 96
. H 0.1037 0.0970 104 97
after application R
0.1 0.0982 0.0918 g8 92
3 months (& 2 weeks) (}0" 0.1 0.0976 0.1027 98 103
L N 0.1 0.0997 0.1050 100 105
after application @
,,C) 0.1 0.1050 0.1106 105 111
0.1 0.0881 0.0948 88 95
after appht.at][gio
0.1 0.0863 0.0928 86 93
12 months @Q1 Month) 0.1 0.0804 0.1005 80 101
. 0.1 (.0806 0.1007 81 101
after a ation
. 0.1 0.0769 0.0961 77 96
2
$
OO
(ob
&
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S
(o)
&2
X11449757 e
Analysis Time Point Amount ted Amount Correoted Amount Uncorrected Coga&tcd
Fortified Found mg/k; Found mg/k “ Q%
mg/kg £ %6 Remaining Remaining
NI
Immediately after 0.1 0.0882 0.0944 88 {\@ 94
L 0.1 0.0952 0.1020 95 @ 102
application 03
0.1 0.0936 0.1003 94 o 100
I month (+ 2 weeks) afier  0-1 0.0947 0.1040 %EQ 104
L 0.1 0.0903 0.0992 @0 99
application S
0.1 0.0855 0.0939 S &5 94
3 months (+ 2 weeks) 0.1 0.0894 0.0971 O 89 97
o 0.1 0.0866 0.0041 O 87 94
after application >
0.1 0.0857 0.0932 ;& 86 93
6 months (+ 2 weeks) 0.1 0.0763 0.0954> 76 95
o 0.1 0.0734 0.06¢3 73 92
after application .
0.1 0.0772 0H966 77 97
>
N
)
Y
b\(\
Q)‘b
@\
~Q
x
)
<
L
N
o
2
&
@‘b
(bq
\&
O
(o
Q
Y
b(b
Q
P
o
N
A(b
OQ)
&
5
b'O
o
%Q
N
«Q
x
&
$
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Qb
&
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Table B.7.7.1-22 Results of Frozen Storage Stability in Bovine Milk

\.
&
S
@)
)

"
N
o

&
L

Analysis Time Point

XDE-729 acid

Q
D)

Amount

S
Uncorrected &érmcted

S Uncorrected Amount  Corrected Amount
Fortified . % D %
me/ke Found mg/kg Found mg/kg Remainin@S Remaining
Immediately afier 0.1 0.1046 0.0967 1055 97
N 0.1 0.1082 0.1000 mf’ 100
application xS
0.1 0.1078 0.0996 (@OB 100
1 month (= 2 weeks) 0.1 0.1051 0.0992 § 105 99
after apphication 0.1 0.1049 (.0990 @ 105 99
0.1 0.1050 0.0990 OQ 105 99
i
3 months (+ 2 weeks) 0.1 0.0990 0. 1020\{2} 99 102
N 0.1 0.1014 0.104¢2 101 105
after application
0.1 0.0995 Q. 100 103
S months (+ 2 weeks) 0.1 0.0939 @589 94 99
after application 0.1 0.0898 @.0945 90 95
0.1 0.0853 0\(00.089? 85 90
12 months (+ 1 Month) 0.1 0.0877 . (’5” 0.0997 88 100
. 0.1 0.0856 5 00973 86 97
after application >
0.1 0.0824 @ 0.0936 82 94
(%)
0
6\- XDE-729 methyl ester
Analysis Time Point Amount Uncorrgcted Corrected Uncorrected  Corrected
Fortified Amoun§ound Amount Found % %o
mg/kg _ g mg'kg Remaining Remaining
Immediately afier 0.1 ~0.1034 0.1016 103 102
o 0.1 & 0.1063 0.1044 106 104
application @
0.1 oy 0.1043 0.1024 104 102
T
| month (& 2 weeks) 0.1 0.1003 0.0955 100 95
L 0.1 & 0.0997 0.0949 100 95
after application Q
D;ig? 0.0996 (.0948 100 95
3 months (- 2 weeks) ol 0.1001 0.1065 100 107
I -§D.l 0.1026 0.1091 103 109
after application X
SZ’ 0.1 0.0087 0.1030 99 105
o @ 0.1 0.0874 0.0960 87 96
after application , O
((/ 0.1 0.0900 0.0989 90 99
12 months (+ l,\wf\unth} 0.1 0.0803 0.1003 80 100
after applicaﬁgn 0.1 0.0835 0.1043 83 104
py 0.1 0.0897 0.1121 90 112
%Y
&
9\0
X
&
N
OC)
(ob
&
&
S
Q&
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&
X 11449757 -9
Analysis Time Point Amount Uncorrected Corrected l:‘}?
Fortified Amount Found Amount Found Ull':.:orrclclf&d % CI:{DH&, 2 %
me/kg me/ke mg/kg emaining € ng
[mmediately after 0.1 0.1072 0.1000 107 doo
L 0.1 0.1090 0.1017 109 Q)b 102
application {\\
0.1 0.1094 0.1021 109 o 102
1 month (+ 2 weoks) 0.1 0.0971 0.0961 97 O %
" 0.1 0.0947 0.0938 95 O 94
after application S
0.1 0.0999 0.0989 100 99
3 months (= 2 weeks) 0.1 0.0992 0.0963 9 96
. 0.1 0.0998 0.0968 Soo 97
after application Q
0.1 0.1001 0.0972 2O 100 97
6 months (+ 2 weeks) 0.1 0.0937 0.0966 RGEET! 97
aft . 0.1 0.0866 0.0893 0\;0 87 809
er application 03]
0.1 0.0838 0.0864 Q- 84 86
~
i
O\’D
9
b\(\
Q)‘Z?
@\
~Q
x~
9
<
L
N
Q)
>
Q
Q)‘b
(DQ
\&
)
Q@
Q
N
Qb
&
N
A(b
C)@
&
5
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&
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S
&
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S
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&
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Table B.7.7.1-23 Results of Frozen Storage Stability in Poultry Liver 0)0
5
2
. ~
XDE-729 acid ({Z)
Anlysis Time Point Am:.)um Uncorrected Amount Correstad Uncorrected &‘Omcted Yo
Fortified Found mg/kg Amouat Found %o Remaini@ Remaining
mg/kg mg/kg &
Immediately after 0.1 0.1035 0.0991 1032 99
L 0.1 0.1056 0.1011 1 101
application
0.1 0.1081 0.1035 <Jbs 104
1 month (+ 2 weeks) after 0.1 0.0958 0.0968 &}‘Q 96 97
. 0.1 0.1007 0.1017 o 100 102
application &
0.1 0.0924 0.0933 92 93
o 0.1 0.0932 0.0974° 93 97
after application S
0.1 0.0942 0.09%2 94 98
5 months (= 2 weeks) 0.1 0.0876 %EH 88 93
. I 0.1 0.0833 0.0886 83 89
after application )
0.1 0.0873 o 0.0928 87 93
&
12 months (+ 1 Month) 0.1 0.0741 ) \Q\ 0.0842 74 84
L 0.1 0.0738 > (.0839 74 84
after application o
0.1 0.0745 @ 0.0847 74 85
. s
N
AQ XDE-729 methyl ester
Analysis Time Point Amount Uncerrected Carrected g0 o
Fortified A nt Found Amount Found Uncorrep {Fd /a Comc.[c.d o
Remaining Remaining
o mg/kg o melkg mg/kg
o 0.1 & 0.0967 (.0970 97 97
application 103
0.1 &% 0.1027 0.1032 103 103
o
1 month (+ 2 weeks) afier 0.8 0.0961 0.0924 96 92
o b 0.1027 0.0987 103 99
application S
o 0.1 0.0945 0.0909 g5 91
3 months (+2 weeks) > 0-1 0.0993 0.1003 99 100
. L N 0.1 0.0995 0.1005 99 100
after application Y
) 0.1 0.0992 0.1002 99 100
5 months (- 2 wolls) 0.1 0.0799 0.0823 80 82
after applicatio\f§ 0.1 0.0807 0.0832 81 83
) 0.1 0.0861 0.0888 86 89
12 months ¢ 1 Month) 0.1 0.0735 0.0844 73 84
after a@:ﬂuatmn 0.1 0.0702 0.0807 70 81
A 0.1 0.0688 0.0791 69 79
o
&
$
OC)
(ob
&
cé.
S
&
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(‘S
)
X11449757 @\0)
I . >
Analysis Time Point {\mgum Uncorrected Amount  Corrected Amount Unco:recled Cor'zectedo
Fortified Found mg/kg Found mg/'k Yo % @
mg/'kg & 8 Remaining Rcmaiﬁg
Immediately after 0.1 0.0907 0.0841 91 @\
— 0.1 0.1068 0.0991 107 Q,%SJ
application <3
0.1 0.1076 0.0998 108 100
1 month (+ 2 weeks) after 0.1 0.0899 0.0988 90 Q)Q)\ 99
L 0.1 0.0867 0.0953 87 O 95
application x~
0.1 0.0960 0.1055 9 105
3 months (+ 2 weeks) 0.1 0.0922 0.0913 0(}2 91
— 0.1 0.0881 0.0872 @ 88 87
after application
0.1 0.0841 0.0833 . § 84 83
' S
6 months (+ 2 weeks) 0.1 0.0744 0.0886 \{Z} 74 89
. L 0.1 0.0722 0.0859 - © 72 86
afier application (©)
0.1 0.0720 0.08549 72 86
&
&
S

Table B.7.7.1-24 Results of Frozen Storage Stabi[igy?’in Poultry Eggs
N

o XDE-729 acid
Analysis Time Point Amount Uncorrected Corrected Uncorrected  Corrected %
Fortified  Amount nd Amount Found o Remaining  Remainin !
mg/kg m mg'kg ? & 5
R 0.1 9.1095 0.1033 110 103
application QO
0.1 r§ 0.1081 0.1020 108 102
1 month (+ 2 weeks) after 0.1 (bo‘)?) 0.0942 0.0924 94 92
N 0.1 X 1.0978 0.0959 98 96
application (Z§)
0.5 0.0950 0.0932 95 93
3 months (= 2 weeks) after ,g-q 0.0973 0.0983 97 98
. bf).l 0.0953 0.0963 95 96
application OQ
& ol 0.0992 0.1002 99 100
S months ( 2 weeks) af@? 0.1 0.0903 0.0903 90 90
— N\ 0.1 0.0946 0.0946 95 95
application @
,O 0.1 0.0856 0.0856 86 86
4 - 8
12 months (= 1 b@hﬂ’l} after 0.1 0.0797 0.0916 80 92
I LS 0.1 0.0838 0.0964 84 96
application _O
RS 0.1 0.0848 0.0975 85 97
%Q
&
9\0
X
&
$
OC)
t_ob
&
I3
S
&
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XDE-729 methyl ester

-9

o>

\.
&
S
@)
)

"
N
o

Analysis Time Point Amount Uncorrected Corrected o
X Uncorrected  Corrected™s
Fortified  Amount Found Amount Found o Remaining Re 'bn
mg/kg me/kg mg/kg ’ g Fomaying
Immediately after 0.1 0.0991 0.0979 99 b®g
_— 0.1 0.1061 0.1048 106 @ 105
application Q
0.1 0.0991 0.0979 99 QO 98
1 month (+ 2 weeks) afier 0.1 0.1013 0.0965 lOlQQQ 96
N 0.1 0.0987 0.0940 99 94
application 9
0.1 0.1009 0.0961 161 96
3 months (- 2 weeks) after 0.1 0.0976 0.1017 @S?Js 102
_ 0.1 0.1029 0.1072 o 103 107
application .O
0.1 0.0999 0.1041 A 100 104
5 months (+ 2 weeks) after 0.1 0.0896 0.0974 \&,{'\ 90 97
_— 0.1 0.0862 0.{]937@0) &6 94
application
0.1 0.0808 0.0'Sﬁ- 81 &8
12 months (= 1 Month) after 0.1 0.0775 0@57 77 96
L 0.1 0.0781 964 78 96
application S
0.1 0.0767 _~70.0947 77 95
N
e}
Q)‘D
<
4]
,;Q X11449757
Analysis Time Point Amount Uncorrstted Corrected Uncorrected  Corrected
Fortified Amouft Found Amount Found % %
mp/ke Qcmg!kg mg/kg Remaining Remaining
Immediately after 0.1 ©0.1058 0.1008 106 101
N 0.1 S0.1061 0.1011 106 101
application @
01 @ 0.1047 0.0997 105 100
o 0.1 0.0968 0.1008 97 101
application
Dﬁ@l 0.0870 0.0906 87 91
3 months (+ 2 weeks) after Qbﬁ.l 0.0463 0.0468 46 47
o A 0.0965 0.0975 97 97
application )
N 0.1 0.1004 0.1014 100 101
N4
6 months (+ 2 weeks) @ﬂt 0.1 0.0822 0.0934 82 93
N O 0.1 0.0819 0.0930 82 93
application &
S 0.1 0.0710 0.0806 71 81
S
o
Q
()
N
«Q
x
&
$
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&
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3
Soil (XDE 729 Methyl Ester, XDE 729 Acid, and X11449757) .;3\
2
@
Report Lindner, M. (2012) o
Title Storage Stability of Residues of XDE 729 Methyl Ester, XDE 729 A¢id, and

the Metabolite X11449757 in Soil. Interim Report — Twelve M%t%s Stability
Data. Document Number Dow AgroSciences LLC Study Numg@r 110565,
Eurofins Analytical Services Study Number S11-03037 6\)‘27

Q

Guidelines  EC Guideline 1607/VI/97 rev.2, Appendix H 7032/V|/9§\\5§v.5
X
Good Laboratory Practices Yes @\?
S
Summary >

Separate samples of soil (LUFA 2.2, loamy sand) were fortifie{é‘\ with XDE 729 methyl ester,
XDE 729 acid, and X11449757 at 0.50 pg/kg and were stopgd in glass vials at < 18 °C.
These conditions are consistent with the storage of actual study samples. The results of this
study indicate that XDE 729 methyl ester, XDE 729 ac\Lgkoand X11449757 in soil samples
from field studies can be stored frozen for at least 12 \g@onths with no observable degradation
of residues. L

Test Procedure o
Five-gram aliquots of the specimens were plaéc‘éd in separate, labelled, glass vials. The
recovery samples for storage stability anal;gﬂs were fortified at the beginning of the study
with a mixed fortification solution contaiging both XDE 729 methyl ester, XDE 729 acid,
and X11449757 to achieve the fortification level of 0.50 pg/kg for each analyte. Additional
spare sets of fortified specimens for edéh matrix were prepared at the start of the study to
allow for any required repeat analysg(g.

The stored fortified samples Were,ﬁbred in a freezer set to maintain a specimen temperature
of < 18 °C. The bulk unfortiﬁgé’ control specimens were also stored at < 18 °C.

0
Analvtical Method X
Scope @Q

The analytical method uSed for the determination of XDE 729 methyl ester, XDE 729 acid,
and X11449757 was Dow AgroSciences Method 110716, “Method Validation Study for the
Determination of Residues of X11393728 (XDE 729 Methyl), X119393729 (XDE 729
Acid), and X1144§’757 (des-Methyl XDE 729 Acid) in Soil using High Performance Liquid
Chromatograplgﬂ/vith Positive-lon Electrospray lonization Mass Spectrometry Detection.”.
This method is applicable for the quantitative determination of residues of XDE 729 methyl
ester, XDE_729 acid, and X11449757 in soil. The method was validated over the
concentrg\&)n range of 0.50 8.0 pg/kg with a validated limit of quantitation of 0.50 pg/kg.

«§

X
Principle
Residues of XDE 729 methyl ester and its metabolites were extracted from a 5.0 gram soil
sample with 25 mL of a methanol/water (50:50) solution containing 0.1% phosphoric acid
&'Qﬁ’sing accelerated solvent extraction (ASE) at 90 °C and 1500 psi. After extraction, 40 uL of

;
S
&
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a mixed stable-isotope internal standard solution were added to a 5.0 mL aliquot of the S
methanol/water extraction solution, which was subsequently concentrated to approxirga?ely 1
mL. One-hundred microliters of acetonitrile were added to the sample extract and the
solution was then filtered prior to analysis. The samples were analyzed by liquid &
chromatography using a Synergi Hydro RP C18 column coupled with positive-i

electrospray tandem mass spectrometry (LC/MS/MS), monitoring two MS/MQ ransitions
characteristic of each analyte and one MS/MS transition characteristic of ea}gh internal

standard. &
X
- - o
Calibration W&

For each analyte, the linearity of detector response was evaluated u 'Qg solvent standard
solutions. Calibration curves were calculated by power regressiopranalysis without
weighting. {z?

&
Method Performance Q9Q’
The efficiency of the analytical method was determined atthe time of analysis for each
sampling event by creating a minimum of two procedu@?recovery (freshly fortified) samples
at the initial time point and at each of the following t,@e points; 98 days, 219 days, 284 and
373 days and analysing them according to the abovecmethod.

For XDE 729 methyl ester, the mean recoveries wéte within the range of 91-108%.

For XDE 729 acid, the mean recoveries were w&fﬁin the range 95-107%.

For X11449757, the mean recoveries were within the range of 79-104%.

The storage stability sample concentrationsGWere not corrected for the mean recovery values

of the procedural samples. N
o
2
&
2
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&
&
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soil Actual Storage Time

X11393728 (XDE-729 methyl ester)

A
2

VoS

Average Uncorrected

Percent Remairing

(loamy sand) (days) Amount Found, pg/kg (averagef”
Zero 0.4682 91&
98 0.3872 ?;D
219 0.5468 o7
284 0.5578 27109
373 0.4746 2 93
6\0
Table B.7.7.1-26 <

soil Actual Storage Time

b
X11393729 (XDE-729 acid)

Average Uncorrected

Percent Remaining

(loamy sand) (days) Amount Found, pg/kg (average)
Zero 0.5303 & 103
91 0.4638 6\? 91
212 05363 0 105
277 03757 . 74
366 0.5099 O 100
S
Table B.7.7.1-27 N
> X11449757

soil Actual Storage Time

Average/Uncorrected

Percent Remaining

(loamy sand) (days) Amoupt Found, pg/kg (average)
Zero 6‘\} 0.5311 104
08 < 0.3717 73
219 L 05084 99
284 L 0.4728 92
373 = 0.4768 93
&
S
&
@

Q
Stability of Residues in S%n;fﬁle Extracts

Q

The stability of residues[ﬁ sample extracts has been evaluated for each method and is
presented in Volume 3§Annex B5, Methods of Analysis. A summary, with reference to the
appropriate method ie%rovided below for information.

&
Plant Matrices
In the multiresidue method (Study Number 110293, Annex B5 Section B.5.2.1), final sample
extracts containing XDE 729 methyl ester and XDE 729 acid were evaluated for storage
periods rapging from 6 to 12 days. In general, the mean recoveries of the second injection of
sample gxtracts were within 20% of the mean recoveries obtained from the first injection.
Exceptions were observed for the determination of XDE 729 methyl ester in barley grain at
the 0581 mg/kg level where the recovery of the second injection (after 9 days) decreased 22%
ar@?or the determination of XDE 729 methyl ester in kale leaves at the 0.01 mg/kg level
.@ﬁere the recovery of the second injection (after 10 days) decreased 25%.

N
Cé .
S
&
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&
In the enforcement method (Study Number 110004, Annex B5 Section B.5.2.3), final sgﬁsﬁple
extracts containing XDE 729 methyl ester and XDE 729 acid were evaluated for a stoxlga\ge
period of 11 days. For XDE 729 methyl ester, on Day 0 the recoveries ranged fromqﬁl-99%,
while on Day 11, the recoveries ranged from 82-98%. For XDE 729 acid, on Dag@ the
recoveries ranged from 76-95%, while on Day 11, the recoveries ranged from ng 7%.

@

In the data generation method (Study Number 110005, Annex B7, Section 57.6.2 (see
above)), final sample extracts containing XDE 729 methyl ester and XDE#29 acid were
evaluated for a storage period of 4 days. For XDE 729 methyl ester, on‘Pay 0 the recoveries
ranged from 97-103%, while on Day 4, the recoveries ranged from 96<102%. For XDE 729
acid, on Day 0 the recoveries ranged from 92-105%, while on Day g;?the recoveries ranged
from 90-112%. 'S

5P
&rb
N
)
S
%

Animal Tissues &
In the multiresidue method for bovine and poultry animaldssues (Study Number 110574,
Annex B5 Section B.5.2.5), final sample extracts contabg?ng XDE 729 methyl ester and XDE
729 acid were evaluated for storage periods ranging f\@\m 8 to 12 days. At the 0.01 mg/kg
level (LOQ), the mean recoveries of the second injegtion of the extracts were within the
range of 66-101%, indicating that the sample extr@ ts were stable.

<
In the multiresidue method for bovine fat (StutR/@ Number 110750, Annex B5 Section
B.5.2.6), final sample extracts containing DE 729 methyl ester and XDE 729 acid were
evaluated for a storage period of 11 days.o t the 0.01 mg/kg level (LOQ), the mean
recoveries of the second injection of theiextracts were within the range of 92-94%, indicating
that the sample extracts were stable. é@

(%}

In the independent laboratory vaLLg%tion of the animal tissue multiresidue methods for bovine
and poultry animal tissues, and Bovine fat (Study Number 110294, Annex B5 Section
B.5.2.7), final sample extractgz;chntaining XDE 729 methyl ester and XDE 729 acid were
evaluated for a storage periafl of 8 days. At the 0.01 mg/kg (LOQ) and 0.10 mg/kg (10x
LOQ) levels, the mean r@\@ﬁveries of the second injection of the extracts were within the
range of 65-101%, ind(iz}cﬁting that the sample extracts were stable.

3\
In the enforcemen @Qéthod (Study Number 110505, Annex B5 Section B.5.2.8), final sample
extracts containi DE 729 methyl ester and XDE 729 acid were evaluated for a storage
period of 9 dayé\Q’For XDE 729 methyl ester, on Day 0 the recoveries ranged from 92-95%,
while on Dava, the recoveries ranged from 92-94%. For XDE 729 acid, on Day 0 the
recoveries rahged from 92-97%, while on Day 9, the recoveries ranged from 94-98%.
&
Soil  .*©
In ;r;ébn method (Study Number 110716, Annex B5 Section B.5.3.1.1), final extracts

containing XDE 729 methyl ester, XDE 729 acid, and X11449757 were evaluated for a
stérage period of 10 days and were found to be stable when refrigerated.
&
<
S
Q.
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Water
In the water method (Study Number 110718, Annex B5 Section B.5.3.2.1), final extrag“?s
containing XDE 729 methyl ester, XDE 729 acid, X11449757, and X11406790 werg">

evaluated for a storage period of 6 days and were found to be stable when refrigegﬁed.

S
Air @

In the air monitoring method (Study Number 110028, Annex B5 Section B.@%.:%.l), final
extracts containing XDE 729 methyl ester and XDE 729 acid were evaluatze% for a storage
period of 6 days and were found to be stable when stored at room tempesature or when
refrigerated. éf
N
L

Body Fluids S

A study for the “Development and Validation of an Analyticalyi\rﬁ'\lethod for the Determination
of XDE 729 Methyl Ester and Acid in Body Fluid(s)” was:§ubmitted; however, it was not
relied upon since XDE-Me is not classified as toxic or highly toxic; therefore monitoring
methods for human tissues and body fluids are not requirgd.

3
R
S
N
&Q’@b
B.7.8 Effects of industrial processing arlgklor household processing (1A 6.5, I11A
8.4) 3
Q

Heating during processing will usually ir@%tivate enzymes present in the substrate leaving
hydrolysis as the most important degr dation mechanism. Therefore, the nature of most
processing practices is such that hydrolysis is route of degradation most likely to affect the
nature of the residue. Under conditions representative of processing operations, **C-XDE-
729 methyl is degraded with incng'gsed pH and temperature, with formation of one degradate,
X11393729, accounting for up4b 29.6% of the total radioactivity. 14C-X11393729 can be
regarded as stable to hydrol (§% Therefore, hydrolysis during RAC processing operations
does not significantly affectthe nature of the residues since both XDE-729 methyl and
X11393729 (XDE-729 a)zgﬁ:i) are proposed as the residue definition for XDE-729 methyl in
plants. N

&

Although the Ieve@bf residue of XDE-729 methyl and XDE-729 acid in grain from
supervised residye trials do not trigger a requirement for processing studies (supervised
residue trials reSulted in an LOQ residue situation in grain), studies with both wheat and
barley were eafried out to evaluate residues in processed products. The notifier states that the
processin cs{ﬁ,ldies were planned and carried out concurrently with the year 2 supervised
residue trjals as a precautionary measure in the event that any higher residue levels than
expec@ were observed among the year 2 trial results.

There were three trials each for wheat and barley carried out to evaluate the potential for
transfer of any residues from grain to processed products. For both wheat and barley, GF-
<2573 was applied at growth stage BBCH 45 in a single application at an exaggerated rate of
Gy
S
&
N
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application of XDE-729 methyl in the spring. The trials for both wheat and barley Wegé
carried out in Germany, Italy and Spain. Each of the three trials for both wheat and barley
were carried out as balance trials with processing following industrial procedures &n a

laboratory scale. The processed products of wheat that were analyzed for resid &5 were:
cleaned grain, middlings, wheat germ, fine bran, coarse bran, total bran, refirﬁ

flour, white

bread, wholemeal bread and wholemeal flour. The processed products of bagley that were
analyzed for residues were: cleaned grain, pot barley, barley bran, barley flour, brewing malt,
malt sprouts, spent grain, flocs, brewer’s yeast and beer. Residues of X@%-?ZQ methyl and

XDE-729 acid in grain and all processed products from each of the th
barley trials in treated as well as untreated samples were not detect
These studies demonstrated that residues of XDE-729 methyl ar

in processed fractions of grain.

Table B.7.8-1

Summary of processing factors

U

Q
P
&
S

wheat and the three

ND, <0.003 mg/kg).
e ot expected to concentrate
N

Crop/processed crop

Number of studigé Transfer factor

% Transference*

Wheat. — no residues of XDE-729
methyl or XDE-729 acid were detected
(ND, <0.003 mg/kg) in grain (or
processed product produced from the
grain) in 3 trials with wheat treated
with XDE-729 methyl at a rate of 30 g
ae/ha (5X the rate for spring
application) at growth stage BBCH 45.

N/A**

N/A**

Barley - no residues of XDE-729
methyl or XDE-729 acid were detec
(ND, <0.003 mg/kg) in grain (or <
processed product produced fro%%e
grain) in 3 trials with barley treatéd
with XDE-729 methyl at a rate of 30 g
ae/ha (5X the rate for spri

application) at growth sg@e BBCH 45.

0y

N/A/**

N/A**

&

* Calculated on thigasis of distribution in the different potions, parts or products as determined

through balance studies.

** No Transfer factor or %Transference were calculated for processed products of wheat or barely
since no resid@s of XDE-729 methyl or XDE-729 acid were detected in grain (ND, <0.003 mg/kg).
Additionallxﬁo residues were detected in the processed products produced from the treated wheat

and barleg\@rain.
o
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B.7.8.1 Effects on the nature of the residue o

2

@
Report: Ma, M. (2011) Processing Study to Determine the Nature of Residue@ﬁf

[14C]-XDE-729 and [14C]-X11393729 Following Industrial or Household
Preparation. Dow AgroSciences, unpublished Study Number 11036%, 28 Oct

2011. 6@6
Guidelines: OECD 507 (16/10/2007) entitled, “Nature of the pesticide resiélues in
processed commodities — high temperature hydrolysis”, 1§Q &ctober 2007
GLP: Yes >
é\Q

A study was carried out to simulate the conditions of pasteurisations\s}teriIisation and baking,

brewing and boiling. O

1 mg/L solutions of **C-XDE-729 methyl (radiochemical purity98.6%) and 14C-X 11393729,
(radiochemical purity 95.9%) each radiolabeled in only the pyfidine ring were prepared in
methanol (**C-XDE-729 methyl) and 1:1 methanol:water (*C-X11393729). These were
buffered with 20 mM citric acid and 2 N sodium hydroxi\ge' to achieve the required pH.

. . . AN

Three replicates per set of hydrolysis conditions were grepared for each test compound, for a
total of 9 samples per test substance and 18 samples®verall. Treated dose solution (10 mL)
was pipetted into each labelled vial. The 45-mL§§mpleS vials were capped with a Teflon-
lined septum cap. The septum was pierced with&a%yringe needle, which remained in position
during processing, to prevent pressure build-ugin the samples during heating. Each sample
was weighed before and after heating. The Samples were heated in a water bath (90 or 100
°C) or autoclave (120 °C) under the follomg'gsg representative processing conditions:

e Pasteurisation: 90°C at p§?4 for 20 min.
e Baking, brewing and tﬁling: 100°C at pH 5 for 60 min.

e Sterilisation: 120°C;§§t pH 6 for 20 min.
\l_
$)
After cooling, the samples we @(bweighed to determine if any volume was lost during heating.
Aliquots of the processed sa(gﬁples were analyzed by LSC and HPLC. The sample pH was
also measured. Since samples were analysed on the day of the experimental processing
conditions, it was unnecéssary to assess storage stability. The HPLC column used was a
Synergi 4 pm Hydro-@fﬁ 150 x 4.6 mm (Phenomenex). A direct spike of each sample
analyzed by HPLC was compared to the sum of the radioactivity eluted from the column and
used to determine‘hromatographic recovery. HPLC recoveries were generally between 90%
and 110%. &
An UV detectgf at 254 nm wavelength was used to determine the retention times of non-
radiolabeled-$tandards.
()
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As shown in Table B.7.8.1-1., the final concentrations of the dosing solutions were I~
1.02-1.06 pg/mL containing O 41-0.66% co-solvent (methanol). Overall material balaga\ce for
all nine XDE-729 methyl replicates was 98.7%. Material balance averaged 97.9% gci 3%,
98.4% + 1.4%, and 99.9% + 1.2% at pH 4, 5, and 6, respectively. Also in Table B$7.8.1-1.,
overall material balance for the X11393729 experiments averaged 100.3%. feﬁlal balance
averaged 100.4% + 0.2%, 100.1% + 0.2%, and 100.4% + 0.1% at pH 4, 5, aneg%
respectively. The material balance values demonstrate that the radioactivitgﬁid not dissipate
from the test systems during the processing period. &

In the **C-XDE-729 methyl pH 4, 5 and 6 heated replicates, 99.0%, 93 2% and 69.2% of the
radioactivity remained as “*C-XDE-729 methyl (average replicates/dgse solution in the
respective tables); these values take into account the purity of the dQS}e solution. There was
one degradate formed, X11393729, accounting for 1.6%, 6.3%, aéd 29.6% of the
radioactivity at pH 4, 5, and 6. \

In the **C-X11393729 pH 4, 5 and 6 heated replicates, 98. 5%0;, 100.7%, and 100.0% of the
radioactivity remained as 14C X11393729 (average replicafés/dose solution in the respective
tables); these values take into account the purity of the d&e solution. No hydrolysis of **C-
X11393729 occurred after heating using the three sets@f conditions.

Mass spectral analysis confirmed the XDE-729 me@l degradate to be X11393729. After
processing of **C- XDE-729 methyl (pH 6), X113§8729 was confirmed by LC-MS/MS.



239
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7
&
Table B.7.8.1-1. o
Industrial and household preparation of XDE-729 results summary Q‘?
average  average ;\Q‘Z)
% % o
dose dose parent parent ».© average %
test conc. % soln % after as % e@ X11393729
substance test conditions (ug/mL) recovery  parent heating dqw after heating
XDE-729
methyl pH4 90 °C 20 min 1.05 97.9%  98.3% 97.3% \*“9%.0% 1.6%
XDE-729 Q0
methyl pH5 100 °C 60 min 1.03 98.4% 98.7% 92. 5‘V% 93.7% 6.3%
XDE-729 §
methyl pH6 120 °C 20 min 1.02 99.9% 99.1% 68{5/0 69.2% 29.6%
average 98.7% ;§
std dev 1.1% S
X11393729 pH4 90 °C 20 min 1.04 100.4% 98.5% q,o) 97.0% 98.5% --
X11393729 pH5 100 °C 60 min 1.04 100.1%  96. 6% Q_ 97.3%  100.7% --
X11393729 pH6 120 °C 20 min 1.06 100.4%  97. 604@ 97.6%  100.0% --
average 100.3% o\
std dev 02% 9
min 102 S
max  1.06 ,\Q,’D
\p®
9
Conclusions \§

Average mass balance for the nine replig@?es for each test substance was 98.7% and 100.3%,
for XDE-729 methyl and X11393729 g@spectlvely

After processing, the samples were @ﬂalyzed by HPLC, comparing retention times with an

authentic standard. \@

Under conditions representatlvgzof processing operations, *C-XDE-729 methyl is degraded
with increased pH and tempggature with formation of one degradate, X11393729, accounting
for up to 29.6% of the total\?adloactlvny 14C-X11393729 can be regarded as stable to

hydrolysis. 9
>
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Figure B.7.8.1-1. Pathway for XDE-729 methyl during household and industrial |
Processing >

O

B.7.8.2 Effect%%/n residue levels

“
Residues of >§E())E-729 methyl and XDE-729 acid in wheat and barley grain from the
supervised fesidue trials were below the analytical limit of quantitation (i.e. <0.01 mg/kg),
except fortone spring barley trial in southern Europe (Bulgaria) in which XDE-729 methyl
was 0.0ﬁﬁ mg/kg, although XDE-729 acid was ND (<0.003 mg/kg). The RMS agrees with
the natifier however that this result is an outlier (see section B.7.6 Residues arising from
smﬁ%ised trials for details). Furthermore, the applicant states that “based on results of the

ptant metabolism study, quantifiable residues in grain were not anticipated. However, even

&{ﬁthe residue value of 0.071 mg/kg for XDE-729 methyl in barley grain is included when

;
S
&
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considering the requirement to conduct studies to determine the effect of processing on%@vels
of residue in processed products, the residue level does not exceed that considered Q;o\
significant (i.e. does not exceed 0.1 mg/kg) and it is expected that Total Theoreticalq‘)Q
Maximum Daily Intake (TMDI) will be less than 10% of the ADI. Therefore, baseon results
from residue trials it is concluded that studies to evaluate the effects of industrigl%rocessing
on the magnitude of the residue in processed commodities are not required” . 5\@

Q&
The above case made by the notifier is acceptable; however, despite the trizacf% demonstrating
that residue levels in cereal grains were not sufficiently high to require gprocessing study, a
balance study with 3 trials each was carried out for both wheat and b@od%y, and has been
evaluated below for completion. @5

%\\Oo
B.7.8.3 Summary/assessment §
Qo
Under conditions representative of processing operations,"C-XDE-729 methyl is degraded
with increased pH and temperature, with formation of g€ degradate, X11393729, accounting
for up to 29.6% of the total radioactivity. l“C-Xll39{3§29 can be regarded as stable to
hydrolysis. Therefore, hydrolysis during RAC proggssing operations does not significantly

affect the nature of the residues. 2
<
@
B.7.8.4 Residue levels - balance studies oodoa core set of representative processes

Q
Although residue levels in cereal grains be not sufficiently high to require a processing
study, a balance study with 3 trials eachtwas carried out for both wheat and barley.

>
&

(%]
Wheat Grain Processing \@0’
QO

>
The transfer of residues of XEg§-729 methyl and XDE-729 acid from wheat grain to wheat
processed fractions was detefmined following a single foliar application targeted at
30 g a.e./ha in spray volu@%s of 405 to 415 L/ha. The wheat grain used in this study was
treated with a 5X exaggefated application rate (compared to the maximum application rate in
spring of 6.0 g ae/ha);8f XDE-729 methyl in order to improve the ability to quantify residues
and determine the <gpoportion of residues that transferred from treated wheat grain to
processed fractions. Three trials were made in Germany, Italy, and Spain in 2011, as the
major produce@%nd representative geographies for wheat in the Northern and Southern
Zones. The tgst material was GF-2573 formulation, an emulsifiable concentrate (EC)
containing XDE-729 methyl at a nominal concentration of 7.5 g ae/L and cloquintocet-mexyl
(herbicidesafener) at a nominal concentrate 7.5 g a.i./L. Field samples were collected at
(@) . . .

normaﬁl»\iéommerual harvest, 47-81 days after application.

)
Thefg\rocessing phase was carried out to obtain samples of cleaned grain, refined flour,
nt%dlings, wheat germ, fine bran, coarse bran, total bran, white bread, wholemeal flour and
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wholemeal bread from samples taken in the field. Wheat processing was doneona
laboratory scale and fully comparable to industrial wheat processing and is shown belgi'v.

Sl

Cleaning b0Q
@
Prior to processing the samples "Grain (collected just prior to cleaning or a pother
processing steps)™ were taken (3 independently collected samples. randomzi,s d sampling
procedure). 6‘
\Q

Cleaning: The wheat grain was cleaned using Rationel Kornservic mple cleaner SLN3.
Cleaning was done in three stages. First the grain was deawned (sgtting 3 - 9). In the second
stage impurities were removed with help of sieves and a cyclongi{aspiration setting 10).
Lastly the grain was sorted by size grading (2.0mm). The thregghput of the machine was set
at 5. The settings of the sample cleaner were chosen to the performance of the process.
The cleaned grain material was stored under cool COHdItIQKIS (8.5-10.8°C) for up to 67 days.

Conditioning: The grain was conditioned directly on@ay before milling to Flour Type 550
and wholemeal flour. The moisture content of the Qaln was determined using a moisture
analyser (PCE Europe MB-50) before the start of #rilling. The grain had initial moisture
content between 13.4 and 15.0 %. The optimum moisture content intended was 16%. So
these samples were moistened in plastic boxesf?or 1 day at ambient temperatures. The grain
had a moisture content of 15.7-17.2% after. &ndltlonlng A second cleaning step after
conditioning was not necessary. For the ucfbreated samples the grain was then divided into 2
parts. One part was used to produce theswhite flour (Type 550). The other part was used to
produce wholemeal flour. For the tres@d samples the cleaned grain was conditioned
separately. @
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Wheat cleaning processing flowchart

Flowchart @

inGi‘azn (ca@ted ust
' pnor@eanmgor '

Wheat - Q . ;
; 1 any gfher processing !
" :
R B I A
l ®
X
\}03: -----------------------------
Cleaning £ Cleaned Grain
S
l &
[y - f:}\'
! Water o Q)O\)
. - Conditioning &
(if necessary)
X
NG
______________________ S
______________________ Fraction sampled ) Q\
b\
Q)‘b
<
Wheat Milling (Flour Type 550) R
®

Milling: Before processing an extra samp?"Cleaned Grain before Refined Flour Type 550"
was taken. First a part of the wheat samplé was milled to clean the mill and all continuing
equipment and to get normal milling conditions at the correct working temperature of the
mill. For milling a rolling mill type "Buhler Mahlautomat MLU-202" was used. The mill
delivered eight different fractions.,Fwo fractions were the bran fractions and the remaining
six fractions were the flour frac@‘ns. The specimens "Refined Flour (T550) "Fine bran™ and
"Coarse bran" were sampled. @Q
>

Purification: The coarse grgn fraction was cleaned with help of a bran duster (BBC Brown
Bover 4 QU100LB4). The cleaning of coarse bran delivered the fraction "Wheat Germs" and
the "Middlings" whichzvere sampled.

%}

Mixing: The "Finé%ran" fraction and the "Wheat Germ rich fraction” were mixed by hand in
the ratio 1:1. Tb\@%pecimen "Bran" was taken.
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(@
Wheat Milling (Flour Type 550) processing flowchart O
&
Q:Q(b
— _I - ;.\Q
Cleaned Wheaat | ' Claanad Wh&at"(\
—— —————— _.J lemeeccc s e = —— b— .....
! @
. — : ,§ cunes,
Milling | — | Refined Flaty (T550) |
____________ <<)<Ze._____.______:
! $
Fine bran 1 — . ‘:J\Fme Bran :
:._(.\& ......................
S ,
Coarse bran —hé\@ Coarse Bran :
0_)\ [ -
*" Q*
Purification \\'O\ - Middlings
1 O’D .............................
i 9
Wheat Germ nd}?ractlon & | Wheat Germs ;
i B \ o - _
\Q Eamama .
Mixing QO‘ ‘ - Bran
IR 2 L A ;
Qoo
)

Fraction sampled

*  Exfra cleaned wq& grain samples were taken before processing to Fluur

Type 550 o
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White Bread
&
Kneading: All ingredients were placed in the kneading machine (Alexanderwerk). gﬁ%
duration of mixing and kneading was 10 min. Q*‘S
o
Fermentation: The doughs were placed in environmental cabinets (Sanyo M%&-BSOHT)
with a controlled climate at 25.8- 26.4 oc and a relative humidity of 80 %é%b 5 min. Then
the dough was kneaded for 1 minute and again transferred into the cabinet:for a second
fermentation period of 15 min. When the second fermentation had endeg:?he dough was
shortly kneaded manually, divided and manually formed into loaves. %fﬁese loaves were
transferred into the baking forms. The forms were placed in the cabgs‘et followed by a rest

period of 20 min (same environmental conditions). S
S

>
Baking: The forms were placed in the flash steam oven (Bar \her 64EX-EM12) and baked
at 198.8-198.9°C for 20 min. The bread cooled down and tQ@%?)ecimen "White Bread" was

taken. o
&
White bread processin.gg\ﬂowchart
&
Flowchart (Db
— . \Q)
| Ingredients (see below) | - | Kneading QQ
- . : X |
<
>
Ferme;(t\e}l)cn
d...J
OQ)JE:aking — White Bread
[9:3 '
>
......................... Q(bﬁactm campled
4
{\b(b
P
(
A
Y
QQ)
&
5
(\o
(0
Q
2
&
«Q
&
§
S
<}
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Table B.7.8.4 -1 .0)0
Ingredients Dough Q?\
o
Flaur (Type 550 15k
ur (Type 550) g B 'S
Salt 2% $
— >
Sugar 2 % <9
. R L o R - _ ] ,§
Plant fat or butter 5% 6\
I ﬁscal?ic-acid-(ﬂ_d % agueous solution) 4 % x‘QQ)
Water 0.8 kg <
&
Powdered milk 3% @0
Bread yeast- - Ei;a G2.94 g; - \\'oc . H
{fresh) _ | | a‘\{? B |
* Recommended usage: 1 cube yeast (42 g) for up to 500 g flour. Batch: EX 0501 Tng)Q)
Basis of percentage is the weight of Flour Type 550 used (except for yeast). Q&
. . . O
Details of dough preparation for white bread \«‘b\\
o)
9
b\o
Wholemeal Flour D
<
- . ¢ .
Milling: First a part of the wheat sample wasaﬁllled to clean the mill and to get normal

milling conditions at the correct working t

hammer mill (Perten 3303) was u

sed. After

erature of the mill. For milling a laboratory
milling the specimen "Wholemeal Flour" was

‘Wholemeal Flour :

taken. 2
3
&
Wholen&al flour processing flowchart
&L
Flowechart Q‘b
5P Cleaned Wheat'
&
— — N
| Water (if necessary) ;}Q—r . Conditioning
&
Kq? Milling* -
o
X

: Y

S . Y )

Fraction to be samplad

* For rlc\ﬂﬁlng to wholemeal flour a part of the cleaned conditioned grain (see 5.3 Wheat Milling (Flour

b
T'_.'p%@frﬂ} Wwas used.
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Wholemeal Bread o0
2
. . . . . . . @
Kneading: All ingredients were placed in the kneading machine (Aiexanderwerk). gﬁe
duration of kneading was 10 min. Q\‘Q

o

Fermentation: The dough was placed in environmental cabinets with a contrg?ed climate at
26.9-28.2 °C and a relative humidity of 78 - 87 % for 25 min. The dough wa$kneaded for 1
min and again transferred into the cabinet for a second fermentation period of 15 minutes.
When the second fermentation had ended the dough was kneaded manu@l?y with an extra
minute and was than divided and manually formed into loaves. The Igﬁﬁes were transferred
into the baking forms. The forms were placed in the cabinet followeg’by a rest of 25 min

(same environmental conditions). S

N

>
Baking: The forms were placed in the oven and baked at 201~€§\- 213.0°C for 30 min. The
bread cooled down and the specimen "Wholemeal Bread" taken.

o
Wholemeal Bread processi@qtlowchart

. \o)o
_Flowchart S
' Ingredients ' >
9 " Kneading 0
[see below) <
Q2
~
LA
- ®
Fenﬂ@ation
I Q - |
31
S
Q)Q’ Baking - Wholemeal Bread
L (@)} :
‘0
,__ _______________________________ qu)Fractinn was sampled
<4
Qb(b
i
@
N
A(D
OQ)
&
5
é,O
O
Q
9
&
\O
&
N
OC)
o)b
&
o
S
&
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Table B.7.8.4 -2 .(oo
- — &
Ingredients Dough \Q(b
Wholemeal flour 150 kg N
S— S . S
Salt 1% 0
i 2 |
Sugar 1 %, @Q
- - @Q)_ _
ant rat 1% \*Q
Ascorbic acid (0.1 % solution) 10 % \Qo
Cn
Bread y=ast >
et : 61.41 g - 62.60%*
[fresh yeast) \9
B N
Wiat 0.70 - 1k
§ - - (.QB,& ’
7
* Recommended usage: 1 cube yeast (42 q) for up to 500 g flour, Qg)
&
Basis of percentage is the weight of whole meal flour used {erc%@fnr yeast). Weight of water was
adapted to the properties of the flour. Coo\
RS
&
O
o
. . g
Details of dough preparation for wholemeal bread
x

@)
Residues of XDE-729 methyl and XDE-72\8°acid were determined using Dow AgroSciences
Crop Method 110005 with liquid chromatography / mass spectrometry. The limit of detection
(LOD) and limit of quantitation (LOQ) for XDE-729 methyl and XDE-729 acid in wheat
grain, cleaned grain, refined flour, migidlings, wheat germ, fine bran, coarse bran, total bran,
white bread, wholemeal flour and wholemeal bread were 0.003 mg/kg and 0.01 mg/kg,
respectively. Recoveries in wheag,%rain averaged 101+6% for XDE-729 methyl and 97+14%
for XDE-729 acid. Recoverie%iﬁ wholemeal bread averaged 100+5% for XDE-729 methyl
and 94+7% for XDE-729 acg&. Recoveries in wholemeal flour averaged 100+7% for XDE-
729 methyl and 95+10% fgr XDE-729 acid. Recoveries in middlings averaged 96+2% for
XDE-729 methyl and 9g§13% for XDE-729 acid. Recoveries in refined flour averaged
96+3% for XDE-729 methyl and 85+14% for XDE-729 acid. Recoveries in coarse bran
averaged 99+4% fcuf’(DE-?Zg methyl and 90+14% for XDE-729 acid. Recoveries in fine
bran averaged 98%8’% for XDE-729 methyl and 86+10% for XDE-729 acid. Recoveries in
total bran averaged 103+4% for XDE-729 methyl and 97+13% for XDE-729 acid.
Recoveries intwhite bread averaged 101+3% for XDE-729 methyl and 94+9% for XDE-729
acid. Recoy)&ies in wheat germ averaged 97+6% for XDE-729 methyl and 94+6% for XDE-
729 acid.<Residue results were reported down to the LOD level, otherwise declared as non-

detected (ND).
&

$

N
($)

Résidues of XDE-729 methyl or XDE-729 acid in wheat grain and processed fractions at

&;:ﬁ’ormal commercial harvest were all ND (<0.003 mg/kg). Transfer factors were not

;
S
&



XN
&
249 O§
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 Qbo
N
calculated in wheat since quantifiable residues were not attained in the RAC’s and procgSsed
commodities. Residue data generated on wheat grain and processed fractions in supp of
the transfer factors and MRL setting is summarized in the table below.
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Table B.7.8.4-3 Residues in wheat and wheat processed commodities after a single foliar brgadcast application with GF-2573

Trial details Crop Country Application Details & Residues found
S
Qg’ XDE- Mean XDE- Mean
DAS S 729 recovery 729 recovery
Trial Study Rate | Water G.Sat PHI \ébubstrate Methyl XDE-729 Acid XDE-729
no. ID Year Crop Variety | Country |Zone | gasiha | (L/ha) | last appl. |(days) gn?rtion analysed) (mg/kg) | Methyl (%) | (mg/kg) | acid (%)
&
5003A 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ 304 405 BBCH. 45 80 |5 Grain ND, ND 101 ND, ND 97
@\@ Grain (collected just
. N prior to cleaning or ND, ND, ND, ND,
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 30.4 405 BBCH. 45 Q_@ any other processing ND 101 ND 97
£ steps)
kS
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 304 | 405 | BBCH.45’| 80 Cleaned Grain NDNSD’ 101 NDNSD’ 97
N
xS -
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 30.4 | 405 | BBCH. 45 | go | Cleancd Grain (before |y, 101 ND 97
g flour type 550)
~ "
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 30.4 | 405 | BBCH.45 | 80 Re“”f;pe”ggé)(ﬂo“r ND, ND 96 ND, ND 85
@)
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 30.4 405 QQBBCH. 45 | 80 Middlings ND, ND 96 ND, ND 90
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 30.4 40.59\r BBCH. 45 | 80 Wheat Germ ND, ND 97 ND, ND 94
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 30.4 5 BBCH. 45 | 80 Fine Bran ND, ND 98 ND, ND 86
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ 304 (@{%05 BBCH. 45 80 Coarse Bran ND, ND 99 ND, ND 90
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ | 304 5&91 405 BBCH. 45 | 80 Total Bran ND, ND 103 ND, ND 97
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | NZ 30{320 405 BBCH. 45 | 80 White Bread ND, ND 101 ND, ND 94
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany | Nz | 304 | 405 | BBCH.45 | go | Cleaned Grain (before | 101 ND 97
ES Wholemeal flour)
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany NZ\;E” 304 405 BBCH. 45 | 80 Wholemeal Flour ND, ND 100 ND, ND 95
5003A | 110435 | 2011 | Spring Wheat | Amaretto | Germany lyﬁ’ 304 405 BBCH. 45 | 80 Wholemeal Bread ND, ND 100 ND, ND 94
5003B 110435 | 2011 | Spring Wheat Palesio Italy éSZ 311 415 BBCH. 45 47 Grain ND, ND 101 ND, ND 97
\r§ Grain (collected just
50038 | 110435 | 2011 | SpringWheat | Palesio | Italy" | Sz | 311 | 415 | BBCH.45 | 47 | Priortocleaningor f ND, ND, 101 ND, ND, 97
>§\ any other processing ND ND
@Q steps)
N
5003B | 110435 | 2011 | Spring Wheat | Palesio ,:@taly Sz 311 415 BBCH. 45 | 47 Cleaned Grain NDI\’ISD’ 101 ND’\‘IBID‘ 97
Q)
Q) -
. o Cleaned Grain (before
5003B 110435 | 2011 | Spring Wheat Palesm')g} Italy Sz 31.1 415 BBCH. 45 47 flour type 550) ND 101 ND 97
[S;
&
0.
S
Q_
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5003B | 110435 | 2011 | Spring Wheat | Palesio ltaly | Sz | 311 | 415 | BBCH.45 | 47 Ref'”f;pg'gggjg " | ND,ND 96 ND, ND 85
5003B 110435 2011 | Spring Wheat Palesio Italy Sz 31.1 415 BBCH. 45 47 Middl'g@s ND, ND 96 ND, ND 90
5003B | 110435 | 2011 | Spring Wheat | Palesio Italy SZ 311 415 BBCH. 45 | 47 Wheg@%erm ND, ND 97 ND, ND 94
5003B 110435 2011 | Spring Wheat Palesio Italy SZ 311 415 BBCH. 45 47 Fnlﬁau Bran ND, ND 98 ND, ND 86
5003B | 110435 | 2011 | Spring Wheat | Palesio Italy SZ 311 415 BBCH. 45 | 47 (gfbvarse Bran ND, ND 99 ND, ND 90
5003B 110435 2011 | Spring Wheat Palesio Italy SZ 311 415 BBCH. 45 47 &f Total Bran ND, ND 103 ND, ND 97
5003B 110435 2011 | Spring Wheat Palesio Italy SZ 31.1 415 BBCH. 45 47 @Q White Bread ND, ND 101 ND, ND 94

\ -
50038 | 110435 | 2011 | SpringWheat | Palesio | ltaly | Sz | 311 | 415 | BBCH.45 | 47 g Cleaned Grain (before |\ 101 ND 97

& Wholemeal flour)
5003B 110435 | 2011 | Spring Wheat | Palesio Italy Sz 31.1 415 BBCH. 45 é;%w Wholemeal Flour ND, ND 100 ND, ND 95
5003B 110435 2011 | Spring Wheat Palesio Italy Sz 31.1 415 BBCH. 45 (:.{717 Wholemeal Bread ND, ND 100 ND, ND 94
5003C | 110435 | 2010 | Spring Wheat Sarina Spain SZ | 384 409 BBCH. 455 81 Grain ND, ND 101 ND, ND 97
. \@0 Grain (collected just
5003C | 110435 | 2010 | SpringWheat | Sarina | Spain | Sz | 384 | 409 | BBCH 45 | g1 | Priortocleaningor | ND, ND, 101 ND, ND, 97
&L any other processing ND ND

o steps)

5003C | 110435 | 2010 | Spring Wheat Sarina Spain Sz 384 409 QCBBCH. 45 | 81 Cleaned Grain ND,\’ISD’ 101 ND’\‘IBID‘ 97
. . . N Cleaned Grain (before
5003C 110435 | 2010 | Spring Wheat Sarina Spain Sz 384 40;@ BBCH. 45 81 flour type 550) ND 101 ND 97
b .
5003C | 110435 | 2010 | Spring Wheat | Sarina Spain | Sz | 384 | 409 | BBCH.45 | 81 Re“”ffpg'ggé)(ﬂo“r ND, ND 96 ND, ND 85
%]

5003C | 110435 | 2010 | Spring Wheat Sarina Spain SZ 38.4 r\f) 409 BBCH. 45 | 81 Middlings ND, ND 96 ND, ND 90
5003C 110435 2010 | Spring Wheat Sarina Spain SZ 38.4Zy 409 BBCH. 45 81 Wheat Germ ND, ND 97 ND, ND 94
5003C | 110435 | 2010 | Spring Wheat Sarina Spain SZ §r§74 409 BBCH. 45 | 81 Fine Bran ND, ND 98 ND, ND 86
5003C | 110435 | 2010 | Spring Wheat | Sarina Spain SZ |538.4 409 BBCH.45 | 81 Coarse Bran ND, ND 99 ND, ND 90
5003C | 110435 | 2010 | Spring Wheat Sarina Spain SZ\$Z 38.4 409 BBCH. 45 | 81 Total Bran ND, ND 103 ND, ND 97
5003C | 110435 | 2010 | Spring Wheat Sarina Spain ﬁu 38.4 409 BBCH. 45 | 81 White Bread ND, ND 101 ND, ND 94

U -
5003C | 110435 | 2010 | SpringWheat | Sarina | Spain [Sz | 384 | 400 | BBCH.45 | g1 | Cleaned Grain (before |y 101 ND 97

> olemeal flour)
5003C | 110435 | 2010 | Spring Wheat Sarina Spaip\é\ Sz 384 409 BBCH.45 | 81 Wholemeal Flour ND, ND 100 ND, ND 95
5003C | 110435 | 2010 | Spring Wheat Sarina Spafﬁ SZ 38.4 409 BBCH. 45 | 81 Wholemeal Bread ND, ND 100 ND, ND 94
Not-Detected: ND (<0.003 mg/kg). O§’
«
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Barley Grain Processing Qio\@

(%]
The transfer of residues of XDE-729 methyl and XDE-729 acid from barley grairgft\) barley
processed fractions was determined following a single foliar application targete.g%t
30 g a.e./ha in spray volumes of 389 to 417 L/ha. The barley grain used in thg§’study was
treated with a 5X exaggerated application rate (compared to the maximum agplication rate in
spring of 6.0 g ae/ha) of XDE-729 methyl in order to improve the ability\ga quantify residues
and determine the proportion of residues that transferred from treated barley grain to
processed fractions. Three trials were made in Germany, Italy, and S@é\m in 2011, as the
major producers and representative geographies for barley in the Ngﬁhern and Southern
Zones. The test material was GF-2573 formulation, an emulsifiabje concentrate (EC)
containing XDE-729 methyl at a nominal concentration of 7.5 gie/L and cloquintocet-mexyl
(herbicide safener) at a nominal concentrate 7.5 g a.i./L. FieldSamples were collected at
normal commercial harvest, 55-66 days after application. ¢

o
The processing phase was carried out to obtain sample@%ﬁ cleaned barley, pot barley,
brewing malt, malt sprouts, spent grain, flocs, brewer\é§ yeast, beer, barley bran and barley
flour from samples taken in the field. Barley procesSing was done on a laboratory scale and
fully comparable to industrial barley processing 3 is shown below.

A sQQ)
Cleaning &
. . T .
Prior to cleaning the specimen "grain (cgﬁected just prior to cleaning or any other
processing steps) was taken. bé\
'S

Cleaning: The barley grain was cl aned using Rationel Kornservice sample cleaner SLN3.
Cleaning was done in three steps. First the grain was de-awned (setting 3-8). In the second
step impurities were removed the help of sieves and a cyclone (aspiration setting 10).
Lastly the grain was sorted byzsize grading (2.5 mm). The throughput of the machine was set
at 5. The settings of the sarﬁ[ﬁzeS cleaner were chosen to the best performance of the process.
The specimen "Cleaned @%in" (before storage) were taken. One part of the cleaned grain
was used to produce po\b’%arley, another part to produce barley flour and another part was
used to produce brev@ﬂ’g malt, beer and associated fractions.
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Barley cleaning processing flowchart Q;o\
Flowchart Q
)
i Grain (collected juét‘prior :

....................................................

Barley | = | fto cleaning or apy other :
.. i processing&eps) |
\ &
@0)
~Q
&
Cleaning \Q
T (Z H
s @\}Cleaned Grain
L_Q_._.-..-_...._.......__—---———--‘
N
IOUUUUUS ‘ Q
o fraction sampled &
&
Pot Barley S
N

A

>
Conditioning: The moisture content of the grain Was\a@\etermined using a moisture analyser
(PCE Europe MB-50) before the start of decorticatién (abrasion). The grain had an initial
moisture content of 14.4 - 15.0 %. Therefore the gonditioning was not necessary. A second
cleaning step after conditioning was also not ngg%ssary.

X

Decortication (abrasion): The cleaned grad'ﬁ()was placed in a suitable decorticater
(Vertikalschaler Fa. Schule). The abrasiogﬁ’ate was between 8.8- 11.9%. The fraction "Pot
Barley" was sampled. In a pre-test the tifne was determined to get an abrasion of 8-10 %. The
sieving rests and the rub-off obtaineqb@rectly after decortication were discarded.

(%]
S )
Poct)gbarley processing flowchart
szr
Flowchart @
— .,
. Cleaned Grain | —>‘.\\£§ Conditioning {not needed)
N
N
R \
OQ)
&
QO _—
0 Decaortication
c 1
Q’ZJ;\\ 3 Pot Barley
% ................................
&
PR Q. .
& : Fraction sampled
4 :
...§.
OO
o)b
&
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Malting

o
Dormancy: After cleaning, the grain was stored cooled at 8.5- 10.8°C for 42-&5% days.
G
Steeping: The grain was steeped by covering with tap water such that the wﬁﬁole grain was
covered with water. 8.3- 9.6 kg grain was used (ratio water/grain betwe 1°1.0 and 1.3 and
stored for 23- 24.5 h at room temperature). Impurities were removed with the water. The
steeping water was discarded. @00’
'S
Sprouting: Sprouting was conducted using a climatic exposurefg‘aqbinet in the dark. During
the sprouting process the temperature was between 10.7 - 12.15?2 and the air was kept in a
high humidity. The malt was turned by hand and was periog_ifélly moistened with tap water.
The emergence period was 5 - 7 days. §
N
Kiln drying: After sprouting, the green malt was imn%e\{giately kiln dried using a drying oven.
The malt was dried for approximately 6 hours at apgﬁ)ximately 50°C. Then the drying
temperature was continually elevated for approxingately 8 hours, followed by a generally
constant temperature of approximately 85°C fogghother 5- 10 hours.
Q
X
Removal of sprouts: After kiln drying the malt sprouts were separated mechanically from
the grain with a sample cleaner "Rationel@ornservice SLN 3" (settings: deawning: 3-4,
aspiration: 11-13 throughput 3-5, size g);a%ing: 2.5mm). The specimens "Malt Sprouts" and
"Brewing Malt" were collected. The mialt for brewing was stored for 3-22 days at 6.6-10.7°C
until brewing. o7
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Malting processing flowchart o
&5
Flowchart ‘Q(b
i Cleaned Grain | — Dormancy l <
i | ] OQ
L >
@
. <
Steeping &(b
L QJO)
~Q
X
Sprouting QO
X
- 2)
v N
4\&
Kiln Drying &
. &
i X
D\
o Qg) Brewing Malt
Removal of Sprouts KT
N
(T Matsprouws
@
____________________________ . XS
: Fraction sampled O
. Q)(b
_______________ &
Q
. ~Q
Brewing o

The brewing process was done on a Iabo@ory scale, but the notifier states that it is fully
comparable to the industrial brewing péeﬁess. The equipment used was the "Speidel
'S

Braumeister". &

Q

. S . . .
Along with the malt prepared as g@scrlbed, the following ingredients were used for brewing:
Q

2 Dried and ground hops,%gbrganically grown, "Bioland Perle Typ 90™)
Dry yeast for brewing
Drinking water (427\\0
N;
N

Before processing theﬁ(gquipment used was cleaned carefully. The brewing temperature

profile was record@l’using a calibrated data logger with two sensors (one placed in the mash

and another in the-heating water).

“
o
The malt WaQs§§round coarsely before brewing. For grinding a "Corona™ mill was used.
2

Mashinsg,@0.0S - 20.51 kg of brewing water was heated in order to produce mash. The

mashing temperature was 32-40°C. Approximately 4.5- 5.3 kg of malt was placed into the

water?

>

’ oewing: After more than 30 minutes of rest at approximately 52°C the mash was heated to a

«~Semperature of approximately 62 °C. After another rest of approximately 30 minutes the

;
S
&



256 N
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 gbo
N
mash was heated to approximately 72 °C. After a rest of approximately 20 minutes the joéﬁine
reaction was tested to ensure saccharification had occurred. Q;o\
Q

(]
Lautering: After heating to approximately 78°C and a subsequent rest, the mash was
removed and rinsed with 4.86 - 5.65 L of hot water (78 - 87 °C). The specimen&@pent Grain"

was taken. @
&(§
Wort Cooking: After lautering the wort was cooked for approximately ng,%inutes and the
original extract content was determined at 10.5 -11.4°P. 3
X

Approximately 10 minutes after the start of cooking approximately((tﬁ g of hops was added.
After approximately another 60-70 minutes a further amount of approximately 20 g of hops
N

was added. >
S
Y

After the wort had cooled the deposited flocs (trub or hops@?%\‘f) was removed. The wort was
placed in an open fermenting tank after additional filtration. The specimen "Flocs" was taken.
11.7- 16.2 % of wort was stored for the secondary ferrrlgﬁation.
o

)
Filtration: After brewing a filtration step was done@%ing a pump (Vinobi 35/230; G. Wein
GmbH & Co) and 5 depth filters (Pall Corporatioqr)§K900). Pump performance was adjusted

<

success-related to the filtration. o
Q
o>

Primary fermentation: The fermentation\w%s started by adding the dried yeast (9.8 - 11.8
). For 8 -14 days the primary fermentatig‘?ﬁ was conducted at 12.5- 14.2°C. When the
fermentation finished the stored wort w@s added to increase the sugar content. For this
purpose it was ensured that it had the;same temperature as the content of the fermentation
tank. For samples CSR 5004-004 gbci’), -009 (1) and -014 (1) the stored wort was destroyed
due to a lab accident. Therefore the fermentation was carried out without adding the stored
wort. After primary fermentatiofi, the extract content was 3.2 - 4.1 °P. The specimen
"brewer's yeast" was taken. b;z,@

Q

Secondary fermentatio;g?l-z hours after the induction of the additional wort, the beer was
poured into bottles andg?tored for secondary fermentation. The fermentation duration was 20-
27 days, fermentationﬁemperature was between 12.5- 13.7°C. At the end of the second
fermentation the samples were stored deep-frozen.
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Brewing processing flowchart o
B
(g
Flowchart Q
! Brewing Malt —k Malt Grinding i Q\
| | ®)
! >
. . - 9
| - <
Water — Mashing Q&
! - Q)Q;
‘ 0
o S
Brewing (Heating) C}Q
I &
— m—1 :’""""""Q""" mmmTamEaa
Lautering {Removing the Pomace) -+ Stgnt Grain
O AN
4 2
— _— i Q,O)
: — B T
Hops | - | L
| ! .é‘\
; Wart Coaoking o Flocs
Wert for Storage | & | N
4
&
Yeast | = | Frimary Fern'bentatiuqo@ » Brewer's Yeast
i | I . S e e
+ <
Wort from Storage | — Filling in Qgg?eg
S g
Seconddby Fermentation - Beer
o I g e -
&
| ] Q‘b
: ; Fraclinq@ﬂmpleu:l
Qb(b
P
Q‘Zr
Barley Flour @

/]
Decortication: THes)cIeaned grain was filled in a suitable decorticater (Vertika/schaler Fa.
Schute). The cleaned grain was decorticated using the vertical shelling machine. The
specimen "Ba{\l@y Bran" was taken.
>

- Q . . . :
Milling: Eﬂ’e peeled barley was milled using the hammer mill (Perten). The specimen
"Barley.Blour" was taken.

x~
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S
Barley flour processing flowchart o
&
@
Flowchart o
Barley . §
................................................................. b
il g
} — ~
Water P Cleaning | 6\)
— .- S — *QQ)
4 o
Decortcation | > @ BereyBran |
! Q@
;\‘\O ____________________________
| Milling O~ Barley Flour
N ._'\i\« _______
&
_________________________ fraction sampled &
&
S

Residues of XDE-729 methyl and XDE-729 acid er‘e determined using Dow AgroSciences
Crop Method 110005 with liquid chromatography,gSmass spectrometry. The limit of detection
(LOD) and limit of quantitation (LOQ) for XDE<729 methyl and XDE-729 acid in barley
grain (including cleaned barley), pot barley, brre?/vlng malt, malt sprouts, spent grain, flocs,
brewer’s yeast, beer, barley bran and barle @0111’ were 0.003 mg/kg and 0.01 mg/kg,
respectively. Recoveries in barley grain aéaged 10043% for XDE-729 methyl and 92+22%
for XDE-729 acid. Recoveries in barley@ran averaged 96+3% for XDE-729 methyl and
98+9% for XDE-729 acid. Recoveneg@ifn barley flour averaged 101+4% for XDE-729 methyl
and 99+10% for XDE-729 acid. Regdveries in brewer’s yeast averaged 98+2% for XDE-729
methyl and 89+18% for XDE- 72@%0|d. Recoveries in brewing malt averaged 97+6% for
XDE-729 methyl and 105+15°/525"or XDE-729 acid. Recoveries in malt sprouts averaged
99+7% for XDE-729 methyl.@nd 100+9% for XDE-729 acid. Recoveries pot barley averaged
100+3% for XDE-729 metj@?i and 92+16% for XDE-729 acid. Recoveries in flocs averaged
94+5% for XDE-729 methyl and 94+7% for XDE-729 acid. Recoveries in spent grain
averaged 92+5% for -729 methyl and 93+6% for XDE-729 acid. Recoveries in beer
averaged 90+6% for XDE-729 methyl and 94+8% for XDE-729 acid. Residue results were
reported down to ﬂ@%’ LOD level, otherwise declared as non-detected (ND).

Q
Residues of XD‘?E(D-729 methyl or XDE-729 acid in barley grain and processed fractions at
normal com%rcial harvest were all ND (<0.003 mg/kg). Transfer factors were not
calculated.in barley since quantifiable residues were not attained in the RAC’s and processed
commodities. Residue data generated on barley grain and processed fractions in support of
the tradsfer factors and MRL setting is summarized in the table below.
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Table B.7.8.4-4 Residues in barley and barley processed commaodities after a single foliar brgadcast application with GF-2573
Trial details Crop Country Application Details & Residues found
)
& XDE- Mean XDE- Mean
DAS S 729 recovery 729 recovery
Trial Study Rate | Water G.Sat PHI \ébubstrate Methyl XDE-729 Acid XDE-729
no. ID Year Crop Variety | Country |Zone | gasiha | (L/ha) | last appl. |(days) gn?rtion analysed) (mg/kg) | Methyl (%) | (mg/kg) | acid (%)
&
5004A | 110436 | 2011 | SpringBarley | Ingmar | Germany | NZ | 294 391 BBCH.45 | 63 [§ Grain ND, ND 99 ND, ND 92
@\@ Grain (collected just
. S prior to cleaning or ND, ND, ND, ND,
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ | 294 391 BBCH. 45 Q_@ any other processing ND 99 ND 92
£ steps)
& ND, ND, ND, ND,
5004A | 110436 | 2011 | SpringBarley | Ingmar | Germany | NZ | 294 391 BBCH.45 | 63 Cleaned Barley Grain | ND, ND, 99 ND, ND, 92
$ ND, ND ND, ND
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ 294 391 BB@}H. 45 63 Pot Barley ND, ND 100 ND, ND 92
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ | 294 391 BBCH. 45 | 63 Brewing Malt ND, ND 97 ND, ND 105
5004A | 110436 | 2011 | Spring Barley | Ingmar | Germany | NZ | 29.4 391 |SBBCH.45 | 63 Malt Sprouts ND, ND 99 ND, ND 100
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ 29.4 3910§ BBCH. 45 63 Spent Grain ND, ND 92 ND, ND 93
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ 294 Shgé BBCH. 45 63 Flocs ND, ND 94 ND, ND 94
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ 29.4 hfz§91 BBCH. 45 63 Brewer’s Yeast ND, ND 98 ND, ND 89
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ 29.4 965391 BBCH. 45 63 Beer ND, ND 90 ND, ND 94
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ 29.g§’ 391 BBCH. 45 63 Barley Bran ND, ND 96 ND, ND 97
5004A | 110436 | 2011 | Spring Barley | Ingmar Germany | NZ 2??4 391 BBCH. 45 | 63 Barley Flour ND, ND 101 ND, ND 99
5004B | 110436 | 2011 | Spring Barley | Rondo Italy Sz h&fl.S 417 BBCH.45 | 55 Grain ND, ND 99 ND, ND 92
52* Grain (collected just
S : ;
. prior to cleaning or ND, ND, ND, ND,
5004B | 110436 | 2011 | Spring Barley | Rondo Italy O%f 313 417 BBCH.45 | 55 any other processing ND 99 ND 92
K steps)
2 ND, ND, ND, ND,
5004B 110436 2011 | Spring Barley Rondo Italy, © SZ 313 417 BBCH. 45 55 Cleaned Barley Grain ND, ND, 99 ND, ND, 92
g ND, ND ND, ND
5004B 110436 | 2011 | Spring Barley Rondo 'kfﬁly Sz 31.3 417 BBCH. 45 55 Pot Barley ND, ND 100 ND, ND 92
5004B | 110436 | 2011 | Spring Barley Rondo \‘\Oltaly SZ 31.3 417 BBCH. 45 | 55 Brewing Malt ND, ND 97 ND, ND 105
5004B | 110436 | 2011 | Spring Barley Rondo ((‘2} Italy SZ 31.3 417 BBCH. 45 | 55 Malt Sprouts ND, ND 99 ND, ND 100
5004B | 110436 | 2011 | Spring Barley Rondq@ Italy SZ 31.3 417 BBCH. 45 | 55 Spent Grain ND, ND 92 ND, ND 93
O
&

0.
S
&
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5004B 110436 2011 | Spring Barley Rondo Italy SZ 313 417 BBCH. 45 55 Flocs Q:° ND, ND 94 ND, ND 94
5004B 110436 2011 | Spring Barley Rondo Italy Sz 31.3 417 BBCH. 45 55 Brewer’s&é‘\ast ND, ND 98 ND, ND 89
5004B 110436 2011 | Spring Barley Rondo Italy Sz 31.3 417 BBCH. 45 55 Be@ ND, ND 90 ND, ND 94
5004B | 110436 | 2011 | Spring Barley Rondo Italy SZ 31.3 417 BBCH. 45 | 55 Barl\e}}Bran ND, ND 96 ND, ND 97
5004B 110436 2011 | Spring Barley Rondo Italy SZ 313 417 BBCH. 45 55 B‘@]@yFlour ND, ND 101 ND, ND 99
5004C 110436 2010 | Spring Barley | Cristalia Spain SZ 29.2 389 BBCH. 45 66 (\6‘ Grain ND, ND 99 ND, ND 92
in (collected just
. T . Sprior to cleaning or ND, ND, ND, ND,
5004C 110436 | 2010 | Spring Barley | Cristalia Spain Sz 29.2 389 BBCH. 45 66 ;\p“\anyotherprocessing ND 99 ND 92
< steps)
N ND, ND, ND, ND,
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain R4 29.2 389 BBCH. 45 | 266 Cleaned Barley Grain | ND, ND, 99 ND, ND, 92
& ND, ND ND, ND
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain SZ | 292 389 BBCH.4{~§5\ 66 Pot Barley ND, ND 100 ND, ND 92
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain SZ | 292 389 BBCH(':ﬁ’S 66 Brewing Malt ND, ND 97 ND, ND 105
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain Sz 29.2 389 BBQ?IAS 66 Malt Sprouts ND, ND 99 ND, ND 100
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain Sz 29.2 389 BE’EH.45 66 Spent Grain ND, ND 92 ND, ND 93
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain SZ 29.2 389 3§JBCH.45 66 Flocs ND, ND 94 ND, ND 94
5004C 110436 2010 | Spring Barley | Cristalia Spain SZ 29.2 389§ BBCH. 45 66 Brewer’s Yeast ND, ND 98 ND, ND 89
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain SZ 29.2 38§\O BBCH. 45 | 66 Beer ND, ND 90 ND, ND 94
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain SZ 29.2 0@9 BBCH. 45 | 66 Barley Bran ND, ND 96 ND, ND 97
5004C | 110436 | 2010 | Spring Barley | Cristalia Spain SZ 29.2 | %389 BBCH. 45 | 66 Barley Flour ND, ND 101 ND, ND 99
(§J
Not-Detected: ND (<0.003 mg/kg). o
P
Q
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B.7.9 Livestock feeding studies (11A 6.4, 111A 8.3)

Overall conclusions o
Based on feed commaodities considered in this submission, only cereal grain is a pstential
contributor to residues in the poultry diet. Since residues of XDE-729 methyl rd XDE-729
acid were ND (not-detected, <0.003 mg/kg) or <0.01 mg/kg in grain, dietary iitake of
residues in poultry is expected to be insignificant. Results from the poultry ffOR /
metabolism study presented above along with the insignificant dietary int&k% of residues
from grain indicates that residues in poultry commodities would be exp@?ed to be non-
detectable (<0.003 mg/kg). Therefore, no poultry feeding study was ‘[ze‘ﬁuired.
S
S
Based on residue trials conducted in the EU according to the crj\ﬁtal GAP and resulting
residues in cereal grain and straw, intake of XDE-729 methyl.and XDE-729 acid in the dairy
cattle diet is a maximum 0.021 mg/kg on a dry matter (DI\/QSaQésis (0.0008 mg/kg bw/day).
Although residues from uses proposed in the EU do not result in sufficient dietary burden to
trigger the requirement for a cattle feeding study, a stud\ﬁgb%vas conducted to support uses in
other regions of the world where the dietary burden i,s{,greater, due primarily to the potential
for use of cereals as forage and hay with short PHIs<Although a cattle feeding study is not
required for the proposed uses in the EU, it was pq)rz?sented for information and to provide
additional data for use in considering potential tyansfer of residues from the cattle diet to
edible tissues and milk. The notifier states thatuses proposed in other regions of the world
may result in cattle dietary intake of 1 mg/kbg%o 2.7 mg/kg in the diet on a DM basis (0.04
mg/kg bw/day to 0.1 mg/kg bw/day). Evenr with this level of dietary intake of residues,
extrapolation of results from the goat NOR / metabolism study summarized above indicated
that residues of XDE-729 methyl or XDE-729 acid at or above the LOQ of 0.01 mg/kg in
milk or tissues was not expected. I—@‘R’Never, to more fully evaluate potential residue transfer
to cattle / ruminant commodities gifice there was potential for significant dietary intake of
XDE-729 methyl and XDE-72%acid residues, a feeding study was conducted with lactating
dairy cattle. Animals were orally dosed for 28 or 29 consecutive days with a compound feed
containing the test item, XDE-729 methyl. In the cattle feeding study, cows were divided
into 4 separate treatment@‘\oups / dose levels. (Control, 0x, 1x, 3.1x and 15.6x). Based on
dose levels of XDE-729{methyl administered along with actual feed consumption levels
during the period of dosing, the average dose levels of XDE-729 methyl expressed as
concentrations in the diet of treated cattle on a dry weight basis were: 1.06 mg/kg (1x), 3.16
mg/kg (3.1x) and§31 mg/kg (15.6x). No adverse treatment-related effects were observed
on body weighg?eed consumption or milk production. Additionally, no treatment-related
behavioural réactions or systemic signs of toxicity were noted. Gross necropsies showed no
effects that appeared to be treatment-related. Results showed that residues of XDE-729
methyl and XDE-729 acid above the LOQ do not transfer into whole milk, skim milk, cream,
muscle, fiver, kidney, subcutaneous fat, mesenteric fat or perirenal fat at any of the dose
Ievel’:gﬁeesidues of the metabolite X11449757 above the LOQ do not transfer into whole
milky skim milk, cream, muscle, subcutaneous fat, mesenteric fat or perirenal fat, with the
exception of a single residue of 0.012 mg/kg in mesenteric fat and a single residue of 0.014
&Q'fﬁg/kg in perirenal fat from cows in the highest (15.6x) dose level group. Residues of

K
K
&
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X11449757 above the LOQ transfer into liver at the 1x, 3.1x and 15.6x dose levels and é&to
kidney at the 3.1x and 15.6x dose levels. Although levels of X11449757 were momtogéd in
milk and tissues, X11449757 is not proposed for inclusion in the residue definition j
livestock. Depuration data generated using the 12 cows in the 15.6x (15.31 mg/kg} dose
level showed that residues of X11449757 declined rapidly in liver and kidney fotlowing
withdrawal of the test items from the cows’ diet. All residues were below the 190Q by Day
31 of the study (3 days of depuration) and at that time, except for liver from®ne cow with a
detectable residue that was <LOQ (residue of 0.004 mg/kg), all other reSICbu values were ND
(<0.003 mg/kg). 5»

»N

As discussed above, metabolism of XDE-729 methyl is similar in r inants (goats) and
rodents (rats). Therefore, there is no requirement to conduct a feeging study in pigs / swine
since results from the feeding study conducted in dairy cattle m@& be extrapolated to swine /
pigs. However, of the feed commodities considered in this submission, only cereal grain is a
potential contributor to residues in the swine diet. Since residtues of XDE-729 methyl and
XDE-729 acid were ND (not detected, <0.003 mg/kg) or £0.01 mg/kg in grain, dietary intake
of residues in swine is expected to be insignificant. Resﬁts from the goat NOR / metabolism
study as well as from the cattle feeding study summa,r@ed above together with the
insignificant dietary intake of residues indicate that@o feeding study / feeding study results
are necessary for swine for this submission smce idues in swine commaodities would be
expected to be non-detectable (ND, <0.003 mg/gg)

B.7.9.1 Poultry S
S
Based on feed commodities considered j;hothis submission, only cereal grain is a potential
contributor to residues in the poultry diet. Since residues of XDE-729 methyl and XDE-729
acid were ND or <0.01 mg/kg in graﬁﬁ, dietary intake of residues in poultry is insignificant.
Results from the poultry NOR / metabolism study along with the insignificant dietary intake
of residues in poultry indicates that residues in poultry commodities would be expected to be
non-detectable (<0.003 mg/kq@. Therefore, no poultry feeding study is needed.
s}
§Q

B.7.9.2 Pigs i

Q&
No feeding study i %’quired in pigs. Since metabolism of XDE-729 methyl in ruminants
(goats) is similar t0'the metabolism observed in rodents (rats), the feeding study conducted
with dairy cattlg\%ay be extrapolated to pigs / swine. However, due to the very low level of
potential dlegry intake of residues in pigs (grain residues <0.01 mg/kg) there is no

requirementor feeding study results for pigs and residues in edible tissues of pigs are
expected to be far below the LOQ of 0.01 mg/kg.
qé‘
S
O()
O
&
N
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S
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B.7.9.3 Lactating ruminants (goat or cow)

05
Reference S < XDE-729 Livestock Feeding Study: Magnituge’ of
Residue in Milk, Muscle, Fat, Liver and Kidney of Lactatir@Dairy

Cattle”; Unpublished Report of || S (Repoft ID:

I -5266) I Sty Reference ID:220077; 13

ly 2012. Y
July 20 @é\’

Q
N
X
Guidelines: EC Council Directive 91/414/EEC — Workingsﬁocument 7031/V1/95
rev. 4, OECD Guidance Document: Overvigw for Residue Chemistry

Studies (2006); OECD Guidelines for the,\«'a’esting of Chemicals, No.
505: Residues in Livestock (2007); AP&QVIA Residue Guideline No. 1

— Animal Transfer Studies. Q®
GLP: Yes, OECD Principles of Good\ag\aboratory Practice
[ENV/MC/CHEM(98)17] S
>
Q;&
EXECUTIVE SUMMARY: L

X
Residues from uses proposed in the EU do\gbot result in sufficient dietary burden to trigger
the requirement for a cattle feeding study.>SFeeding studies have been conducted however to
address the higher residue levels seen in the Australian supervised field trials. Although
the feeding study is included here for dfiformation, it has not been relied upon for the EU
evaluation. The feeding dose was LQZ’mg/kg XDE-729 methyl which is ca. 48 fold the
estimated maximum dietary burdogno’for dairy cattle in the EU (0.021 mg/kg DM basis).

>
Lactating Friesian/Holstein d@?y cows were dosed orally for 28 or 29 consecutive days via a
compound feed containing e test item, XDE-729 methyl (X11393728). The test item was
added to the compound fge% as a solution in acetone on two occasions each day (AM and PM
feeding). The animals Q@re divided into 4 separate treatment groups. One treatment group of
3 cows was an untreatéd control group, which was dosed by adding acetone only to the
compound feed. The remaining groups were treated with XDE-729 methyl, targeted at a
nominal dose equivalent to a concentration in the animals’ diet (on a dry matter (DM) basis)
of: éq’
1.0 mg/kg >§§§\E-729 methyl (1x, 4 cows)
3.1 mg/kgSXDE-729 methyl (3.1x, 4 cows)

o
15.6 n@kg XDE-729 methyl (15.6x, 16 cows)
%)

The\%imals were dosed for 28 or 29 consecutive days. Twelve of the cows in the 15.6 mg/kg
trgﬁment group were used to generate depuration data. At the end of the dosing period, they
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were transferred to the control diet to measure the decline in residues following withdr.a%v@al
of the test item from the diet. &

Based on actual feed consumption during the period of dosing, the average dose Ie,\\{@?s of
XDE-729 methyl were 1.06 mg/kg (1x), 3.16 mg/kg (3.1x) and 15.31 mg/kg (15<>6X)' These
dose levels represent 106%, 102% and 98% of the nominal/target dose levels fgr the 1x, 3.1x
and 15.6x treatment groups, respectively. If the daily dosage of XDE-729 ylis
expressed on the basis of bodyweight of the individual cows (mg/kg bw/day), the average
dosage over the four weeks of dosing was 0.037 mg/kg bw/day, 0.109 mgfkg bw/day and
0.533 mg/kg bw/day, for the 1x, 3.1x and 15.6x treatment groups, resp\@tively.

All animals were observed at least twice daily for general health. Nosadverse treatment-
related effects were observed on body weight, feed consumption armilk production.
Additionally, no treatment-related behavioural reactions or systefic signs of toxicity were
noted. Gross necropsies showed no effects that appeared to be\af?eatment-related.

Residues of XDE-729 methyl, XDE-729 acid (X11393729§25’nd X11449757 in milk and
tissues were measured using an analytical method based gh LC-MS/MS. The limit of
detection (LOD) and limit of quantitation (LOQ) for ea@ of the analytes in milk, skim milk,
cream, muscle, liver, kidney, subcutaneous fat, mesertteric fat and perirenal fat were 0.003
mg/kg and 0.01 mg/kg, respectively. Overall averg)é% procedural recovery for the three
analytes (XDE-729 methyl, XDE-729 acid and X#1449757) in all matrices (whole milk,
skim milk, cream, muscle, liver, kidney, subc%eneous fat, mesenteric fat and perirenal fat)
ranged from 89% to 105%. S

Q
Results showed that residues of XDE-729ﬁethyl and XDE-729 acid above the LOQ do not
transfer into whole milk, skim milk, cream, muscle, liver, kidney, subcutaneous fat,
mesenteric fat or perirenal fat at any fthe dose levels. Residues of X11449757 above the
LOQ do not transfer into whole milk?skim milk, cream, muscle, subcutaneous fat,
mesenteric fat or perirenal fat, with’the exception of a single residue of 0.012 mg/kg in
mesenteric fat and a single resid@ of 0.014 mg/kg in perirenal fat from cows in the highest
(15.31 mg/kg) dose level gro&p?

Residues of X11449757 al@(t/be the LOQ transfer into liver at the 1.06 mg/kg, 3.16 mg/kg and
15.31 mg/kg dose Ievelsg@d into kidney at the 3.16 mg/kg and 15.31 mg/kg dose levels.

Regression analysis fg@(11449757 in liver and kidney across dose levels demonstrated a
linear relationship between the dose level and the resulting residue concentration. No
regression analysishas been performed for X11449757 in other matrices, or for XDE-729
methyl or XD -729 acid in any matrices, because in almost all cases residues were not
detected (ND(\ .003 mg/kg) or fell below the LOQ of 0.01 mg/kg.

Depuratior}oﬁgta generated using the 12 cows in the 15.31 mg/kg dose level showed that
residues af X11449757 declined rapidly in liver and kidney following withdrawal of the test
items f{b?n the cows’ diet. All residues were below the LOQ by 3 days of depuration (Day 31
of th %udy) and at that time, except for liver from one cow with a detectable residue that
wasxLOQ (residue of 0.004 mg/kg), all other residue values were ND (<0.003 mg/kg) by 3
g)a%s of depuration.
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BACKGROUND INFORMATION @
Residues from uses proposed in the EU do not result in sufficient dietary burden to tifgger
the requirement for a cattle feeding study. Feeding studies have been conducted h&Never to
address the higher residue levels seen within the Australian supervised field tri 5 Although
the feeding study is included here for completion, it has not been relied upon fér the EU
evaluation. For information, the feeding dose was 1.0 mg/kg XDE-729 methyl which is ca.
48 fold the estimated maximum dietary burden for dairy cattle in the EU 0.021 mg/kg DM
basis).

This study was conducted to quantify the transfer of residues of XDEJ’ZQ methyl and its
metabolites XDE-729 acid and X11449757 in the ruminant diet to rgﬁ’k and tissues (muscle,

fat, liver and kidney). S
S
The chemical structure and nomenclature for XDE-729 methylééy(DE -729 acid and
X11449757 are listed in the tables below. Q)o\,
Q_
o~
Nomenclature and Identification Information for XDE-ZL}@ methyl
N
Active Ingredient methyl 4-amig-3-chloro-6-(4-chloro-2-fluoro-3-
methoxyphefyl)pyridine-2-carboxylate
S NH,
Q@
Cl

T

SO
\g“m H’Lﬁw”‘J‘ﬁN”f O
o 1

> o D
b"’)

IS cl— ~F

Common Name: Qf’ N/A

Company Experimental Namez” XDE-729 methyl

Company Experimental Num?ber X11393728

(X Number) ,@
IUPAC Name: F methyl 4-amino-3-chloro-6-(4-chloro-2-fluoro-3-
;\OQ methoxyphenyl)pyridine-2-carboxylate
Molecular Formula ” C1aH1i1 Cl, FN; O3
Molecular Weight” 345.16
CASName ,O N/A
CAS Numberc” N/A
Test Substahce Number TSN031117-0004
Lot Numbgr E2837-51
AnalyzeﬁﬁContent of Active 97.2%
Ingre
Exg:ury Date 30 November 2013
&@
¥
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S
Nomenclature and Identification Information for XDE-729 acid o0
2
Q

Name:

| XDE-729 acid (X11393729)

Common Name N/A N

Company Experimental Name | XDE-729 acid &

Company Experimental Number | X11393729 S

(X Number) &>

IUPAC Name 4-amino-3-chloro-6(4-chloro-2-fluoro-3-
methoxyphenyl)pyridine-2-carboxylic acid

CAS Name N/A I

CAS No. N/A &

Molecular Formula C13HoCI,RIN;03

Molecular Weight 331.13.>

TSN TSNQ30751-0004
Lot Number DC6E2622-77
Analyzed Content of Compound | 99
Expiry Date 02 November 2013
0
&
4
NG
;\\o{\
>
N4
Q&
QQ)
QQ/
>
&
&
O)Q
&
«Q
X
&
S
boo
&
N
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Nomenclature and ldentification Information for X11449757

Name | X11449757

Common Name N/A N

Company Experimental Name N/A &

Company Experimental Number X11449757 &

(X Number) &>

IUPAC Name 4-amino-3-ghloro-6-(4-chloro-2-fluoro-3-
hydroxyphenyl)pyridine-2-carboxylic acid

CAS Name N/A &

CAS No. N/A 2

Molecular Formula CyH7C1,FN,03

Molecular Weight 317.11

TSN STSN031413-0003
Lot Number >~ | YB1-100780-103
Analyzed Content of Compound> | 99%
Expiry Date & |25 January 2014
©
&
4
NG
§o
>
N4
Q&
Q®
QQ/
>
&
&
COQ
&
«Q
X
&
S
boo
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Descriptive information concerning the lactating dairy cows used in this study is provi
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;
S
&

below in the Table. Q;o@
o
Description of Livestock Used in the Feeding Study 3
bé‘
Table B.7.9.3-1 9
Weight at &
study Q)O)
initiation Dech’@tion of housing/holding
Species Breed Age (kg) Health status S area
&
Lactating Friesian/ | Multiparous, | 47510692 | All cows selected QD%VS were housed in a building
dairy cows | Holstein range of 4-13 | kg for use in the study  }<in individual pens approximately
(Bos YIS, were examined and ;§ 3.75m x 3.45m. Wood shavings
taurus) identified as fit, ;0\* were used for bedding material
healthy and suit@e with manure removed twice
for use in the study | daily. The building where the
prior to transportto | animals were housed was
the In—Lier";p ase naturally ventilated. Animals
test faqign}y. were housed under natural light
‘Q\ with artificial light supplemented
S as needed.
&Qf'o
&

Twenty-seven multiparous Friesian/Holsteindairy cows were selected for use in the study
and were assigned to one of four treatmentgroups based on the dose level of test substance

(0 mg/kg — untreated control, 1.06 mg/kg@%

.16 mg/kg, and 15.31 mg/kg). The 0 mg/kg,

1.06 mg/kg, 3.16 mg/kg, and 15.31 mg/Kg treatment groups are also described in text and
tables in the study report as Dose Grotips A, B, C, and D, respectively. Three cows were
assigned to Dose Group A, the untr§ated control dose group. Four cows were assigned to
1.06 mg/kg and 3.16 mg/kg dose groups, respectively).
1 mg/kg dose group) were used to evaluate residue
depuration and were assign%ézfo one of five separate slaughter dates after administration of
the final dose (0-days, 3-days, 5-days, 10-days, and 15-days after final dosing). For the
purpose of allocation to gréatment, the different slaughter dates within the Group D were
regarded as separate tr@ﬁ‘tments. Four cows were assigned to the Dose Group D slaughter
group to be euthani ed on the day of final dose administration (0-day after final dose) and

each of the Dose Groups B and

Cows in the Dose Group D (1

three cows each

5-days, 10-day§<«§nd 15-days after final dosing).
)

Milk productio
Groups/tr

individyatly identified with unique ear tags and freeze brands.
X

<

e assigned to the four other slaughter groups in Dose Group D (3-days,

n was used as a blocking factor when allocating cows to Dose
ments in an effort to manage variability among Dose Groups. All cows were

Eacg%@ow was offered 8 kg of pelleted compound feed per day, split into two feeds (AM and
PM). The pelleted compound feed was composed primarily of wheat, palm kernel expeller
.and rape seed meal. Other ingredients included wheat feed, sunflower seed meal, sugar cane
.&*\molasses, soybean meal, minerals and vitamins. In addition to the pelleted compound feed,
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&
each cow was offered grass silage fed to appetite throughout the study. Dry matter con%esﬁt of
the pelleted compound feed and grass silage were determined weekly. Individual feeq;o\
consumption was measured daily during the acclimation period and throughout the gﬁnainder
of the study until sacrifice. Total dry matter consumption for each cow on a dailybasis was
determined. A summary of the dietary regime is provided in Table 6.4.2-5. O

&
o
S

i\@b
Table B.7.9.3-2 Test Animal Dietary Regime 6\)‘27
@
Feed consumption (kg/day) — 6\\
Average consumption of combined N
Composition of Diet (Fresh feed sources (dry weight basis) RS Acclimation, Dosing
weight or as-fed basis) during the dosing period Wat}a\r\Q and Withdrawal Period
‘.\\'O
Pelleted compound feed Group A (0 mg/kg, Control): 22.3 Wategb?fered ad | A 14-day acclimation
(Containing 18% protein, Dose Group B (1.06 mg/kg): 20.6 libitam with use | period was used in this
9% fiber, 5% oil Dose Group C (3.16 mg/kg): 21.3 ofwater troughs. | study.
and 7-8% ash) — 8 kg/day, | Dose Group E (15.31 mg/kg): 21.4 | Gows in different
rzbqreatment groups Dietary regime was the
Grass silage fed to appetite Coc} did not share same through all
) {’\\ water troughs phases of the study.
>
oy
Q@

The maximum anticipated dietary residues usedfor selection of the 1x dose level (Dose
Group B) in this study were based on prelin@ary results from initial crop residue trials in
cereals conducted in multiple regions of the'world (North America, Australia, and Europe) as
well as residue trials carried out in brassi€as in Australia. These trials were carried out based
on proposed use patterns that were ex tted to produce maximum residue levels globally
(i.e. maximum intended use rate, maximum number of applications, shortest retreatment
interval, if more than one appliceiLjZQn, and maximum growth stage at treatment application).
$)
Data available at the time dos @vels were selected indicated that based on diet composition
for ruminant livestock together with anticipated residue levels in the associated crops and
expected regional use pattgrns for XDE-729 methyl, ruminant livestock in Australia could
potentially have the highgst level of dietary residue intake globally, depending on the
pre-grazing interval fgﬁ\cereal forage and brassica forages selected following treatment.
Consequently, the 1x?dose level was based on potential dietary residue intake in cattle in
Australia. Preliminary residue results available at the time the dose levels were selected for
this study indic ted that, based on a diet of 100% forage, the combined residues of XDE-729
methyl and XDE-729 acid expressed as XDE-729 methyl equivalents would be
approximately 1 mg/kg in the diet on a dry weight / dry matter basis in cereal forage at 1-day
after treatpyent or approximately 3 mg/kg in the diet on a dry weight / dry matter basis for
brassicaforage at 1-day after treatment. Therefore, XDE-729 methyl at 1.0 mg/kg dry
Weigt’g)él‘n the diet was selected for use as the 1x dose level and 3.1 mg/kg dry weight in the
diet\@as selected as the 3.1x dose level. Lower levels of residue intake that were expected to
becassociated with proposed use of XDE-729 methyl in cereals in Europe and North America
.were not used in setting a 1x dose level for this livestock feeding study since extrapolation of

.'Qoresults from the metabolism / nature of the residue study with [14C]-XDE-729 methyl in

K
K
&
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goats indicated that residues of XDE-729 methyl or XDE-729 acid were unlikely to be
detected in milk or edible tissues if XDE-729 methyl was present at levels less than 1@:\
mg/kg dry weight in the diet. Likewise, the level of the metabolite X11449757 wasgXpected
to be below the limit of detection (LOD) in milk, muscle, fat and kidney or belowthe limit of
quantitation (LOQ) of 0.01 mg/kg in liver if XDE-729 methyl was present at Ieg@{l\s of less

than 1.0 mg/kg dry weight in the diet. i\@

Based on the above, the 1x dose of XDE-729 methyl for the feeding studs(/b was targeted
at 1.0 mg/kg in the diet on a dry matter basis. In addition to the targe'g;d%( dose level, to
allow for residues that may occur with brassica forage or other future pétential uses that may
increase residue levels in the diet and to comply with guideline requi\@ments for feeding
studies, the compound was also tested at two higher dose levels, which in this case were
targeted at 3.1x and 15.6x the dose level targeted for the 1x dos%@{\
N
To summarize, the dosing levels of XDE-729 methyl were t rgeted at 1.0 mg/kg (1.0x,
(Group B), 3.1 mg/kg (3.1x, Group C) and 15.6 mg/kg (158X, Group D). The study also
contained an untreated control group (0x, Group A). §° '
NG
In order to more closely match the target dose level i¥ach animal’s diet, the amount of test
substance added to a given animal’s diet was adju%é% individually based on that animal’s
recent feed consumption on a DM (dry matter) b@ﬁs along with the dose level specified for
the dose group to which the animal was assigngd. The dry matter intake on which the
amount of test substance administered to ea%b‘\animal was based was determined during a
five day period during acclimation. Q\b
)
The test substance was administered t%ﬁe cows by preparing solutions containing the
XDE-729 methyl dissolved in acetong and adding this solution to the pelleted compound feed
just prior to offering it to each com(zlgg’The volume of solution required to deliver the required
amount of XDE-729 methyl was:added to the pelleted compound feed for each individual
animal just prior to offering thefeed to the animal. The solution was administered to the
compound feed at the time 'I;}Was offered twice per day (AM and PM feeding), resulting in
the test substance being ad& nistered twice daily. Acetone only (without test substance) was
added to the pelleted cor(gﬁound feed given to the cows in the untreated control group (Dose
Group A). The pelleteg?compound feed was palatable to the cows and addition of the dosing
solution did not apped\r to affect palatability. Consumption of the compound feed was
checked by visualzé%amination of the feed buckets and any incomplete uptake was recorded.
In nearly all instafices the compound feed was completely consumed. An incomplete uptake
of between O.Qé‘kg and 0.36 kg out of 8 kg of compound feed offered was recorded on only
three occasigns during the study (0.05 kg and 0.36 kg out of a total of 8 kg represents only
0.6% ancégg?/i of the total, respectively). In each case, the rejected feed was weighed and
then addeéd to the forage (grass silage) in front of the cow so that there was still the
opportanity for consumption of any unconsumed treated pelleted feed. This very low level
of cgr“r?]’pound feed refusal gives confidence in the complete consumption of the test item.
O
@ﬁoe dosing solutions used to treat the pelleted feed were prepared fresh weekly and were
<Sstored refrigerated at approximately 5°C. The dose solutions were analyzed both to confirm

K
K
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dosing solutions had been prepared correctly and also confirmed stability of test subst,ghces
in the dosing solution for a period of at least 14 days. The solutions used for dosing,cows
were stored for a maximum of 10 days before use.

$
Q

o

The actual dose level (expressed as mg XDE-729 methyl per kg of dry matter»@%nsumed) is
affected by the level of feed consumption during the dosing period. The ac
attained for XDE-729 methyl in Dose Groups B, C, and D expressed as ape centage of the
target dose level averaged 106%, 102%, and 98%, respectively. A sumpary of information

concerning dose administration is presented in the table below.

Q

| dose levels

X
N
Table B.7.9.3-3 Dosing Regime — XDE-729 methyl S
N
‘%
Level of 1o
administered dose - | Residue intake jnSP
Treatment Treatment | XDE-729 methyl | diet- XDE-72¢ Timing/
group Type (mg/day) *" methyl (mgj@ ? Vehicle Duration
NG Acetone added to
Untreated Oral — twice g)o pelleted feed (no 29 days (feed
control (Dose d 0 & b treated with
Group A) per day S test substance acetone only)
I added)
Q)&“’ XDE-729 methyl
Dose Group B | Oral —twice Q 1.06 in acetone
(1.06 mg/kg) per day 218 5\ ' solution added to 28 days
> pelleted feed
N XDE-729 methyl
Dose Group C | Oral — twice >N 3.16 in acetone
(3.16 mg/kg) per day 67'3{\6 ' solution added to 29 days
R pelleted feed
,bof; XDE-729 methyl
Dose Group D | Oral — twice 15.31 in acetone
(15.31 mg/kg) | per day Q’D 276 ' solution added to | 22 days
0 pelleted feed
T
* Average for treatment group over dosing period

P Calcualted based on average daj@ dry matter consumption of 22.3 kg, 20.6 kg, 21.3 kg, and 21.4 kg for Dose Groups A, B,

C, and D, respectively, toget@ with average residue intake in the diet of 0 mg/kg, 1.06 mg/kg, 3.16 mg/kg and

15.31 mg/kg for Dose Gro@

Solution added to the

A, B, C, and D, respectively.

d immediately before it was offered to the cow for consumption.

¢ Test substances dissol\@%\ acetone and added to pelleted feed which was fed to cows on two occasions each day.

<

Milk from eacrgc(bow was collected twice per day and the quantity recorded at each time (at

both the AM and PM milkings) through all phases of the study. Samples of whole milk were
collected frgm each cow for residue analysis the day before dosing began (study day -1), and
on studyodﬁys 1,3,5,7,10, 14, 18, 20, 22, 24, 28, 29, 30, 31, 33, 35, 36, 40, and 42,
including samples collected during the depuration phase of the study. Milk from the PM and
AM milking for an individual cow was pooled to form a single whole milk sample used for
resigiue analysis for a given day for each cow. For each cow, a combined proportional
sa}%ple for a given sample day was constructed from the PM and AM samples, on the basis

&'d%’f milk yields recorded at the corresponding milkings. For example, the proportional sample

;
S
&
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for Day 10 consisted of the morning sample for Day 10 and the evening sample for Day 9.
On study days 22 and 26, additional aliquots of pooled milk samples were collected a;g&l
mechanically separated into cream and skim milk fractions. Qf)

S
With the exception of the cows used in the depuration phase of the study, all covg»xwere

euthanized within 8 hours of administration of the final dose. Tissue samples gere collected
quantities of

immediately after slaughter. Muscle specimens comprised approximately e
hind leg or flank, loin and diaphragm muscle. Samples of mesenteric, subctitaneous and

perirenal fat were collected separately and maintained as separate samplgéz’ For each liver
sample, tissue was sub-sampled from at least six areas of the whole livgf. For each kidney
sample, tissue was sub-sampled from at least three areas from each o\@the two kidneys. A

summary of sample collection is presented in the table below. {\é‘
i
\%rb
Table B.7.9.3-3 Sample Collection ®§
Va)
Urine, h)

Amount of milk feces and Ig(grval from last

produced during cage wash [\@0se to sacrifice Tissues harvested and
Milk collected normal production collected .oa(days) analysed
Milk: Day before dosing Average yields by N/A - 6\0 8 hours or less Muscle — approx. 1kg
(study day -1) and dosing dose group were None Fat (separate samples of
(study) days 1, 3, 5, 7, 10, generally in the o Depuration of mesenteric, subcutaneous
14, 18, 20, 22, 24, 28, and range of 25 — 30 kg N residues in tissues | and perirenal fat -
29. pher da;(;throughout & also evaluated at 3, | @PProx. 1kg
Skim milk and cream: Study the study. 5? 5,10, and 15 days | LIver - approx. 1kg
days 22 and 26 O after administration | Kidney - approx. 1kg
Depuration period: Milk b@ of final dose.
collected on study days 29, (§
30, 31, 33, 35, 36, 40, and Q‘ZJ
42 (ie.1,2,3,5,7,8,12 \{_27
and 14 days after S
administration of final Q,Q
dose). {b\

<
N

Sampling Handling a(Jz}ﬁPreparation

At the In-life phase fa?:ility, samples of whole milk, cream or skim milk collected from the
AM or PM miIkingSfor each cow were stored in a refrigerator set to 5 + 3°C for a period not
exceeding 24 hoirs for all contributing samples until combined proportionately to form a
pooled sampl for each individual cow for a given Study Day. The pooled proportional
samples were hen transferred to a freezer set to maintain a temperature of less than -15°C
while at thgln-life phase facility. At the In-life phase facility, upon collection all tissue
samples were double-wrapped in polythene bags and immediately were stored in a
polystyrene box containing ice packs to quickly reduce the sample temperature and then
trangferred to a freezer within approximately three hours of collection, which was set to
mb@\;ntain a temperature of less than -15°C.
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Whole milk, cream, skim milk and tissue samples were transported frozen in a freezer t aek

from ADAS, the In-Life phase facility, to CEMAS for sample preparation and residuego\

analysis. All samples were received at CEMAS on the day of shipment. Upon receéﬁt by

CEMAS, samples were checked for identification with the previously assigned samiple

numbers. All samples remained frozen during shipment and were stored in temg ature-

monitored freezers at approximately < -18 °C on arrival. i\@

Complete samples of muscle, fat, liver and kidney were homogenised in a I&?bot Coupe
processor in the presence of dry ice (dry ice was not required for muscle\sﬁ’mples). After
appropriate mixing of each sample, samples were transferred to HDPE$lastic containers. No
preparation was required for milk, skim milk or cream samples. §

Analytical Methodology S
Residues of XDE-729 methyl, XDE-729 acid and X11449757 @re determined using the
analytical method described in the study report. Full vaIidati@Sﬁ data is shown below (Section

B.7.9.4). A summary of the method follows: &

Residues were extracted from a 1.0-gram portion of musé’l%, liver, or kidney by
homogenising with 20.0 mL of an acetonitrile/water (89720) solution. Residues were
extracted from a 1.0-gram portion of milk or fat by‘@mogenising with 20.0 mL of an
acetonitrile/water (80:20) solution plus 20.0 mL ofn-hexanes. The sample was shaken and
centrifuged and a 500-pL aliquot of the acetonitrile/water layer was mixed with 100 pL of a
50-ng/mL stable isotope internal standard anct@qiloo pL of water. After mixing and filtration,
residues were analysed by high performancefiquid chromatography with positive-ion
electrospray (ESI) tandem mass spectromog,ﬁy (LC/MS/MS).

The limit of detection (LOD) and Iimigéf quantitation (LOQ) of XDE-729 methyl, XDE-729
acid and X11449757 in all matrices were 0.003 mg/kg and 0.01 mg/kg, respectively.

This method is validated for the dgg)rmination of XDE-729 methyl, XDE-729 acid and
X11449757 in whole milk, skimdnilk, cream, muscle, liver, kidney, subcutaneous fat,
mesenteric fat and perirenal faﬁis part of this study. Method validation was carried out
within the feeding study for§DE-729, XDE-729 acid and X11449757 in each matrix by the
analysis of five control samples fortified at the LOQ (0.01 mg/kg) and five control samples
fortified at 10 x LOQ (0gt mg/kg). The validation was carried during the first analytical batch
for whole milk, skim @ﬁk, cream, muscle, liver, kidney, subcutaneous fat, mesenteric fat and
perirenal fat and detd#led results for quantitation ion and confirmatory ion are included in the
study report. Validation recovery data, based on the quantitation ion, showed overall
recovery averaqeé?\ for the analytes (XDE-729, XDE-729 acid and X11449757) in all matrices
(whole milk, §k9m milk, cream, muscle, liver, kidney, subcutaneous fat, mesenteric fat and
perirenal fziot:b‘z?anged from 89% to 106%.

<

N

«Q
RESUETS AND DISCUSSION

Angﬁ' al Health

(9)
. @Fﬂ animals were observed at least twice daily for general health. No adverse treatment-
Srelated effects were observed on body weight, feed consumption or milk production.

K
K
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Additionally, no treatment-related behavioural reactions or systemic signs of toxicity wefe
noted. Gross necropsies showed no effects that appeared to be treatment-related. COWQ?‘
(treatment group D, 15-day depuration) was found to be lame on 02 March 12. On \@ﬁerinary
advice, this cow was exchanged with cow 24 (treatment group D, 10-day depuratién) on
humane grounds. As a result of this change, cow 27 was sacrificed after 10 dayg@f
depuration and cow 24 after 15 days of depuration. i\@

G
S

\éZ)

&
Q
The whole milk, cream and skim milk samples from this study were stored frozen up to 91
days, 74 days and 70 days, respectively, from the date of sampling t© analysis. Samples of
muscle, liver, kidney and fat were stored up to 70 days, 69 days,@ days and 70 days,
D

respectively, from the date of sampling to analysis. &

Storage Stability

X2
A storage stability test was performed as a separate study fg_&ﬁ%sidues of XDE-729 methyl,
XDE-729 acid and X11449757 in matrices of animal orig'gl and is currently on-going, but
results to this point have been provided in an interim repért, which is validated above in
Section B.7.6.2 Analytical method for residues determiytation. In this study storage stability
was evaluated in bovine milk, bovine muscle, poultr\gﬁiver, and poultry eggs as
representative matrices for materials of animal origin. Interim results from this study
demonstrated that residues of XDE-729 methyl afid XDE-729 acid remain stable in poultry
liver, poultry eggs, bovine milk and bovine m&&le for at least 371 days. The period of
demonstrated frozen storage stability for XDE-729 methyl and XDE-729 acid exceeds the
maximum period for which samples fromgﬁe feeding study were stored before analysis and
therefore shows adequate frozen storagectability for residues of XDE-729 methyl and XDE-
729 acid in the feeding study samples >The storage stability study demonstrates that residues
of X11449757 do not exhibit any sigr(;)iﬁcant degradation for at least 182 days in bovine muscle,
bovine milk, poultry liver and poultsy eggs while stored under frozen conditions. In line with
XDE-729 methyl and XDE-729 , the storage stability exceeds the maximum period for
which samples from the feeding study were stored before analysis and therefore shows
adequate frozen storage stalghty for residues of X11449757.

S

N
Where extract squtionQ:?Teeded to be stored during the extraction process this was done in a
cold room set at 4°C,§;’ne procedural recoveries demonstrate the stability of the analyte
during this storag%mp to 6 days).
Q
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Table B.7.9.3-4 Summary of Sample Frozen Storage Conditions 0
Interval of Dem "\trated

Maximum Storage Frozen StorageStability —

Matrix Storage Temperature (°C)* Duration (days) Interim Reg§t (days)®

Whole milk <-18 91 3@‘”0/ 182°¢

Skim milk <-18 70 871°/182°

Cream <-18 74 L@ 371°/182°

Muscle <-18 70 O 371°/182°

Subcutaneous Fat <-18 70 © 371°/182°

Mesenteric Fat <-18 70 A ¥ 371°/182°¢

Perirenal Fat <-18 69 0’~$O 371°/182°¢

Liver <-18 69 & 371°/182°

Kidney <-18 68 o9 371°/182°

# Storage temperature at the analytical laboratory (CEMAS) was -18°C or ngs.

N
Interim report, maximum storage interval currently evaluated for XD%?ZQ methyl and XDE-729 acid
° Interim report, maximum storage interval currently evaluated for X14449757. Additional data for longer intervals will
become available as the study continues S

O
X
Analytical Method Performance QQ,*

The efficiency of the analytical method Was{d,%termined at the time of analysis of each set of
samples by fortifying aliquots of the apprapriate control matrix with analyte and analysing
according to the method. An unfortified€ontrol matrix, reagent blank, and control matrix
fortified at the limit of detection (LOD) were included in each set as well. The LOD recovery
samples were analysed only to demonstrate observable peaks at the LOD level. Therefore,
the percent recovery of analyte is ;g%t reported for these samples. Recoveries were corrected
for any apparent residue in the c(bo‘ﬁesponding control sample.

b

Fortified recoveries were analy%ed over a range of 0.01 mg/kg to 1.0 mg/kg (liver and
kidney) and 0.01 mg/kg to oA mg/kg (all other matrices). Overall average procedural
recovery for the three an‘a\\tﬁes (XDE-729 methyl, XDE-729 acid and X11449757) in all
matrices (whole milk, g@m milk, cream, muscle, liver, kidney, subcutaneous fat, mesenteric
fat and perirenal fat) éﬁhged from 89% to 105%, and are therefore acceptable.
O

&

Residues in Whofe Milk

N
A summary o{S(DE-?ZQ methyl, XDE-729 acid and X11449757 residues in whole milk
during the gQ(ging and depuration periods is presented in the tables below. Since no residues
above thed=OQ were found in whole milk, there was not an opportunity to demonstrate that a
plateauj@vel of residue had been reached before dosing ended. Although residues did not
exceed-the LOQ in any whole milk sample and in most cases were ND (<0.003 mg/kg), the
dosbh@ period of 28 to 29 consecutive days is considered sufficient since this meets guideline
reGuirements and is expected to be sufficient time for residues to begin to appear in milk if

&.\;&nere was potential for appreciable transfer of residues to milk. Except for one sample of

;
S
&
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milk with a detectable residue of XDE-729 methyl (Group C) and a few samples of mi.lgé\
from the 15.31 mg/kg (Group D) dose level with detectable residues of X11449757 (05903-
0.008 mg/kg range), residues in the milk samples were ND (not detected, below theQ]90D of
0.003 mg/kg). Average residues in milk are listed below, but since residues were typically
not detected (ND), all averages are also ND. These results are consistent with those observed
in the NOR (Nature of the Residue) study conducted with XDE-729 methyl ig@oats since in
that study residues of XDE-729 methyl, XDE-729 acid and X11449757 weré&not observed in
milk above the analytical LOD of 0.003 mg/kg when the goats were dosed:with [14C]-XDE-

729 methyl at a level equivalent to approximately 10 mg/kg in dry feeng)\

Skim Milk and Cream §

Samples of whole milk collected on study days 22 and 26 were mecﬁanically separated into
skim milk and cream in order to determine if residues partition pgeferentially with either
fraction. Results of residue analysis for XDE-729 methyl, XDE-729 acid and X11449757 in
skim milk and cream are presented in Table B.7.9.3-9. Th @ was no indication of residue
concentration in either the cream or skim milk fractions ag.residues in all samples were ND
(<0.003 mg/kg); however, residues were not detected i\r;(’;&)rresponding whole milk samples.

Residues in Tissues (Muscle, Fat, Liver and Kidney)~<oO

Residues of XDE-729 methyl, XDE-729 acid andqg§€1449757 in muscle, fat, liver and kidney
from animals slaughtered upon completion of the?dosing period (slaughtered within 8 hours
of administration of final dose) are listed in Tgﬁ’le B.7.9.3-10. Additionally, a summary of
average XDE-729 methyl, XDE-729 acid an€’X11449757 residues in muscle, fat, liver and
kidney is shown in Table B.7.9.3-11. 0\b

Q
Residues of XDE-729 methyl were ND<0.003 mg/kg) at all dose levels in all tissues
evaluated (muscle, fat, liver and kid . Residues of XDE-729 acid were ND (<0.003
mg/kg) at all dose levels in muscle,dat and liver, but were detected at levels below the LOQ
of 0.01 mg/kg in kidney from one€ow in the 1.06 mg/kg dose group and in two cows in the
15.31 mg/kg dose group. Residpes of X11449757 were ND (<0.003 mg/kg) at all dose levels
in muscle. However, X11449757 was detected at levels below the LOQ of 0.01 mg/kg in
kidney from cows in the 1g§?ﬁg/kg dose level group and was found at levels above the LOQ
in Kidney in the 3.16 mg/kg and 15.31 mg/kg dose level groups. In liver, X11449757 was
found at levels above the’LOQ in all dose level groups. Additionally, X11449757 was ND
(<0.003 mg/kg) in fag;}qﬁ the 1.06 mg/kg and 3.16 mg/kg dose level groups, but was detected
(> 0.003 mg/kg) orl@bove the LOQ in several of the fat samples from the 15.31 mg/kg
(Group D) dose ;ngel.

Regression gr@ﬁ‘\l'\s for residues of X11449757 in liver and kidney by dose level of XDE-729
methyl in the’diet are shown in Table B.7.9.3-12. The regression analysis demonstrated a
linear relationship between the dose level and the resulting residue concentration.
Regression analysis was not performed for XDE-729 methyl or XDE-729 acid, or for
X114é©757 in tissues other than liver and kidney or in milk, as in almost all cases the
resig&es were below the LOQ.

O

Dépuration of residues of XDE-729 methyl, XDE-729 acid and X11449757 from muscle, fat,

&'Qﬁ'ver and kidney was evaluated in specified cows in the 15.31 mg/kg (Group D) dose level at

K
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3, 5, 10 and 15 days after administration of the final dose on Study Day 28. Depuration gata
is reported in the bottom portion of the same tables with other tissue residue data for (50\
XDE-729 methyl, XDE-729 acid and X11449757 (i.e. depuration data for tissues begins on
Study Day 31, which is 3 days after the administration of the final dose on Study Bay 28).
All residues in the depuration animals were below the LOQ by Day 31 of the s (3 days
after withdrawal of the test item from the cows’ diet). At 3 days after withdrawal (Day 31),
residues were ND (<0.003 mg/kg) in milk and all tissues evaluated, exceptg}@r one liver
sample in which residues of X11449757 were detected (> 0.003 mg/kg),]%ut were below the
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Table B.7.9.3-5 Summary of Procedural Recoveries o
S
*Q(DJ
Matrix Analyte Fortification | Number Recoveries Mean RSD
Level of (%) Re&Svery (%)
(mg/kg) Samples O(%)
>
%)
o)
Whole milk XDE-729 0.01 32 96, 97, 105, 101, 103, 9@ 99 7.3
Methyl 92, 96, 100, 103, 95\:@%4,
103, 109, 104, 10%, 97,
92, 89, 88, 108293, 96,
97, 99, 94, 92; 126, 96,
103,400, 94
\S(D
0.10 23 100, 9&6’*38, 101, 100, 94, 98 5.6
10 , 95, 101, 101, 96,
102, 80, 97, 104, 103, 96,
N
L 95, 92, 101, 96, 103
D
&
E‘)\Q Overall mean 99 6.6
L
<
&
Skim milk XDE-729 0.01 S 5 89, 88, 95, 90, 96 92 4.0
Methyl Sb
0.10 OS 5 89, 96, 95, 95, 94 94 3.0
go(\
S Overall mean 93 35
v
@
(DQ
\b
Cream XDE-729 |4 0.01 5 102, 105, 96, 108, 108 104 4.8
Methyl @Q
g 0.10 5 101, 99, 97, 101, 95 99 2.6
<
L
> Overall mean 101 4.6
A
@
)
Muscle Q%(DE—?ZQ 0.01 5 100, 89, 103, 96, 86 95 7.6
\(§ Methyl
(\0 0.10 5 105, 104, 93, 103, 86 98 8.5
Q’D
9 Overall mean 97 7.8
&
O
X
&
S
S
o)b
&
6.
S
Q.
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Table B.7.9.3-5 Summary of Procedural Recoveries (cont.) . @0
&
™
Matrix Analyte Fortification | Number Recoveries Megan RSD
Level of (%) Récovery (%)
(mg/kg) Samples Qb (%)
o,\;o
Liver XDE-729 0.01 5 93, 90, 93, 95, 1ng/ 94 3.9
Methyl o
0.10 5 102, 100, 99, 94, 99 99 3.0
N
1.0 2 10 {906 99 3.6
. ;Qg,\ .
K(D
%Berall mean 97 4.0
&
. $
Kidney XDE-729 0.01 5 994,97, 103, 96, 97 97 35
O
Methyl gy
0.10 5 ‘\Q\ 93,99, 101, 101, 100 99 3.4
S
1.0 @ 91, 97 94 4.5
$®
1 Overall mean 97 3.7
N
S
Subcutaneous XDE-729 0.0g” 5 93, 103, 100, 94, 97 97 4.3
Fat Methyl >
.10 5 96, 89, 94, 100, 94 95 42
v
&
o Overall mean 96 43
&
Qo
Mesenteric XDE@Q 0.01 5 105, 97, 103, 92, 106 101 5.9
Fat yl
Q)A(b 0.10 5 100, 92, 97, 102, 102 99 4.3
O
<f</ Overall mean 100 5.0
&
&
b.
Perirgoﬁéqr XDE-729 0.01 5 106, 88, 97, 107, 97 99 7.9
Eﬁt Methyl
QO 0.10 5 104, 93, 106, 103, 93 100 6.3
&
Q0
G}@ Overall mean 99 6.7
o)bo
&



280
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 .
&
Table B.7.9.3-5 Summary of Procedural Recoveries (cont.) .(00
&
™
Matrix Analyte Fortification | Number Recoveries Megan RSD
Level of (%) Récovery (%)
(mg/kg) Samples Q)b (%)
o,\;o
Whole milk XDE-729 0.01 32 102, 106, 106, 90, 91,486, 99 9.3
Acid 109, 91, 100, 109714,
75, 106, 1186, 90&3{‘?)1, 97,
95,91, 91, 11© 95, 96,
96, 95, 97,. gbZ, 109, 106,
92,95, 98
S
RY
0.10 23 10 @%6, 97, 100, 108, 101 7.1
103, 108, 104, 96, 99,
01, 100, 105, 77, 94,
03\ 102, 109, 104, 92, 103,
‘\Q\ 109, 93, 103
O
o
& Overall mean 100 8.4
w2
IS
Skim milk XDE-729 0.01 Sb 5 104, 99, 108, 106, 94 102 5.6
Acid \é)
0.10° 5 98, 108, 104, 99, 101 102 4.0
N
o
& Overall mean 102 4.6
Ry
()
O
Cream XDE—729;§D 0.01 5 89, 108, 101, 119, 97 103 11.1
Acid ©
§ 0.10 5 105, 106, 111, 104, 106 106 25
(§}‘Z>
& Overall mean 105 7.7
Muscle é\(b XDE-729 0.01 5 104, 101, 102, 79, 99 97 10.5
é‘ Acid
O)Q 0.10 5 104, 94, 88, 108, 90 97 9.1
&
Q\O Overall mean 97 9.3
&
<
o
o)b
&
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Table B.7.9.3-5 Summary of Procedural Recoveries (cont.) .(00
&
™
Matrix Analyte Fortification | Number Recoveries Megan RSD
Level of (%) Récovery (%)
(mg/kg) Samples Q)b (%)
0,\;0
Liver XDE-729 0.01 5 100, 108, 94, 100, J&Q 102 6.1
Acid &
0.10 5 99, 94, 105, ]@5 99 99 3.9
N
1.0 2 9 {% 98 2.2
K(D
%Berall mean 100 4.9
&
. $
Kidney XDE-729 0.01 5 (5\9103, 92,101, 93, 94 97 5.2
Acid N
0.10 5 ‘Q\“ 97, 98, 103, 100, 99 99 2.3
N
S
1.0 @ 99, 99 99 0.0
$®
1 Overall mean 98 3.7
N
S
Subcutaneous XDE-729 0.0g” 5 70, 99, 106, 109, 110 99 16.9
Fat Acid >
09.10 5 103, 109, 99, 102, 99 102 4.0
v
&
o Overall mean 101 115
&
{\O
Mesenteric XDE:#29 0.01 5 108, 78, 101, 96, 119 100 15.1
Fat ATid
Q)A(b 0.10 5 100, 93, 103, 109, 97 100 6.0
<f</ Overall mean 100 10.9
&
&
é.
Perirgor‘ézr XDE-729 0.01 5 103, 108, 95, 109, 79 99 12.5
Eﬁt Acid
\"\O 0.10 5 107, 106, 106, 110, 100 106 3.4
&
§ Overall mean 102 9.1
&
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Table B.7.9.3-5 Summary of Procedural Recoveries (cont.) .(00
&
™
Matrix Analyte Fortification | Number Recoveries Megan RSD
Level of (%) Récovery (%)
(mg/kg) Samples Q)b (%)
o,\;o
Whole milk X11449757 0.01 32 108, 96, 93, 106, 10%@8, 100 7.9
108, 101, 107, 106;-96,
120, 102, 104, 92,°89, 97,
106, 104, 89,@&, 87, 90,
87, 97, 1;0@9, 98, 109,
1094301, 103
S
RY
0.10 23 101&_@ , 115, 115, 111, 107 51
1Q5, 110, 107, 111, 109,
10, 108, 111, 88, 108,
03\ 107, 110, 103, 103, 107,
‘ \Q\ 108, 110, 103
O
g0l
Q Overall mean 103 7.5
w2
IS
Skim milk X11449757 0.01 Sb 5 102, 103, 108, 100, 103 103 2.9
o
N
0.10° 5 107,100, 111, 116, 103 107 5.9
N
2o
QQ’ Overall mean 105 4.9
Ry
()
O
Cream X114497567§b 0.01 5 94, 98, 103, 97, 86 96 6.6
<
& 0.10 5 107, 103, 108, 111, 101 106 3.8
(§}‘Z>
& Overall mean 101 7.3
(/C,)
>V
Muscle O(b X11449757 0.01 5 86, 110, 79, 101, 94 94 13.0
&
O)Q 0.10 5 110, 100, 91, 108, 94 101 8.3
&
Q\O Overall mean 97 10.7
&
<
o
o)b
&
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Table B.7.9.3-5 Summary of Procedural Recoveries (cont.) .(00
&
Q
. I . 9
Matrix Analyte Fortification | Number Recoveries Mgan RSD
Level of (%) Re%overy (%)
(mg/kg) Samples ,@b (%)
‘(b
] %)
Liver X11449757 0.01 5 99, 83, 90, 92,3;@ 92 6.7
Q
X
0.10 5 109, 109, 102,406, 105 106 2.8
Q@
1.0 2 108100 101 0.7
&
QS)\yeraII mean 99 8.0
Q_
O
N
Kidney X11449757 0.01 5 )\;& 79, 104, 84, 98, 79 89 13.0
&
0.10 5.5 | 94,97,97,103,99 98 3.4
Q)’D
1.0 o2 96, 96 96 0.0
N
4'\0
R Overall mean 94 9.1
S
o)
>
Subcutaneous | X11449757 O(.b@ 5 101, 88,91, 74, 77 86 12.7
Fat (%)
@ 10 5 87, 93, 93, 97, 88 92 45
)
s
N Overall mean 89 9.3
b(b
S
N
Mesenteric Xllg@?B? 0.01 5 90, 85, 107, 98, 86 93 9.9
Fat 4%
2 0.10 5 105, 102, 102, 109, 95 103 5.0
ING
o Overall mean 98 8.8
N
o)
&
Q’b
Peri&éhal X11449757 0.01 5 88, 110, 94, 102, 115 102 10.9
9\(§at
Q)&' 0.10 5 102, 92, 109, 105, 89 99 8.6
S
& Overall mean 101 94
O
2
&
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Table B.7.9.3-6 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During I%g“ézfng
@bOQ
XDE-729 Methyl *° g
Dose Cow Study Day 5~
Group | Number [ -1 1 3 5 7 10 14 |s18 | 20 | 22 [ 24 | 28 [ 29
A 1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0 @l <0.01 | <0.01 | <0.01 | <0.01 - <0.01
A 2 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <§Jb01 <0.01 | <0.01 | <0.01 | <0.01 - <0.01
A 3 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 e<0 01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
B 4 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <O. 01\@ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 5 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <aO. Qi <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 6 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <QD?)1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 7 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 &0 01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
C 8 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 ﬁo 008)° | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 9 <0.01 | <0.01 | <0.01 | <0.01 | <O. Q;b <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 10 <0.01 | <0.01 | <0.01 | <0.01 <Q§®1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 11 <0.01 | <0.01 | <0.01 | <0.01 go 01 | <0.01 |<0.01 ]| <0.01 |<0.01|<0.01|<0.01 - <0.01
D 12 <0.01 | <0.01 | <0.01 | <O. 01 \“<0 01 | <0.01 |<0.01|<0.01|<0.01]|<0.01|<0.01]|<0.01 -
D 13 <0.01 | <0.01 | <0.01 | <O. Qgp <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 14 <0.01 | <0.01 | <0.01 gcﬁ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 15 <0.01 | <0.01 | <0.01 §b.01 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -

& All concentrations are expressed in mg/k

® Average dose levels of XDE-729 methé(fga/ttained when expressed on the basis of concentration in the diet (mg /kg dry matter) for Dose

A‘U

2
O

Groups A, B, C and D were 0.00 mg/kg; 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
© the LOD is <0.003 mg/kg, the notlf;‘ér has recorded this sample as 0.008 mg/kg, although it is noted that the method is validated to an
LOQ of <0.01 mg/kg.
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Table B.7.9.3-6 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During I%Q@ang (cont.)
@boo
XDE-729 methyl P - continued &
Dose Cow Study Day s
Group | Number | -1 1 3 5 7 10 | 14 [ a8 | 20 | 22 | 24 | 28
S
Q
D 16 <0.01 - - - - - <0. ngo - - <0.01 - <0.01
D 17 <0.01 - - - - - <2591 - - <0.01 - <0.01
D 18 <0.01 - - - - - <0.01 - - <0.01 - <0.01
D 19 <0.01 - - - - - <®<0 01 - - <0.01 - <0.01
D 20 <0.01 | - - - - - & <001 | - - |<001| - |<001
D 21 <0.01 - - - - @,@b <0.01 - - <0.01 - <0.01
D 22 <0.01 - - - - - <0.01 - - <0.01 - <0.01
D 23 <0.01| - - - - o - | <001 - - | <001] - |<001
D 24 <0.01| - - - -8 - | <001 - - | <001| - |[<001
D 25 | <001| - - - (Dg” - | <001]| - - |<001| - |<001
D 26 <0.01 - - - & - - <0.01 - - <0.01 - <0.01
D 27 <0.01 - - - Q}? - - <0.01 - - <0.01 - <0.01

& All concentrations are expressed in mg/kg.
b Average dose levels of XDE-729 methyl a&ﬁmed when expressed on the basis of concentration in the diet (mg /kg dry
matter) for Dose Groups A, B, C and D \gdsére 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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Table B.7.9.3-6 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During Ig\\g?gmg (cont.)
@boo
XDE-729 Acid ®" g
Dose Cow Study Day  &”
Group Number -1 1 3 5 7 10 14 Qﬁ\B 20 22 24 28 29
IS
A 1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <0 O{‘LZ7 <0.01 | <0.01 | <0.01 | <0.01 - <0.01
A 2 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 1 <0.01 | <0.01 | <0.01 | <0.01 - <0.01
A 3 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 S .01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
B 4 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <O. Ol %<0.01 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 5 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <O. Q& <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 6 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <Q581 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 7 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 éO 01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.02 -
C 8 <0.01 | <0.01 | <0.01 | <0.01 <0-01\8\ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 9 <0.01 | <0.01 | <0.01 | <0.01 <O.QQ? <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 10 <0.01 | <0.01 | <0.01 | <0.01 <Q@61 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 11 <0.01 | <0.01 | <0.01 | <0.01 (égg0.0l <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
D 12 <0.01 | <0.01 | <0.01 | <O. 01 ¢ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 13 <0.01 | <0.01 | <0.01 | <O. gﬁ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 14 <0.01 | <0.01 | <0.01 <gﬁ)1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 15 <0.01 | <0.01 | <0.01 §’E0.01 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -

& All concentrations are expressed in m
® Average dose levels of XDE-729 me
matter) for Dose Groups A, B, C %ﬁd D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

g.
yl attained when expressed on the basis of concentration in the diet (mg /kg dry




287
XDE 729 Methyl (Halauxifen-methyl) Volume 3, Annex B.7 6‘§
&
Table B.7.9.3-6 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During I%&gmg (cont.)
@boo
XDE-729 Acid ®® - continued &
Dose Cow Study Day s
Group | Number [ -1 1 3 5 7 |10 14 [ 48 | 20 22 24 28
S
D 16 <0.01 - - - - - <0. 01;0 - - <0.01 - <0.01
D 17 <0.01 - - - - - <0 931 - - <0.01 - <0.01
D 18 <0.01 - - - - - <Q 01 - - <0.01 - <0.01
D 19 <0.01 - - - - - O«O 01 - - <0.01 - <0.01
D 20 | <001| - - - - - 49<001 | - - | <0.01 - <0.01
D 21 <0.01 - - - - -@?b <0.01 - - <0.01 - <0.01
D 22 <0.01 - - - - F <0.01 - - <0.01 - <0.01
D 23 | <001| - - - - - | <001 | - - | <0.01 - | <0.01
D 24 <0.01| - - - - - <0.01 - - <0.01 - <0.01
D 25 | <001| - - - & | - | <00 | - - | <001 - | <0.01
D 26 <0.01 - - - & - - <0.01 - - <0.01 - <0.01
D 27 <0.01 - - - ,D:*(D - - <0.01 - - <0.01 - <0.01

& All concentrations are expressed in mg/kg.
b Average dose levels of XDE-729 methyl a&ﬁmed when expressed on the basis of concentration in the diet (mg /kg dry
matter) for Dose Groups A, B, C and D \gdsére 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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Table B.7.9.3-6 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During Ig\\g?gmg (cont.)
@boo
X11449757 > g
Dose Cow Study Day  &”
Group Number -1 1 3 5 7 10 14 Qﬁ\B 20 22 24 28 29
IS
A 1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <0 le <0.01 | <0.01 | <0.01 | <0.01 - <0.01
A 2 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 1 <0.01 | <0.01 | <0.01 | <0.01 - <0.01
A 3 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 S .01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
B 4 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <O. 01 rZ?<0.01 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 5 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <O. Q& <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 6 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <Q581 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
B 7 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 éO 01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
C 8 <0.01 | <0.01 | <0.01 | <0.01 <0-01\8\ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 9 <0.01 | <0.01 | <0.01 | <0.01 <O.Qéf <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 10 <0.01 | <0.01 | <0.01 | <0.01 <Q@61 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
C 11 <0.01 | <0.01 | <0.01 | <0.01 (égg0.0l <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
D 12 <0.01 | <0.01 | <0.01 | <O. 01 ¢ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 13 <0.01 | <0.01 | <0.01 | <O. gﬁ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 14 <0.01 | <0.01 | <0.01 <gﬁ)1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
D 15 <0.01 | <0.01 | <0.01 |.€0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -

& All concentrations are expressed in m
® Average dose levels of XDE-729 me
matter) for Dose Groups A, B, C %ﬁd D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

g.
yl attained when expressed on the basis of concentration in the diet (mg /kg dry
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Table B.7.9.3-6 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During I%&glng (cont.)
@bOQ
X11449757 *° - continued &
Dose Cow Study Day &
Group | Number | -1 1 3 5 7 | 10 14 18 20 22 24 28 29
s
D 16 <0.01| - - - - - <0.01 & - - <0.01 - <001 | -
D 17 <001 | - - - - - (o.ooggyf - - <0.01 - | (0.004) | -
D 18 <001 | - - - - - <001 - - <0.01 - <001 | -
D 19 <0.01 - - - - - <0.01 - - <0.01 - <0.01 -
D 20 | <001| - - - - - §6 003)¢| - - | <001 | - | <001]| -
D 21 <0.01 - - - - - ézr <0.01 - - <0.01 - <0.01 -
D 22 <001 | - - - - - | <0.01 - - [ (0.003) | - <001 | -
D 23 <001 | - - - - \§° <0.01 - - <0.01 - <001 | -
D 24 <0.01| - - - - <o° - <0.01 - - <0.01 - <0.01 | -
D 25 <001 | - - - ;§c - <0.01 - - 1(0.003) | - |(0.003)| -
D 26 <001 | - - - | e - <0.01 - - <0.01 - <001 | -
D 27 <001 - - - q;‘” -l - | <001 | - - | <001 | - |<001]| -

& All concentrations are expressed in mg/kg.

b Average dose levels of XDE-729 methyl a&ﬁmed when expressed on the basis of concentration in the diet (mg /kg dry

matter) for Dose Groups A, B, C and D \gdsére 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
© the LOD is <0.003 mg/kg, the notifier has ré@orded this sample as 0.008 mg/kg, although it is noted that the method is validated to an

LOQ of <0.01 mg/kg.
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Table B.7.9.3-7 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During DQeﬁ(buration
<
@bo
XDE-729 Methyl *° $
Dose | Cow Study Day >
Group | Number | 29 | 30 | 31 | 33 | 35 36 | <40 42
: §\¢
16 <0.01 | <0.01 - - - - c}@* - -
17 <0.01 | <0.01 - - - ég;o\) - -
18 <0.01 | <0.01 - - - s - -
19 | <0.01|<0.01|<001|<001| - |& - - -
2]

20 <0.01 | <0.01 | <0.01 | <0.01 -
21 <0.01 | <0.01 | <0.01 | <0.01 &
22 <0.01 | <0.01 | <0.01 | <0.01 | <6201 | <0.01 | <0.01 -
23 <0.01 | <0.01 | <0.01 | <0.01 b‘<°0.01 <0.01 | <0.01 -
24 <0.01 | <0.01 | <0.01 | <0.01] <0.01 | <0.01 | <0.01 | <0.01
25 <0.01 | <0.01 | <0.01 <OQ,7\©?[ <0.01 | <0.01 | <0.01 | <0.01
26 <0.01 | <0.01 | <0.01 §9.01 <0.01 | <0.01 | <0.01 | <0.01
27 <0.01 | <0.01 | <0.01 [¢<0.01 | <0.01 | <0.01 | <0.01 -
& All concentrations are expressed in mg/kg. .

Average dose levels of XDE-729 metgﬁ attained when expressed on the basis of concentration in the diet (mg /kg dry

matter) for Dose Groups A, B, C and D were 0.00\@@/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
&

S
N
v

O0O0ODO0ODU0UOO0OD0OU0DU0O0OU0O0
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Table B.7.9.3-7 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During DQeﬁ(buratlon (cont.)
<
@t’o
XDE-729 Acid *® $
Dose | Cow Study Day >
Group | Number | 29 | 30 | 31 | 33 | 35 36 | <40 42
. §\¢
16 <0.01 | <0.01 - - - - c}@* - -
17 <0.01 | <0.01 - - - ég;o\) - -
18 <0.01 | <0.01 - - - 5 - -
19 | <0.01|<0.01|<001|<001| - |& - - -
20 | <0.01|<0.01|<001]|<001]| - 5@ - - -

21 <0.01 | <0.01 | <0.01 | <0.01 - - - -
22 <0.01 | <0.01 | <0.01 | <0.01 @b <0.01 | <0.01 -
23 <0.01 | <0.01 | <0.01 | <0.01 f<0 01| <0.01 | <0.01 -
24 <0.01 | <0.01 | <0.01 | <0.01¢] <0.01 | <0.01 | <0.01 | <0.01
25 <0.01 | <0.01 | <0.01 <O,\©?[ <0.01 | <0.01 | <0.01 | <0.01
26 <0.01 | <0.01 | <0.01 49 01 | <0.01 | <0.01 | <0.01 | <0.01
27 <0.01 | <0.01 | <0.01 &0 01 | <0.01 | <0.01 | <0.01 -
All concentrations are expressed in mg/

b Average dose levels of XDE-729 methyl a&ﬁmed when expressed on the basis of concentration in the diet (mg /kg dry

matter) for Dose Groups A, B, Cand D \gdsére 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

O0O0ODO0ODU0UOO0OD0OU0DU0O0OU0O0

a
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&
Table B.7.9.3-7 Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milk During D§purat|on (cont.)

@b
X11449757 *° &
Dose Cow Study Day N
Group | Number | 29 | 30 | 31 | 33 | 35 36 | <40 42
&
16 | <0.01|<001| - - - - 8- -
17 | <0.01|<001| - - - & - -
18 | <0.01|<001| - - S - -
19 | <0.01|<001|<001|<001| - |& - - -
20 | <0.01|<0.01|<0.01|<001| - b{) - - -

21 <0.01 | <0.01 | <0.01 | <0.01 - - - -
22 <0.01 | <0.01 | <0.01 | <0.01 @b <0.01 | <0.01 -
23 <0.01 | <0.01 | <0.01 | <0.01 ‘<0 01| <0.01 | <0.01 -
24 <0.01 | <0.01 | <0.01 | <0.01¢] <0.01 | <0.01 | <0.01 | <0.01
25 <0.01 | <0.01 | <0.01 <O,\©?[ <0.01 | <0.01 | <0.01 | <0.01
26 <0.01 | <0.01 | <0.01 49 01 | <0.01 | <0.01 | <0.01 | <0.01
27 <0.01 | <0.01 | <O. 01 &0 01 | <0.01 | <0.01 | <0.01 -

& All concentrations are expressed in mg/kg.

b Average dose levels of XDE-729 methyl a&ﬁmed when expressed on the basis of concentration in the diet (mg /kg dry

matter) for Dose Groups A, B, C and D \gdsére 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

O0O0ODO0ODU0UOO0OD0OU0DU0O0OU0O0
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Table B.7.9.3-8 Average Residues of XDE-729 methyl, XDE-729 acid and X11449757 in I\/IiIkQQ?{D
OQ\
s
XDE-729 methyl *® - Dosing period &
Dietary Study Day s
Dose, >
Dose DM N
Group (mg/kg) -1 1 3 5 7 10 14 5| 18 20 22 24 28 29
D
@
S5
A 0.0 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <6.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
B 1.06 <0.01 <0.01 | <0.01 | <0.01 | <0.01 <O'01é~§<0'01 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
C 3.16 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <0.0390\ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
D 15.31 <0.01 <0.01 | <0.01 | <0.01 | <0.01 <(‘)¢‘f)\1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
‘QQJ@
XDE-729 methyl *® - Depuration period S
>
Dietary Study Day &
Dose, Q
Dose DM o0
Group | (mg/kg) 29 30 31 33 235 36 40 42
>
R
Q)
D 15.31 | <0.01 | <0.01 | <0.01 | <0.0%¥| <0.01 | <0.01 | <0.01 | <0.01
LN

Average dose levels of XDE-729 methyl a

L

All concentrations are expressed in mg/kg. Avgg%’ges are calculated from individual results, rounded to 3 decimal places. Residues
below the LOD (ND) are classed as 0 mg/l:écj%r the purposes of calculating mean values.

ined when expressed on the basis of concentration in the diet (mg /kg dry matter) for
Dose Groups A, B, C and D were 0.00 rrggﬁ(g 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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Table B.7.9.3-8 Average Residues of XDE-729 methyl, XDE-729 acid and X11449757 in Milkéﬁ%nt.)
OQ\
s
XDE-729 acid ® " - Dosing period &
Dietary Study Day s
Dose, >
Dose DM N
Group (mg/kg) -1 1 3 5 7 10 14 5| 18 20 22 24 28 29
\5(0
@
S5
A 0.0 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <6.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
B 1.06 <0.01 <0.01 | <0.01 | <0.01 | <0.01 <O'01é~§<0'01 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
C 3.16 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <0.0390\ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
D 15.31 <0.01 <0.01 | <0.01 | <0.01 | <0.01 <(‘)¢‘f)\1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
‘QQ)@
XDE-729 acid ® " - Depuration period bé‘
Dietary Study Day &
Dose, Q
Dose DM o0
Group | (mg/kg) 29 30 31 33 235 36 40 42
>
R
Q)
D 15.31 | <0.01 | <0.01 | <0.01 | <0.0%¥| <0.01 | <0.01 | <0.01 | <0.01
N

A

& All concentrations are expressed in mg/kg. Avg%’ges are calculated from individual results, rounded to 3 decimal places. Residues

below the LOD (ND) are classed as 0 mg/kg, for the purposes of calculating mean values.

b Average dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg dry matter) for

Dose Groups A, B, C and D were 0.00 m\g?kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

,Oef




Average dose levels of XDE-729 methyl a
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Table B.7.9.3-8 Average Residues of XDE-729 methyl, XDE-729 acid and X11449757 in I\/IiIngﬁ%nt.)
OQ\,
s
X11449757 *° - Dosing period &
Dietary Study Day s
Dose, >
Dose DM N
Group (mg/kg) -1 1 3 5 7 10 14 5| 18 20 22 24 28 29
D
@
S5
A 0.0 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <6.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
B 1.06 <0.01 <0.01 | <0.01 | <0.01 | <0.01 <O'01é~§<0'01 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
C 3.16 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 <0.0390\ <0.01 | <0.01 | <0.01 | <0.01 | <0.01 - <0.01
D 15.31 <0.01 <0.01 | <0.01 | <0.01 | <0.01 <(‘)¢‘f)\1 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 -
‘QQJ@
X11449757 *° - Depuration period S
- >
Dietary Study Day &
Dose, Q
Dose DM o0
Group | (mg/kg) 29 30 31 33 235 36 40 42
>
R
«J
D 15.31 | <0.01 | <0.01 | <0.01 | <0.0%¥| <0.01 | <0.01 | <0.01 | <0.01
LN

All concentrations are expressed in mg/kg. Avgg%’ges are calculated from individual results, rounded to 3 decimal places. Residues
below the LOD (ND) are classed as 0 mg/l:écj%r the purposes of calculating mean values.

ined when expressed on the basis of concentration in the diet (mg /kg dry matter) for
Dose Groups A, B, C and D were 0.00 ng\gﬂ(g 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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Table B.7.9.3-9 Summary of Residues of XDE-729 methyl, XDE-729 acid and X11449757$n Skim
Milk and Cream Q;o\
Q
S
XDE-729 Methyl Sl
. @
Dose Cow _ _ Residue (mg/kg) 5\;§
Group® | Number Sbklm Milk ' bCream g

22 26 22 26

5}0

A 1 <0.01 | <0.01 <0.01 .01

A 2 <0.01 <0.01 <0.01 .§<o.01

A 3 <0.01 <0.01 <0.01 < <0.01

Mean <0.01 | <001 <0. 01 S| <0.01

B 4 <0.01 <0.01 <0 g <0.01

B 5 <001 | <0.01 01 | <0.01

B 6 <0.01 <0.01 @Qo 01 <0.01

B 7 <0.01 <0.01 £ <0.01 <0.01

Mean <001 | <0.01 {QSV <0.01 <0.01

C 8 <0.01 <001 | <0.01 <0.01

C 10 <001 | <001 <0.01 <0.01

C 11 <001 | <Ho1 <0.01 <0.01

Mean <0.01 |£<0.01 <0.01 <0.01

D 12 <0.01 & <0.01 <001 | <0.01

D 13 <0.01¢ <0.01 <0.01 <0.01

D 14 <o®aﬁ <0.01 <0.01 <0.01

D 15 <6.01 <0.01 <0.01 <0.01

Mean 22<0.01 <0.01 <0.01 <0.01

Average dose Ievel@%f XDE-729 methyl attained when expressed on the basis of

concentration in @e diet (mg /kg dry matter) for Dose Groups A, B, C and D were 0.00
mg/kg, 1.06 mgZkg, 3.16 mg/kg, 15.31 mg/kg, respectively.

Study Day.
&
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Table B.7.9.3-9 Summary of Residues of XDE-729 methyl, XDE-729 acid and Xll44975Z§n Skim
Milk and Cream (cont.) 6{70\
S
§
XDE-729 Acid 6@6
. Q&
Dose Cow . . Residue (mg/kg) P
a Skim Milk Cream N
Group Number L T 50 "y
6.
N
S
A 1 <0.01 <0.01 <0.01 | §<0.01
A 2 <0.01 | <0.01 <0.01 . <0.01
A 3 <001 | <0.01 <0.01,5° | <0.01
Mean <0.01 <0.01 <0.0% | <0.01
B 4 <0.01 <0.01 <§}9\31 <0.01
B 5 <0.01 <0.01 | @60.01 <0.01
B 6 <0.01 <001 | & <001 <0.01
B 7 <0.01 <0.01 J <0.01 <0.01
Mean <001 | <001z | <0.01 <0.01
C 8 <001 | <001 <0.01 <0.01
C 10 <001 | o1 <0.01 <0.01
C 11 <0.01 | <%0.01 <0.01 <0.01
Mean <0.01 ¥ <0.01 <0.01 <0.01
D 12 <o.03§;” <0.01 <0.01 <0.01
D 13 <081 | <o0.01 <0.01 <0.01
D 14 <01 | <001 <0.01 <0.01
D 15 |.4%001 | <001 | <001 | <001
Mean ¢ <0.01 <0.01 <0.01 <0.01

Average dose Ievg‘fs of XDE-729 methyl attained when expressed on the basis of
concentration i@he diet (mg /kg dry matter) for Dose Groups A, B, C and D were 0.00
mg/kg, 1.06 @Q(j/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

Study Da;(%f(’
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Table B.7.9.3-9 Summary of Residues of XDE-729 methyl, XDE-729 acid and Xll44975Z§n Skim
Milk and Cream (cont.) 6{70\
S
§
X11449757 6@6
. Q&
Dose Cow . . Residue (mg/kg) P
a Skim Milk Cream N
Group Number L 265 E 2B
6
N
S
A 1 <0.01 <0.01 <0.01 | §<0.01
A 2 <0.01 | <0.01 <0.01 . <0.01
A 3 <001 | <0.01 <0.01,5° | <0.01
Mean <0.01 <0.01 <0.0% | <0.01
B 4 <0.01 <0.01 <§}9\31 <0.01
B 5 <0.01 <0.01 | @60.01 <0.01
B 6 <0.01 <001 | & <001 <0.01
B 7 <0.01 <0.01 J <0.01 <0.01
Mean <001 | <001z | <0.01 <0.01
C 8 <001 | <001 <0.01 <0.01
C 10 <001 | o1 <0.01 <0.01
C 11 <0.01 | <%0.01 <0.01 <0.01
Mean <0.01 ¥ <0.01 <0.01 <0.01
D 12 <o.03§;” <0.01 <0.01 <0.01
D 13 <081 | <o0.01 <0.01 <0.01
D 14 <01 | <001 <0.01 <0.01
D 15 |.4%001 | <001 | <001 | <001
Mean ¢ <0.01 <0.01 <0.01 <0.01

Average dose Ievg‘fs of XDE-729 methyl attained when expressed on the basis of
concentration i@he diet (mg /kg dry matter) for Dose Groups A, B, C and D were 0.00
mg/kg, 1.06 @Q(j/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

Study Da;(%f(’
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Table B.7.9.3-10 Summary of Residues of XDE-729 methyl, XDE-729 acid and X114497gfﬁn
Muscle, Liver, Kidney and Fat 6{70\
XDE-729 Methyl *° Q%g’
Dose Cow | Study | Days After Residue (mg/kg) >~
Group | Number | Day | LastDose | Muscle Liver Kidney
\QQJC))

A 1 29 0 <0.01 <001 & <001

A 2 29 0 <0.01 <001 | <001

A 3 29 0 <0.01 <0.08” <0.01

B 4 28 0 <0.01 <001 <0.01

B 5 28 0 <001 | £0.01 <0.01

B 6 28 0 <001 | £<0.01 <0.01

B 7 | 28 0 <001 & <001 <0.01

C 8 29 0 <0015 <0.01 <0.01

C 9 29 0 <0.09 <0.01 <0.01

C 10 29 0 <001 <0.01 <0.01

C 11 29 0 &0.01 <0.01 <0.01

D 12 28 0 |¥<001 <0.01 <0.01

D 13 28 0 & <001 <0.01 <0.01

D 14 28 0| <001 <0.01 <0.01

D 15 28 0 <0.01 <0.01 <0.01

D 16 31 <3 <0.01 <0.01 <0.01

D 17 31 | @ 3 <0.01 <0.01 <0.01

D 18 31 K 3 <0.01 <0.01 <0.01

D 19 383 5 <0.01 <0.01 <0.01

D 20 s 5 <0.01 <0.01 <0.01

D 21 | 533 5 <0.01 <0.01 <0.01

D 22 ¢ 38 10 <0.01 <0.01 <0.01

D 23,7 | 38 10 <0.01 <0.01 <0.01

D 2 38 10 <0.01 <0.01 <0.01

D S24 43 15 <0.01 <0.01 <0.01

D [925 | 43 15 <0.01 <0.01 <0.01

D § 26 43 15 <0.01 <0.01 <0.01

& Al con%éﬂtrations are expressed in mg/kg. Averages are calculated from individual results, rounded to 3 decimal places. Residues below
the LODND) are classed as 0 mg/kg for the purposes of calculating mean values.

b A él%e dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg dry matter) for Dose
Grogps A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.

D
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Table B.7.9.3-10 Summary of Residues of XDE-729 methyl, XDE-729 acid and Xll4497g$in
Muscle, Liver, Kidney and Fat (cont.) Q(Z@
XDE-729 Methyl ° - continued Q*“@@
Days Residue (mglkg)
(?r(c))zz NSr%Vl:\)Ier Sél;(i/y ,?\_gt;r Subcutaneous | Mesenteric Bgrirenal
Dose Fat Fat R s Fat
A 1 29 0 <0.01 <0.0L¥ <0.01
A 2 29 0 <0.01 <Qés‘f <0.01
A 3 29 0 <0.01 <001 <0.01
B 4 28 0 <0.01 é\%om <0.01
B 5 28 0 <0.01 |@¥ <0.01 <0.01
B 6 28 0 <001 & <001 <0.01
B 7 28 0 <0.01 ;¥ <0.01 <0.01
C 8 29 0 <o.of° <0.01 <0.01
C 9 29 0 <01 <0.01 <0.01
C 10 [ 2 | 0 <601 <0.01 <0.01
C 11| 29 0 | x<001 <0.01 <0.01
D 12 28 0o | \§ <0.01 <0.01 <0.01
D 13 28 0 g> <0.01 <0.01 <0.01
D 14 28 0y <0.01 <0.01 <0.01
D 15 28 @fé\ <0.01 <0.01 <0.01
D 16 31 \@0) 3 <0.01 <0.01 <0.01
D 17 31 o 3 <0.01 <0.01 <0.01
D 18 31 3 <0.01 <0.01 <0.01
D 19 o 5 <0.01 <0.01 <0.01
D 20 933 5 <0.01 <0.01 <0.01
D 21 @° 33 5 <0.01 <0.01 <0.01
D 227 | 38 10 <0.01 <0.01 <0.01
D Q% 38 10 <0.01 <0.01 <0.01
D 5\‘027 38 10 <0.01 <0.01 <0.01
D & 24 43 15 <0.01 <0.01 <0.01
D 2| 25 43 15 <0.01 <0.01 <0.01
D | 26 | 43| 15 <001 <0.01 <001

All gqcentrations are expressed in mg/kg. Averages are calculated from individual results, rounded to 3 decimal places. Residues below the

LQOD (ND) are classed as 0 mg/kg for the purposes of calculating mean values.

b d:&ﬁage dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg dry matter) for Dose
roups A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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Table B.7.9.3-10 Summary of Residues of XDE-729 methyl, XDE-729 acid and X114497gfﬁn
Muscle, Liver, Kidney and Fat (cont.) 6{70\
XDE-729 Acid ®° Q%g’
Dose Cow | Study Days Residue (mg/kg) \mbv
Group | Number | Day After Last Muscle Liver (rfidney
Dose S
s
A 1 29 0 <0.01 <001 &  <0.01
A 2 29 0 <0.01 <o.ok§ <0.01
A 3 29 0 <0.01 <081 <0.01
B 4 28 0 <0.01 <0:01 (0.004)
B 5 28 0 <0.01 520.01 <0.01
B 6 28 0 <001 [2¥<001 <0.01
B 7 28 0 <0.01 .§ <0.01 <0.01
C 8 29 0 <0.QCJO§Z’ <0.01 <0.01
C 9 29 0 <001 <0.01 <0.01
C 10 29 0 5301 <0.01 <0.01
C 11 29 0 +<0.01 <0.01 <0.01
D 12 | 28 0 & <0.01 <0.01 (0.004)
D 13 28 0 & <001 <0.01 (0.004)
D 14 28 %9\‘ <0.01 <0.01 <0.01
D 15 28 8 <0.01 <0.01 <0.01
D 16 31 | 3 <0.01 <0.01 <0.01
D 17 | 31 |@° 3 <0.01 <0.01 <0.01
D 18 31 Qf 3 <0.01 <0.01 <0.01
D 19 330 5 <0.01 <0.01 <0.01
D 20 | 33 5 <0.01 <0.01 <0.01
D 21 33 5 <0.01 <0.01 <0.01
D 22 @° 38 10 <0.01 <0.01 <0.01
D 237 | 38 10 <0.01 <0.01 <0.01
D 38 10 <0.01 <0.01 <0.01
D |s°24 | 43 15 <0.01 <0.01 <0.01
D & 25 43 15 <0.01 <0.01 <0.01
Do'| 26 | 43 15 <0.01 <0.01 <0.01
Ci

All

entrations are expressed in mg/kg.

b A\@j&ge dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg dry matter) for Dose
ps A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively. respectively.
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Table B.7.9.3-10 Summary of Residues of XDE-729 methyl, XDE-729 acid and X114497.§§|n
Muscle, Liver, Kidney and Fat (cont.) 6{70\
XDE-729 Acid ®° - continued Q*‘@Q)
Dose Cow Study | Days After Subcutaneous Ref\l/ldeuseergggi/ckgkb .
Group | Number | Day | Last Dose Fat Fat 5\)‘2’ Perirenal Fat
=
A 1 29 0 <0.01 <0.01 <0.01
A 2 29 0 <0.01 <001 <0.01
A 3 29 0 <0.01 §<0.01 <0.01
B 4 28 0 <001 |& <001 <0.01
B 5 28 0 <001 & <0.01 <0.01
B 6 28 0 <0.01 < <0.01 <0.01
B 7 28 0 <0.08" <0.01 <0.01
C 8 29 0 <91 <0.01 <0.01
C 9 29 0 .<0.01 <0.01 <0.01
C 10 29 0 £<0.01 <0.01 <0.01
C 11 29 0 |g <001 <0.01 <0.01
D 12 28 0 g <001 <0.01 <0.01
D 13 28 0 <0.01 <0.01 <0.01
D 14 28 oS <0.01 <0.01 <0.01
D 15 28 Qd) <0.01 <0.01 <0.01
D 16 31 | 403 <0.01 <0.01 <0.01
D 17 31 | 3 <0.01 <0.01 <0.01
D 18 3Lyl 3 <0.01 <0.01 <0.01
D 19 3g° 5 <0.01 <0.01 <0.01
D 20 S 3 5 <0.01 <0.01 <0.01
D 21 & 33 5 <0.01 <0.01 <0.01
D 22 & 38 10 <0.01 <0.01 <0.01
D 23,7 | 38 10 <0.01 <0.01 <0.01
D Qé‘/ 38 10 <0.01 <0.01 <0.01
D & 24 43 15 <0.01 <0.01 <0.01
D & 25 43 15 <0.01 <0.01 <0.01
D o 26 43 15 <0.01 <0.01 <0.01

2 All gg}centrations are expressed in mg/kg.
b Average dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg dry matter) for Dose
(ﬁups A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively. respectively.
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Table B.7.9.3-10 Summary of Residues of XDE-729 methyl, XDE-729 acid and X114497
Muscle, Liver, Kidney and Fat (cont.)

Volume 3, Annex B.7

‘Q
X11449757 > Q%g’
Dose Cow | Study | Days After Residue (mg/kg) >~
Group | Number | Day | LastDose | Muscle Liver ‘({S\idney
QQ)
A 1 29 0 <0.01 <001 & <0.01
A 2 29 0 <0.01 <001 5| <0.01
A 3 29 0 <0.01 <0. oa; <0.01
B 4 28 0 <0.01 0,010 (0.005)
B 5 28 0 <0.01 62’012 (0.004)
B 6 28 0 <001 | $0.011 (0.004)
B 7 28 0 <0.01 [~ (0.008) (0.004)
C 8 29 0 <0.0L% | 0.045 0.022
C 9 29 0 <0 Qf 0.036 0.020
C 10 29 0 <001 0.036 0.024
C 11 29 0 &0.01 0.026 0.014
D 12 28 0 | % <0.01 0.216 0.048
D 13 28 0 QS <0.01 0.145 0.054
D 14 28 0| <001 0.164 0.045
D 15 28 0 <0.01 0.169 0.066
D 16 31 (é% <0.01 <0.01 <0.01
D 17 31 | @ 3 <0.01 (0.004) <0.01
D 18 31 K 3 <0.01 <0.01 <0.01
D 19 333 5 <0.01 <0.01 <0.01
v
D 20 s 5 <0.01 <0.01 <0.01
D 21 | §33 5 <0.01 <0.01 <0.01
D 22 ¢ 38 10 <0.01 <0.01 <0.01
D 23,7 | 38 10 <0.01 <0.01 <0.01
D 2 38 10 <0.01 <0.01 <0.01
D S04 43 15 <0.01 <0.01 <0.01
D [925 | 43 15 <0.01 <0.01 <0.01
D & 26 43 15 <0.01 <0.01 <0.01

trations are expressed in mg/kg.

|n

T All corgﬂ
> Ave dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg dry matter) for Dose

Gri A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively. respectivel
,,0\ 9/Kg, 9/Kg, 9/Kg, 9/Kg, resp y. resp Y.
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Table B.7.9.3-10 Summary of Residues of XDE-729 methyl, XDE-729 acid and X114497 in
Muscle, Liver, Kidney and Fat (cont.) Q@
X11449757 *" - continued Sl
S
Days Residue (mg/kg) &
(?r(c))zz NSr%Vl:\)Ier Sél;(i/y ,?\_gt;r Subcutaneous | Mesenteric @cﬁ’oerirenal
Dose Fat Fat A:-Q Fat
&}Q
A 1 29 0 <0.01 <0.08 <0.01
A 2 29 0 <0.01 <01 <0.01
A 3 29 0 <0.01 £bo1 <0.01
B 4 28 0 <0.01 £$<0.01 <0.01
B 5 28 0 <001 & <001 <0.01
B 6 28 0 <0.01 ;D\\O <0.01 <0.01
B 7 28 0 <0.015 <0.01 <0.01
C 8 29 0 <003 <0.01 <0.01
C 9 29 0 97%1 <0.01 <0.01
C 10 29 0 e(o 01 <0.01 <0.01
C 11 29 0 Qé‘ <0.01 <0.01 <0.01
D 12 28 0 & (0.003) <0.01 0.014
D 13 28 0 <7  (0.004) 0.012 (0.005)
D 14 28 Q® <0.01 <0.01 <0.01
D 15 28 Oe)ﬁ (0.007) <0.01 (0.004)
D 16 31 K3 <0.01 <0.01 <0.01
D 17 31y 3 <0.01 <0.01 <0.01
D 18 w | 3 <0.01 <0.01 <0.01
D 19 | 83 5 <0.01 <0.01 <0.01
D 20 \\;b‘\ 33 5 <0.01 <0.01 <0.01
D 21 Q)&b 33 5 <0.01 <0.01 <0.01
D 22 38 10 <0.01 <0.01 <0.01
D 523 38 10 <0.01 <0.01 <0.01
D |& 27 38 10 <0.01 <0.01 <0.01
D ¢ 24 | 43| 15 <0.01 <0.01 <0.01
D& 25 43 15 <0.01 <0.01 <0.01
=3 26 | 43 | 15 <0.01 <0.01 <0.01

Allgoncentrations are expressed in mg/kg.
rage dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg dry matter) for Dose
c?roups A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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\.
&
$
OC)
S

uscle,

Liver, Kidney and Fat &
Q
)
XDE-729 Methyl *° NI
Dietary Average Residue (mg/kg) N
Dose | Dose, | Daysof Q,QQ’
Group DM | Depuration Muscle Liver Kidrgy
(mg/kg) N
S
Q
A 0.0 - <0.01 <0.01 § <0.01
B 1.06 - <0.01 <0.01 (\@ <0.01
C 3.16 - <0.01 <001 i <001
D 15.31 - <0.01 <0.01& <0.01
D 15.31 3 <0.01 <001’ <0.01
D 15.31 5 <0.01 ~<OQ:01 <0.01
D 15.31 10 <0.01 R0.01 <0.01
D | 1531 15 <001 |-¢ <001 <0.01
b‘\\
Q)’D
<
- QQ
Dietary (@\verage Residue (mg/kg)
Dose Dose, | Days of Subcutaneous | Mesenteric | Perirenal Fat
Group DM | Depuration Fat Fat
(mg/kg) 2
O
&
A 0.0 - 79? <0.01 <0.01 <0.01
B 1.06 - Qg\}' <0.01 <0.01 <0.01
C 3.16 - @Q <0.01 <0.01 <0.01
D 15.31 =L <0.01 <0.01 <0.01
D 1531 | .8 <0.01 <0.01 <0.01
D 15.31 (#‘Z’ 5 <0.01 <0.01 <0.01
D 1531 |g° 10 <0.01 <0.01 <0.01
D 153L%5 15 <0.01 <0.01 <0.01
&
®  All concentratioiis are expressed in mg/kg. Averages are calculated from individual results, rounded to 3 decimal
places. Residges below the LOD (ND) are classed as 0 mg/kg for the purposes of calculating mean values.
®  Average dgﬁ levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg
dry mattgﬁ for Dose Groups A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
«Q
Q
@)
S
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\.
&
$
OC)
S

uscle,

Liver, Kidney and Fat (cont.) &
Q
)
XDE-729 Acid *"° NI
Dietary Average Residue (mg/kg) N
Dose | Dose, | Daysof Q,QQ’
Group DM | Depuration Muscle Liver Kidrgy
(mg/kg) L
S
Q
A 0.0 - <0.01 <0.01 § <0.01
B 1.06 - <0.01 <0.01 (\@ <0.01
C 3.16 - <0.01 <001 i <001
D 15.31 - <0.01 <0.01& <0.01
D 15.31 3 <0.01 <001’ <0.01
D 15.31 5 <0.01 ~<OQ:01 <0.01
D 15.31 10 <0.01 R0.01 <0.01
D | 1531 15 <001 |-¢ <001 <0.01
b‘\\
Q)’D
<
- QQ
Dietary (@\verage Residue (mg/kg)
Dose Dose, | Days of Subcutaneous | Mesenteric | Perirenal Fat
Group DM | Depuration Fat Fat
(mg/kg) 2
O
&
A 0.0 - 79? <0.01 <0.01 <0.01
B 1.06 - Qg\}' <0.01 <0.01 <0.01
C 3.16 - @Q <0.01 <0.01 <0.01
D 15.31 =L <0.01 <0.01 <0.01
D 1531 | .8 <0.01 <0.01 <0.01
D 15.31 (#‘Z’ 5 <0.01 <0.01 <0.01
D 1531 |g° 10 <0.01 <0.01 <0.01
D 153L%5 15 <0.01 <0.01 <0.01
&
®  All concentratioiis are expressed in mg/kg. Averages are calculated from individual results, rounded to 3 decimal
places. Residges below the LOD (ND) are classed as 0 mg/kg for the purposes of calculating mean values.
®  Average dgﬁ levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg
dry mattgﬁ for Dose Groups A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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Q
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Table B.7.9.3-11 Average Residues of XDE-729 methyl, XDE-729 acid and X11449757.iga\/luscle,
Liver, Kidney and Fat (cont.) &
Q
(%]
X11449757 &° NI
Dietary Average Residue (mg/kg) N
Dose | Dose, | Daysof Q,QQ’
Group DM | Depuration Muscle Liver Kidrgy
(mg/kg) N
o>
Q
A 0.0 - <0.01 <0.01 § <0.01
B 1.06 - <0.01 0010 € (0.004)
C 3.16 - <0.01 0036 i  0.020
D 15.31 - <0.01 0.174§ 0.053
D 15.31 3 <0.01 <001’ <0.01
D 15.31 5 <0.01 .<o$:01 <0.01
D 15.31 10 <0.01 R0.01 <0.01
D | 1531 15 <001 |-¢ <001 <0.01
N
X
<
- QQ)
Dietary (@\verage Residue (mg/kg)
Dose Dose, | Days of Subcutaneous | Mesenteric | Perirenal Fat
Group DM | Depuration Fat Fat
(mg/kg) 9
(§0
A 0.0 - 79? <0.01 <0.01 <0.01
B 1.06 - Qg\}' <0.01 <0.01 <0.01
C 3.16 - @Q <0.01 <0.01 <0.01
D 15.31 - (0.004) (0.003) (0.006)
D 15.31 y.\\& <0.01 <0.01 <0.01
D 15.31 \\5’2’ 5 <0.01 <0.01 <0.01
D 15.31 Q)A(b 10 <0.01 <0.01 <0.01
D 15315 15 <0.01 <0.01 <0.01
<

places. Resi

v

All concentratiq")?'ns are expressed in mg/kg. Averages are calculated from individual results, rounded to 3 decimal

s below the LOD (ND) are classed as 0 mg/kg for the purposes of calculating mean values.

Average dose levels of XDE-729 methyl attained when expressed on the basis of concentration in the diet (mg /kg

dry mattg:?for Dose Groups A, B, C and D were 0.00 mg/kg, 1.06 mg/kg, 3.16 mg/kg, 15.31 mg/kg, respectively.
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Table B.7.9.3-12 Linear Regression of X11449757 Residue Concentration in Liver and Kjg@ey VS
XDE-729 Methyl Dosing Level &
Q
(%]
Q&
P\O
o g
X 11449757 inLiver &
S
@0)
0.25 - 8
y=10.0114x-0.0008 e &
5 0207 R*=0.9622 &\?
2 015 R
2 010 N
- o\?
g 5 &€
2 0.05 - o
0.00 : : (j;\o : .
0 5 10 9 15 20
2 ’{O 2 e
XDE-729 Methgfin Diet (mg/kg)
&Q’{D
Rl
(@)
S
N
X1 144%@5 7 in Kidney
N
0.07 7 y=0.0033x+0.0033 .
0.00 <g/ T T T 1
0 \(§ 5 10 15 20
(\o XDE-729 Methylin Diet (mg/kg)
>
VJQ
Residues a(eoplotted against the actual calculated concentration of XDE-729 methyl in the diet for
each dosén% group.
N
boo
-9
&
@.
S
Q.
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CONCLUSIONS

There is no requirement for animal feeding studies for the EU. However, feeding studieéﬁbave been
carried out to address the higher level of residues found in the Australian residue trials$ This data has
not been relied upon for the current evaluation, but has been presented for informa ion. In the
feeding study, lactating dairy cows were dosed with XDE-729 methyl to evaluatei\@ansfer of these
compounds from the diet to milk, muscle, fat, kidney and liver. A 1x dose level@vas set based on
maximum estimated residues in the Australian dairy cattle diet and this compoleu%d was also tested at
two other dose levels (3.16 mg/kg and 15.31 mg/kg). The actual 1x dose leyel attained in the study
expressed as mg/kg feed on a dry matter basis for XDE-729 methyl was 1%\{3\6 mg/kg. Dosing was
carried out twice daily for 28 or 29 consecutive days. @5

No adverse treatment-related effects were observed on body Weight@ed consumption or milk

production. Additionally, no treatment-related behavioural reaction§’or systemic signs of toxicity
: 2

were noted. Gross necropsies showed no effects that appeared toq)@e treatment-related.

Residues of XDE-729 methyl and XDE-729 acid above the LQQQ do not transfer into whole milk,
skim milk, cream, muscle, liver, kidney, subcutaneous fat, mesenteric fat or perirenal fat at any of
the dose levels. Residues of X11449757 above the LOQ.dﬁnot transfer into whole milk, skim milk,
cream, muscle, subcutaneous fat, mesenteric fat or peri@al fat, with the exception of a single
residue of 0.012 mg/kg in mesenteric fat and a single gesidue of 0.014 mg/kg in perirenal fat from
cows in the highest (15.31 mg/kg) dose level group(f’

Residues of X11449757 above the LOQ transfercfnoto liver at the 1.06 mg/kg, 3.16 mg/kg and 15.31
mg/kg dose levels and into kidney at the 3.16 r\aﬁlkg and 15.31 mg/kg dose levels.
N

Regression analysis for X11449757 in liverénd kidney across dose levels demonstrated a linear
relationship between the dose level and tlz\e,resulting residue concentration. No regression analysis
was performed for X11449757 in otheerz‘iqatrices, or for XDE-729 methyl or XDE-729 acid in any
matrices, because in almost all cases L@ldues fell below the LOQ.

Depuration data generated using tr@ciz cows in the 15.31 mg/kg dose level showed that residues of
X11449757 declined rapidly in I(jgler and kidney following withdrawal of the test items from the
cows’ diet. All residues were bélow the LOQ by Day 31 of the study (3 days of depuration) and at
that time, except for liver fraf one cow with a detectable residue that was <LOQ (residue of 0.004
mg/kg), all other residue v%ﬁies were ND (<0.003 mg/kg) by 3 days of depuration.

To conclude, results frg)rﬁ’A the goat (ruminant) metabolism study with XDE-729 methyl suggest that
no quantifiable residués of XDE-729 methyl or XDE-729 acid would be present in milk or edible
tissues when dietaryadntake of XDE-729 methyl is 0.035 mg/kg or less in feed. Data from the
lactating ruminant feeding study shown above provide further evaluation of the potential transfer of
XDE-729 methyfresidues from the diet of dairy or beef cattle to milk and edible tissues. The lowest
dose level evafaated in that study was equivalent to XDE-729 methyl at 1.06 mg/kg feed on a DM
(dry matter)dasis or 0.037 mg/kg bw/day, if expressed on the basis of bodyweight. At this dose
level, resi@es of XDE-729 methyl and XDE-729 acid in milk, muscle, fat and liver were not
detecte@ND, <0.003 mg/kg). In kidney, in one cow the residue of XDE-729 acid was <0.01 mg/kg
and incthe other three cows was not detected (ND, <0.003 mg/kg). The lowest dose level used in the
cattle feeding study was 22N or 46N greater than the maximum expected dietary intake of residues
in‘ﬁeef or dairy cattle, respectively (0.037 mg/kg bw/day / 0.0017 mg/kg bw/day = 22, or

i
S
&

§?‘
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&
0.037 mg/kg bw/day / 0.0008 mg/kg bw/day = 46). Based on these results residues of XDE&ZQ
methyl or XDE-729 acid in milk or edible tissues are not expected to be detectable (ND, %6.003
mg/kg) based on dietary intake of residues resulting from the proposed uses of XDE-72g3methyI in

cereals. &

S
B.7.9.4 Validation of Analytical Method of Analysis Used to Determine Resi%@%s in Animal
Tissues. 6\)‘0

@
Reference: | < XDE-729 Livestock Feeding Study: M%gnitude of Residue in
Milk, Muscle, Fat, Liver and Kidney of Lactating Dairy Cattle”; Unpublished

Report of IS (Report |D S-5266), I
Study Reference ID: 120077; 13 July 2012. ¢

Y

N
@
S

4]

Guidelines: EC Council Directive 91/414/EEC — V\l@?king Document 7031/V1/95 rev. 4;
OECD Guidance Document: Overvie'g? for Residue Chemistry Studies (2006);
OECD Guidelines for the Testing Qﬁhemicals, No. 505: Residues in
Livestock (2007); APVMA Resibctue Guideline No. 1 — Animal Transfer

Studies. @@
~l°®
GLP: Yes, OECD Principles og@ood Laboratory Practice [ENV/MC/CHEM(98)17]
N
>
2
&

Guidelines SANCO/3029/99 reV. 4
Matrix, limit of | bovine whole ntﬁ( 0.01 mg/kg
quantitation bovine skim %Qﬁk 0.01 mg/kg

bovine creash 0.01 mg/kg

bovine mouscle 0.01 mg/kg

bovine fiver 0.01 mg/kg

bovig@‘\kidney 0.01 mg/kg

bovime subcutaneous fat 0.01 mg/kg

bqéne mesenteric fat 0.01 mg/kg

\(§ovine perirenal fat 0.01 mg/kg
,§O
Description < | Scope
@@ This method is applicable for the quantitative determination of residues of
& XDE-729 methyl, XDE-729 acid and X11449757 in bovine tissues. The
§’ method was validated over the concentration range of 0.01-0.10 mg/kg
o with a validated limit of quantitation of 0.01 mg/kg.
O
) Method validation was carried out within the feeding study for XDE-729,
N
6.
S
Q.
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XDE-729 acid and X11449757 in each matrix by the analysis of five _©
control samples fortified at the LOQ (0.01 mg/kg) and five control sagq\ples
fortified at 10 x LOQ (0.1 mg/kg). The validation was carried duri@)the
first analytical batch for whole milk, skim milk, cream, muscle, liver,
kidney, subcutaneous fat, mesenteric fat and perirenal fat and détailed
results for quantitation ion and confirmatory ion are includedsin the study
report. Validation recovery data, based on the quantitation.4én, showed
overall recovery averages for the analytes (XDE-729, XDE-729 acid and
X11449757) in all matrices (whole milk, skim milk, cream, muscle, liver,
kidney, subcutaneous fat, mesenteric fat and periren@ﬁat) ranged from
89% to 106%. 4\9

S
N
&@

Residues were extracted from a 1.0-gram Qﬂ%on of muscle, liver, or
kidney by homogenising with 20.0 mL pé;an acetonitrile/water (80:20)
solution. Residues were extracted fror@;} 1.0-gram portion of milk or fat by
homogenising with 20.0 mL of an acefonitrile/water (80:20) solution plus
20.0 mL of n-hexanes. The sample $vas shaken and centrifuged and a 500-
uL aliquot of the acetonitrile/wa e?layer was mixed with 100 pL of a 50-
ng/mL stable isotope internal sgandard and 1400 pL of water. After mixing
and filtration, residues were analysed by high performance liquid
chromatography (Agilent %@rbax SB-C8, 4.6 X 75 mm, 3.5 um column,
gradient elution: mobile g}mase A — water containing 0.10% formic acid,
mobile phase B — methgnol containing 0.1% formic acid) with positive-ion
electrospray (ESI) tandem mass spectrometry (LC/MS/MS), monitoring
two MS/MS transitions characteristic of each analyte and one MS/MS
transition charao stic of each internal standard.

Q’D

L
Callbratlogt’v‘

For each&nalyte, the linearity of detector response was evaluated using
solveng’g\tandard solutions. Calibration curves were calculated by linear
regre@lon analysis with 1/x weighting. For the least squares equation
wlaiﬁ‘n describes the detector response as a function of the standard
@ncentration, calibration curves resulting from the injection of a minimum
. ‘of seven standards over the concentration range of 0.0375-5 ng/mL
’ (equivalent to 0.003 mg/kg-0.5 mg/kg) demonstrated linearity with
coefficients of determination (r°) of at least 0.999.

&
& Validation
(9@ For each analyte, the method was validated over the concentration range of
Y 0.01-0.10 mg/kg with a limit of quantitation of 0.01 mg/kg.
s
Q.
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At the 0.01-mg/kg level (LOQ), the mean recoveries were within the rafige
of 86-105%, with relative standard deviations within the range of Q;o\
2.9-16.9%. o
&
Q
At the 0.10-mg/kg level (10x LOQ), the mean recoveries Weredﬁithin the
range of 92-109%, with relative standard deviations within (tzgs%’ range of

2.3-9.1%. S
Q
N
The above results comply with the acceptance criterigq@f SANCO/3029/99
rev. 4 @g
Selectivity/Confirmation $

N
The LC/MS/MS method is highly selective fqots'ﬁoth the quantitation and
confirmation of XDE-729 methyl, XDE-72g$cid and X11449757.
Analysis of control samples resulted in no%ignificant signals at the
expected retention times of the analyteg\\oQUnambiguous identification is
ensured by monitoring two MS/MS trghsitions characteristic of each
analyte and one MS/MS transition E\H‘Aracteristic of each internal standard
as follows: >

>
XDE-729 methyl  m/z 345/250 (quantitation)

m/z 345/235 (confirmation)
(M+6 I1STD) m/z 33@256 (quantitation)

XDE-729 acid m@\§\31/250 (quantitation)
rgfz 331/235 (confirmation)
(M+6 ISTD) oM/z 337/256 (quantitation)

X11449757 \{_Z,OQ)) m/z 317/236 (quantitation)
& m/z 319/238 (confirmation)
(M+6 ISTD)@Q m/z 323/242 (quantitation)
G
S
The cogirmation ratios for each analyte were determined by calculating
the peak area ratios of the confirmation transition to the quantitation
tranSition. Confirmation of the presence of the analytes in the recovery
samples was indicated when the retention times of the analytes in the
(s%mples matched the retention times of the analytes in the calibration

? standards. This data is contained in the report.

s\o'\@ Crossover factor
Q)(\‘ In this assay, the analytes and internal standards are quantitated using
§ MS/MS transitions characteristic of each compound. When using stable-
boo isotope labelled internal standards, there is a possibility that isotopic
& contributions will occur between the transitions used for quantitation of the
A
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unlabelled and labelled compounds. The degree of isotopic crossover ;;
each analyte and its respective stable isotope internal standard was Q;o\
determined and expressed as the crossover factor. In the case of
X11449757, the analyte peak areas were corrected to take into aceount a
crossover factor, which was applied to compensate for traces 1449757
in the stable isotope internal standard. The study report stated?hat
application of a crossover factor was not required for the c&%ulation of

XDE-729 methyl or XDE-729 acid residues. @
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Table B.7.9.4-1 Whole Milk — Quantitation lon

Matrx

Fortification
Level
(mg'kg)

Recovery

(%)

Mean
Recovery
(%)

RSD
(%)

XDE-720
Methyl

0.01

92

06

100

103

05

o7

0.10

100

105

XDE-720
Acid

0.01

0.10

47

104

6.6

X11440757

0.01

104

4.9

109

S
LN

106

14
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Table B.7.9.4-2 Skim Milk — Quantitation lon

Matrix

Fortification
Level
(mg/kg)

Recovery

(%)

Mean
Recovery
(%)

ESD
%)

NDE-720

80

88

0.01

0%

o0

06

4.0

Methyl

80

06

0.10

95

95

94

XDE-729

0.01

Acid

0.10

4.0

4.6

0.01

X11440757

107

105

40
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Table B.7.9.4-3 Cream — Quantitation lon

Matrix

Fortification
Level
(mg/kg)

Recovery

(%a)

Mean
Recovery
(%)

ESD
(%)

NDE-720

0.01

102

105

06

108

108

104

48

Methyl

0.10

101

09

o7

101

05

Orverall

XDE-729

0.01

80

108

101

119

97

Acid

0.10

105

106

111

104

106

-2

(]

Overall}

17

X11440757

0.01

)

08 3

105"

a7

Nar
> 86

6.6

107

<
Y 103

108

111

101

106

38

Overall

101
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Table B.7.9.4-4 Muscle — Quantitation lon

Matrix

Fortification
Level
(mg/kg)

Recovery

(%)

Mean
Recovery
(%)

ESD
(%)

XDE-720

100

80

0.01

103

06

86

Methyl

105

104

0.10

03

103

86

og

Owerall

o7

XDE-729

104

101

0.01

102

79

00

Acid

104

04

0.10

88

108

90

Overalll
O

86 o

1105
2

0.01

-2

101

CE

11440757

> 110

100

01

108

04

101

Owerall

o7

10.7
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Table B.7.9.4-5 Liver — Quantitation lon

Matrix

Fortification
Level
(mg/kg)

Recovery

(%)

Mean
Recovery
(%)

R5D
(%)

XDE-720

o3

0.01

Methyl

0.10

NDE-720

0.01

Acid

0.10

0.01

11440757

106

8.8
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Table B.7.9.4-6 Kidney — Quantitation lon

Matrix

Fortification
Level
(mg/kg)

Recovery

(%)

ESD
%)

Mean
Recovery
(%)

XDE-729
Methyl

04

oy

0.01

103

06

o7

o7

o3

0o

0.10

101

101

100

Dverall

XDE-729
Acid

103

92

0.01

101

93

24

o7

08

0.10

103

100

09

Orvveralley

4.1

X11440757

70 0

)

1040

0.01

23

279

13.0

S04

(/'0,7

o7

o7

103

0o

0B 34

Overall

o3 10.0
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Table B.7.9.4-7 Subcutaneous Fat — Quantitation lon

Matnx

Fortification
Level
(mg/kg)

Recovery

%)

Mean
Recovery
(%)

RSD
(*a)

XDE-729

0.01

o3

103

100

04

97

o7

43

Methyl

0.10

06

80

a4

100

a4

Overall

XDE-729

0.01

70

99

106

109

110

Acid

0.10

103

109

oo

102

0o

Overalld

101 o

88 o

0.01

o6x

N
> 17

127

X11440757

> 87

o3

o3

o7

88

45

Owverall

80

03
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Table B.7.9.4-8 Mesenteric Fat — Quantitation lon

Matrix

Fortification
Level
(mg/'kg)

Recovery

%)

Mean
Recovery
(%)

RSD
(%a)

XDE-729
Methyl

105

oy

0.01

103

o2

106

101

100

o2

0.10

oy

102

102

Orverall

XDE-729
Acid

108

78

0.01

101

96

119

100

93

0.10

6.0

109

11440757

0.01

09

103

08

8.8
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Table B.7.9.4-9 Perirenal Fat — Quantitation lon

Matrix

Fortification
Level
(mg/kg)

Recovery

(%)

Mean
Recovery

(%)

RSD
(%)

XDE-729
Methyl

106

88

0.01

o7

107

o7

104

93

0.10

106

103

93

100

Overall

XDE-720
Acid

103

0.01

108
05

109

79

107

106

0.10

106

110

100

34

Overal)
‘U

o1

M11440757

88

105

0.01

%

12

115

109

S0

%]

92

(/c/)

0.10

109

105

&
N

A(b
/]

89

8.0

£
N

Overall

101

9.4

Conclusion

\‘D

9
3

Full validationogﬁ%lta were obtained for the primary (quantitation) MS/MS transition according to
SANCO/3028799 rev. 4 and were acceptable.
It is noted éhoat the method does rely on stable isotope labelled internal standards. Although this has
no beari@g on pre-registration, for post-registration it has been confirmed by the notifier that the
stableo'@btope labelled internal standards would be made available in line with guidance.
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S
B.7.10  Residues in succeeding or rotational crops (I11A 6.6, I111A 8.5) @0
N

@
Based on results from the confined rotational crop study, which indicated a very low po(g@htial for
residues in succeeding crops, no field residue trials with succeeding crops are expectg\é\to be
necessary. O

&
S

B.7.11  Proposed pre-harvest intervals for envisaged uses or Witholding%eriods, in the case
of post harvest uses (Annex I1A 6.8, Annex I11A 8.7) Qg)»

X

Based on the critical GAP the maximum growth stage of cereals at the i Te of application of XDE-

729 methyl is BBCH 45. Therefore, application of XDE-729 methyl to these crops occurs during

vegetative growth and prior to development of grain. Given this us,\é,\\pattern, it is proposed that it is

more appropriate to establish a maximum growth stage at the latest timing for application of XDE-

729 methyl rather than a PHI since the period between the Iategg_q ming for application and crop

harvest would be several weeks. Consequently, no PHI is praposed. Instead, it is proposed that

XDE-729 methyl should not be applied to cereals after a m\@ﬁmum growth stage of BBCH 45.
o

Y
&
B.7.12 Community MRL’s and MRL’s in EU I\Q/!z?mber States (I11A 12.2)
<

@
XDE-729 is a new compound to the EU, as suchéﬁere are no extant authorisations for the use of

XDE-729 in the EU. N
L
&
2
B.7.13  Proposed EU MRLs and just'tﬁcation for the acceptability of those MRL’s (ITA 6.7,
1A 8.6) o
)

Based on the proposed residue defi '\bion along with results from crop residue trials, MRLSs are
proposed. A residue value for bathgrain and straw from a spring barely trial was identified as a
statistical outlier and was exclud&d from consideration when calculating MRLs for grain (the RMS
note that EU MRLs are not Qlﬁ?ently required for commaodities used as livestock feed; however, in
this case estimated MRLs (Q? straw have been presented in Table B.7.6.1-2 and Table B.7.6.1-3 (see
section B.7.6.1) for inforptation only, with a view to when MRLs will be set for animal feed
commaodities in future)), After excluding the outlier, residues of XDE-729 methyl (sum of residues
of XDE-729 methyl XDE-729 acid expressed as XDE-729 methyl equivalents) in grain in
winter wheat, sprirg%vheat, winter barley and spring barley trials were not detected (<0.003 mg/kg)
or were less thanthe LOQ (<0.01 mg/kg). Consequently, the calculated MRL in each case was 0.02
mg/kg (the residue definition for both risk assessment and enforcement is XDE-729 methyl ester and
XDE-729 acid:” The residue level is the sum of the two components in the residue definition). Since
the straw fdfwinter barely had somewhat higher residues than in the other cereal crops, it is
anticipated that in future the proposed MRL for XDE-729 methyl in cereal straw will be based on
winter arley and then proposed by extrapolation for the other cereals on which use is requested.
For consistency, it is proposed that the MRL for XDE-729 methyl in grain be based on that for
w@f@r barley and then established in the other cereal grains also at 0.02 mg/kg by extrapolation.

-
S
&

§?‘
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&
Therefore, a MRL for XDE-729 methyl of 0.02 mg/kg is proposed for the following ce sal
grains: barley (including spring and winter barley) and by extrapolation wheat, to w,p ude

spring wheat, winter wheat, soft wheat, durum wheat, triticale and spelt), and ryeq)

S

S

No MRL’s are proposed for food commodities from livestock since dietary intak bfresidues in
ruminants, poultry and swine is insignificant (<0.01 mg/kg) and secondary residées of XDE-729
methyl and XDE-729 acid in commaodities from these animals are expected t0zb non-detectable
(ND). 5

N
Residues of cloquintocet mexyl and cloquintocet acid in grain and stra in these trials were ND
(<0.003 mg/kg) and are within levels previously evaluated for other approved uses of cloquintocet
mexyl in the EU and therefore do not require further evaluation. S@%e cloquintocet-mexyl is safener

rather than an active substance, no MRLs are established. &
DS
Q_
Q
(§9

B.7.14  Proposed EU Import tolerances and justific@ﬁ“on for the acceptability of those

residues &

S
No EU import tolerances are requested at this tlmeQ}Q’
0
X
Qo

B.7.15  Basis for differences, if any, in cgﬁtlusmns reached having regard to established or

proposed CAC MRL’s b@

'S
There are currently no existing or propgézéd Codex MRLs for XDE-729.
&
&
o
{\b
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3
B.7.16  Estimates of potential and actual dietary exposure through diet and other m S\ns
(IMA 6.9, 111A 8.8) &
Q
(%]
B.7.16.1 Intakes by domestic animals. Q’@
®)
An assessment of the theoretical maximum daily intakes by domestic affimals from the
consumption of treated feed commodities (wheat and barley (straw an@ grain)) which may
contain residues of XDE-729 has been made. The following assumgl ns have been made:
Q
Q) The highest likely inclusion rate of all crops which may have been treated has been used
with the proviso that the aggregate does not exceed 100% di@?
S
(i) All crops which may have been treated have been treateq\ra‘nd contain residues at the
following levels: &
DS
Q_
Table B.7.16.1-1 &
(§9
Commodity | STMR (mg/kg) | HR (mg/kg)sp
Wheat grain 0.02 0.02 -&
Wheat straw 0.02 0.03%”
Barley grain 0.02 0.02
Barley straw 0.02 (Q\CS
b
N
&

(i)

prior to consumption.

There is no loss of residue duringstrans ort, storage, processing or preparation of feed
Qg}ﬂ p ge, p g or prep

Q)‘D
(bq
\l_
Intakes calculated using STMR mp{l%(medlan dietary burden)
mg/kg DM ‘b mg/kg AR

Animal Basis bb Basis mg/animal/day | mg/kg b.w./day
Dairy cattle * 0.014 @ 0.012 0.2791 0.0005
Beef cattle 0.023\\}’27 0.020 0.3488 0.0010

Pig * 0.019v 0.016 0.0558 0.0007
Chicken * 0.9)126 0.014 0.0020 0.0010

* Less than 100% of d'Qr&employed (DM diet)

v

N . : .
Intakes calculatedusing HR input (maximum dietary burden)

N
Animal :OQ(D mgB/;giEM m%/:gi?R mg/animal/day | mg/kg b.w./day
Dairy cattl@\é 0.021 0.018 0.4186 0.0008
Beef cattle- 0.041 0.035 0.6105 0.0017
Pig * o 0.019 0.016 0.0558 0.0007
Chlckejﬁ 0.016 0.014 0.0020 0.0010
* Leis than 100% of diet employed (DM diet)
&
G
N
Q.

§?‘
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N

Inclusion rates used are given in Appendix 6 (Annex 2) of the "Data Requirements for App&@val

under the Control of Pesticides Regulations 1986" ,Z;o\

Q

)
Based on the intakes calculated above, animal intakes are not triggered (i.e. <0.1 mg/kg) for dairy

beef and cattle, pig or chicken on a dry matter (DM) or as received (AR) basis. b<>

&
Dairy and Beef Cattle: 6\)‘0
The animal intakes support the findings from the goat (ruminant) metabolismStudy with XDE-729
methyl, which suggest that no quantifiable residues of XDE-729 methyl o@DE-?ZQ acid would be
present in milk or edible tissues when dietary intake of XDE-729 methyg% 0.035 mg/kg or less in
feed. Although the animal intakes and metabolism study did not trigget-the need for a feeding study,
data from the lactating ruminant feeding study were presented by the@\otifier for further evaluation
of the potential transfer of XDE-729 methyl residues from the diepoﬁf dairy or beef cattle to milk and
edible tissues. The lowest dose level evaluated in that study was@quivalent to XDE-729 methyl at
1.06 mg/kg feed on a DM (dry matter) basis or 0.037 mg/kg bw/day, if expressed on the basis of
bodyweight. At this dose level, residues of XDE-729 meth \b%'ndXDE-YZQ acid in milk, muscle, fat
and liver were not detected (ND, <0.003 mg/kg). In kidneé@,? in one cow the residue of XDE-729
acid was <0.01 mg/kg and in the other three cows was nePdetected (ND, <0.003 mg/kg). The lowest
dose level used in the cattle feeding study was 22N org%N greater than the maximum expected
dietary intake of residues in beef or dairy cattle, resQe%tively (0.037 mg/kg bw/day / 0.0017 mg/kg
bw/day =22, or 0.037 mg/kg bw/day / 0.0008 mgkkg bw/day = 46). Based on these results residues
of XDE-729 methyl or XDE-729 acid in milk orQédibIe tissues are not expected to be detectable
(ND, <0.003 mg/kg) based on dietary intake ofresidues resulting from the proposed uses of XDE-
729 methyl in cereals. Therefore, no MRLs for XDE-729 methyl are proposed for edible
commaodities from dairy or beef cattle or E\gﬁer ruminant livestock.
>

Poultry ’270?

Cereal straw is not used as feed forgoultry. Although cereal grain is used as feed for poultry,
residues of XDE-729 methyl anqb DE-729 acid in grain in the critical GAP-compliant residue trials
were <0.01 mg/kg (not considgg’r\ng the result from one residue trial which was excluded since it
was considered to be an outligr). Consequently, intake of XDE-729 methyl in the poultry diet is
insignificant. Additionag/?&m consideration of the results from the poultry metabolism study and

potential dietary residue intake, residues of XDE-729 methyl in eggs and edible poultry tissues are
expected to be non-de@%‘table (ND, <0.003 mg/kg). Therefore, no MRLs are proposed for poultry
commodities. &
&

. “
Pigs ;\\O
Cereal straw isdfot used as feed for pigs. Although cereal grain is used as feed for pigs, residues of
XDE-729 mgt%yl and XDE-729 acid in grain in the critical GAP-compliant residue trials were
<0.01 mgQ@ (not considering the result from one residue trial which was excluded since it was
considergd to be an outlier). Consequently, intake of XDE-729 methyl in the pig diet is
insign&ﬁﬁ:ant. Additionally, in consideration of the results from the goat metabolism study as well
as results from the cattle feeding study and potential dietary residue intake, residues of XDE-

-9
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&
3
729 methyl in edible tissues are expected to be non-detectable (ND, <0.003 mg/kg). Ther%ﬁ?re no
MRLs are proposed for commaodities from pigs. Q;o\
Q
(%]
&
$
B.7.16.2 Intakes by humans >
~
Q
. : . G
B.7.16.2.1 Chronic (long term) dietary intake assessment 063
Q
NEDIs S
&
(@) Risk assessment — UK diets $

The UK NEDIs for the active and commodities listed below havg‘Been calculated for ten consumer
groups as detailed in the Regulatory Update 21/2005. The foll8wing assumptions have been made:
Q
O
(i) Upper range of normal (97.5th percentlle) %dnsumptlon of each individual crop which
may have been treated. Q
b\
(if) All produce eaten which may have bqe?i treated, has been treated and contains
residues at the appropriate supervised t('@Js median residue (STMR) level found in the
trials considered to support the GAP

Sb
Table B.7.16.2.1-1 &
2

Commodity | STMR (mg/k@
Wheat grain 0.02* &
Barley grain 0.02%~
QU'
*: Indicates lower I'gﬁof analytical determination (i.e. <LOQ)

The residue definition for bot:ﬁ risk assessment and enforcement is XDE-729 methyl ester and
XDE-729 acid. The resndg@ level is the sum of the two components in the residue definition

Q)

(iii) Thered%’ no loss of residue during transport, storage, processing or preparation of
foods prigr to consumption.

The,;_$< NEDIs for the consumption of wheat and barley treated with XDE-729 are
preéénted in the table above. The proposed Acceptable Daily Intake (ADI) is 0.058 mg/kg
gbv/day see Volume 3, Annex B.6 of the DAR for details. Based on these calculations all
Zintakes for the population groups assessed are below the ADI. Therefore, no health effects
due to chronic dietary exposure are expected in UK consumers.

“m
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v
Table B.7.16.2.1-2 N
$
on
Active substance: XDE-729 methyl ADI: 0.058 mg/kg bw /day Source: Toxicology Evaluation i\@
&
TOTAL INTAKEbased on 97.5th percentile 0@ i
-
)
\Q ELDERLY ELDERLY
ADULT INFANT TODDLER |4-6 YEARS|7-10 YEARS|11-14 YEARS [ 15-18 YEA?S VEGETARIAN| (OWN HOME) | (RESIDENTIAL)
mg/kg bw/day 0.00008| 0.00008 0.00018 0.00019 0.00015 0.00010 QﬁOOQ 0.00010 0.00007 0.00007
% of ADI <1% <1% <1% <1% <1% <1% ;',,\\O <1% <1% <1% <1%
N
-9
L))
STMR IP | COMMODITY INTAKES
Commodity (mg/kg) (mg/kg bw/day
N
Barley 0.02 0.00000 L/C 0.00001 0.00001 0.00002 000000 0.00000 0.00001 0.00001 0.00000
o
Wheat 0.02 0.00007{ 0.00006 0.00017 0.00018 0.00013 ~.00010 0.00008 0.00009 0.00007 0.00007
N
Rye 0.02 0.00001| 0.00003 0.00001 0.00001 0.00001 ,\b 0.00001 0.00000 0.00001 0.00001 0.00000
U
*0.00000 corresponds to <0.000005 mg/kg bw /day (any value 20.000005 is rounded to 0.00001 P
X
L/C Low consumption (<0.1 g/day) or low number of consumers (<4) \\,Q
O
)\Q
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(b)

Risk assessment — EU diets

The EU MS national NEDIs from the consumption of wheat and barley haveQESéen
calculated using PRIMo — Pesticide Residues Intake Model (revision 2). Tl@ following
assumptions have been made: b0

@
(i) All produce eaten which may have been treated, has been treate %@nd contains
residues at the STMR level found in the trials considered to support AP:

6\.
Table B.7.16.2.1-3 5)5
N
Commodity | STMR (mg/kg) Q@
Wheat grain 0.02* &
Barley grain 0.02* &
DS

*: Indicates lower limit of analytical determination (i.e. <LOQ whicffis 0.02 mg/kg)
The residue definition for both risk assessment and enforcement 1g§<DE 729 methyl ester and XDE-729
acid. The residue level is the sum of the two components in th%‘Pemdue definition

(if) There is no loss of residue during transg(ﬁt or storage of foods prior to consumption.
@

A full description of PRIMo and the unggrlymg assumptions is in the document:

‘Reasoned opinion on the potential chronic and acute risks to consumers' health arising

from proposed temporary EC MRLs@TS March 2007’ — see PRIMo, instructions

worksheet, cell B7. é\o

The relevant intake estimates a&% presented in Table B.7.16.2.1-4. Based on these
calculations the consumer gegups with the highest intakes are DK child and WHO Cluster
diet B, with intakes that acgount for 0.3% of the ADI. Chronic intakes for all consumer
groups are below the AR¥and therefore no health effects due to chronic dietary exposure
are expected in EU c%@%’umers.
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v
Table B.7.16.2.1-4 o
D
N
>
9
& Prepare workbook for refined
XDE-729 P~ calculations
Status of the active substance: [Code no. N
LOQ (mg/kg bw): 0.01 [proposed LOQ: O
Toxicological end points oy . i
ADI (mg/kg bw/day): 0.058  |ARMD (mglkg bvgs’ 25 Undo refined calculations
Source of ADI: Tox eval  |Source of ARMD: Tox eval |
Year of evaluation: 2013 Year of e\agion: 2013
Explain choice of toxicological reference values. \&f
The risk assessment has been performed on the basis of the MRLs collected from Member States in April 2006. For each pesticide/@'lmodity the highest national MRL was identified (proposed temporary MRL = pTMRL).
The pTMRLs have been submitted to EFSA in September 2006. Q
Chronic risk asSessment
TMDI (rang%@% of ADI
minimutf®- maximum
<
No of diets exceeding ADI: ~ —
Highest calculated Highest contributor > 2nd contributor to 3rd contributor to pTMRLs at
TMDI values in % to MS diet Commodity / Q,@ MS diet Commodity / MS diet Commodity / LOQ
of ADI MS Diet (in % of ADI) group of commodities ,,J\ (in % of ADI)  group of commodities (in % of ADI) group of commodities (in % of ADI)
0.3 DK child 0.2 Wheat ~Q 0.2 Rye FRUIT (FRESH OR FROZEN)
0.3 WHO Cluster diet B 0.3 Wheat 6\' 0.0 Barley 0.0 Rye
0.2 WHO cluster diet D 0.2 Wheat bQ 0.0 Rye 0.0 Barley
0.2 IT kids/toddler 0.2 Wheat Q\ 0.0 Barley FRUIT (FRESH OR FROZEN)
0.2 WHO cluster diet E 0.1 Wheat ~QO 0.0 Barley 0.0 Rye
0.2 WHO Cluster diet F 0.1 Wheat 2 0.0 Rye 0.0 Barley
0.2 NL child 0.2 Wheat o 0.0 Rye 0.0 Barley
0.2 DE child 0.1 Wheat ¥ 0.0 Rye 0.0 Barley
0.2 ES child 0.2 Whg’ 0.0 Barley FRUIT (FRESH OR FROZEN)
0.1 IT adult 0.1 0.0 Barley FRUIT (FRESH OR FROZEN)
0.1 PT General population 0.1 eat 0.0 Rye 0.0 Barley
0.1 UK Toddler 0.1 ﬁeat 0.0 Barley 0.0 Rye
0.1 |IE adult 0.1 \',U Wheat 0.0 Barley 0.0 Rye
0.1 SE general population 90th percentile 0.1 b‘b Wheat 0.0 Rye FRUIT (FRESH OR FROZEN)
0.1 WHO regional European diet 0.1 Wheat 0.0 Barley 0.0 Rye
0.1 FR all population O;%o Wheat 0.0 Barley FRUIT (FRESH OR FROZEN)
0.1 ES adult \Q;Z? Wheat 0.0 Barley FRUIT (FRESH OR FROZEN)
0.1 DK adult .1 Wheat 0.0 Rye FRUIT (FRESH OR FROZEN)
0.1 FR toddler Q,A 0.1 Wheat FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN)
0.1 UK Infant O o041 Wheat FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN)
0.1 NL general Q/ 0.1 Wheat 0.0 Barley 0.0 Rye
0.1 LT adult o 0.0 Rye 0.0 Wheat 0.0 Barley
0.1 UK vegetarian 6\ 0.1 Wheat 0.0 Barley 0.0 Barley
0.1 UK Adult b’ 0.1 Wheat 0.0 Barley 0.0 Rye
0.1 Fl adult o 0.0 Wheat 0.0 Rye 0.0 Barley
0.0 FR infant @Q 0.0 Wheat FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN)
PL general population & FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN)
«O
Conclusion: &
The estimated Theoretical Maximum Dai{ﬁltakes (TMDI), based on pTMRLs were below the ADI.
A long-term intake of residues of XDEOQQ is unlikely to present a public health concern.
@U
&
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TMDIs 9
&
>
As residues in grain at harvest are <LOQ then the NEDIs determined above will bgthe same
as the TMDIs. &
Q
o)
>
&
B.7.16.2.2  Acute (short term) dietary intake assessment 6\)‘2’
~Q®
(@) Risk assessment — UK diets Qc’)\
X

The UK NESTIs for the active and commodities listed below have beenséalculated for ten consumer
groups as detailed in the Regulatory Update 21/2005. The following assumptions have been made:
N
>
(i) Upper range of normal (97.5th percentile) consumgﬁon of each individual crop which
may have been treated. Q®

o

(i1) All produce eaten which may have been tre@&%l, has been treated and contains
residues at the highest residue (HR, WhiChéS also the proposed MRL) level found in
the trials considered to support the GAP:&

Table B.7.16.2.2-1 o

Commodity | HR (mg/kg) S
Wheat grain 0.02* N
Barley grain 0.02* &

(]
*: Indicates lower limit of analytical#?ermination (i.e. <LOQ which is 0.02 mg/kg)
The residue definition for both risk@ssessment and enforcement is XDE-729 methyl ester and
XDE-729 acid. The residue Ievb%{bis the sum of the two components in the residue definition
(iii) There is no Iog@Qof residue during transport, storage, processing or preparation of
foods prior to’consumption.
Q&
The UK N Q)Is for the consumption of wheat and barley treated with XDE-729 are
presented in Table B.7.16.2.2-2. The proposed Acute Reference Dose (ARfD) is 2.5
mg/kg bgﬁday— see Volume 3, Annex B.6 of the DAR for details. Based on these
calculgfions all of the consumer groups demonstrate intakes below 1% of the ARTD.
Thetgfore, no health effects due to acute dietary exposure are expected in UK consumers.

&
©
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Table B.7.16.2.2-2 &
Q
&
Acute Intakes (97.5th percentiles) Goto Inputs (\\'
adult infant toddler 4-6 year old child |7- ear old child
commodity HR P NESTI %ARfD NESTI {%ARfD (NESTI %ARfD | NESTI %ARfD X T %ARfD
Barley 0.02 0.00001 0.0[ 0.00000 0.0 0.00001 00|  0.00004 %%’ 0.00011 0.0
Wheat 0.02 0.0002 0.0 0.00026 0.0 0.00026 00[  0.00029 «\Qp'd 0.00022 0.0
Rye 0.02 0.00003 0.0 0.0001 0.0 0.00002 00  0.00004 r\\'\l 0.0 0.00003 0.0
&}Q
&
11-14 year old 15-18 year old vegetarian Elq@- ow n home |Ederly - residential
child child >
commodity HR P NESTI %ARfD {NESTI {%ARfD (NESTI %ARfD\gESTI %ARfD {NESTI %ARfD
Barley 0.02 0.00001 0.0[ 0.00001 0.0 0.00001 Ogm I 0.00001 0.0 0.00001 0.0
Wheat 0.02 0.000%8 0.0[ 0.00017 0.0 0.000% (\,‘0.0 0.00009 0.0 0.00009 0.0
Rye 0.02 0.00001 0.0[ 0.00002 0.0 0.00003 s\\'O 00[ 0.00002 0.0 0.00001 0.0
U
S
0
$&
>
Pesticide  XDE-729 @'D
ARfD 2.500 mg/Kg bw /day @
Source Toxicology Evaluation ,;Q
*0.00000 corresponds to <0.000005 mg/kg bw /@/ (any value 20.000005 is rounded to 0.00001
&
N
o)
2
Q
Q)‘Z)
(bq
&
Q‘Z)
N
e;
. \OQ
X
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(b) Risk assessment — EU diets

S/\.?

5
The EU MS national NESTIs from the consumption of wheat and barley havg‘Been

calculated using PRIMo — Pesticide Residues Intake Model (revision 2). TQl@ following
assumptions have been made: b0

@
(i) All produce eaten which may have been treated, has been treate %@nd contains
residues at the highest residue (HR, which is also the MRL) level fgu d in the trials
considered to support GAP: ~

Table B.7.16.2.2-3

S
3
Commodity | HR (mg/kg) &
Wheat grain 0.02* 0\50”
Barley grain 0.02* Q®

o~
L

Q
*: Indicates lower limit of analytical determination (i.e. @Q which is 0.02 mg/kg)

The residue definition for both risk assessment and enfquement is XDE-729 methyl ester and
XDE-729 acid. The residue level is the sum of the t\é)@ components in the residue definition
<

(4]
(if) There is no loss of residue duringél%nsport or storage of foods prior to consumption.
Q
A full description of PRIMo and the\,bunderlying assumptions is in the document:
‘Reasoned opinion on the potentiﬁ? chronic and acute risks to consumers' health arising
from proposed temporary EC MRLs, 15 March 2007’ — see PRIMo, instructions
worksheet, cell B7. OQ),Q’
>

\l_
The relevant intake estimdtes are presented in Table B.7.16.2.2-4. Acute intakes for all
consumer groups are w the ARTD and therefore no health effects due to acute dietary
exposure are expectg&n EU consumers.
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Acute risk assessment /children

Acute risk

The acute risk assessment is based on the ARMD.

For each commodity the calculation is based on the highest reported MS consumption per kg bw and the corresponding unit weight from the MS with the critical consumption. If no data on th

o
nent / adults / general pogilation
<&

Q

QO
it weight was available from that MS an average

European unit weight was used for the IESTI calculation. [74)

In the IESTI 1 calculation, the variability factors were 10, 7 or 5 (according to JMPR manual 2002), for lettuce a variability factor of 5 was used. ~;Q

In the IESTI 2 calculations, the variability factors of 10 and 7 were replaced by 5. For lettuce the calculation was performed with a variabilty factor of 3. QO

Threshold MRL is the calculated residue level which would leads to an exposure equivalent to 100 % of the ARMD. X
0 T
o
£ |No of commodities for which ARfD/ADI No of commodities for which No of commodities for which N@f commodities for which ARfD/ADI is
E is exceeded (IESTI 1): - ARfD/ADI is exceeded (IESTI 2): - ARfD/ADI is exceeded (IESTI 1): - ceeded (IESTI 2): -
§ IESTI 1 ) ) IESTI 2 * ) IESTI 1 *) ) AlIESTI 2 ) )
3 pTMRL/ pTMRL/ PTMREL pTMRL/
2 Highest % of threshold MRL Highest % of threshold MRL Highest % of threshoj@MRL Highest % of threshold MRL
3 ARMD/ADI Commodities (mg/kg) ARD/ADI Commodities (mg/kg) ARMD/ADI Commodities ) ARMD/ADI Commodities (mg/kg
g 0.0 Wheat 0.02/- 0.0 Wheat 0.02/- 0.0 Wheat 2/ - 0.0 Wheat 0.02/-
5 0.0 Rye 0.02/- 0.0 Rye 0.02/- 0.0 Barley {0.02/- 0.0 Barley 0.02/-

0.0 Barley 0.02/- 0.0 Barley 0.02/- 0.0 Rye \\‘O 0.02/- 0.0 Rye 0.02/-
\(b
0)0
N
b\Q
v
&Q)
(4]
Q
X
@)
<
L
N)
I
b@
o
No of critical MRLs (IESTI 1) — No of critical MRLs (IESTI 2) —
Y
@ D
2
£ No of commodities for which ARfD/ADI Nﬁl commodities for which
g is exceeded: - fD/ADI is exceeded: -
g **x) o ﬂ*)
o pTMRL/ 3 pTMRL/
E Highest % of  Processed threshold MRL b Highest % of  Processed threshold MRL
2 ARMD/ADI commodities (mg/kg) < ARFD/ADI commodities (mg/kg)
S 0.0 Wheat flour 0.02/- N 0.0 Bread/pizza 0.02/ -
a O
N
I
OQJ
<
\’Zr
=
2

*) The results of the IESTI calculations are reported for at least 5 commodities. If t@‘ARfD is exceeded for more than 5 commodities, all IESTI values > 90% of ARfD are reported.

**) pTMRL: provisional temporary MRL

&

***) pTMRL: provisional temporary MRL for unprocessed commaodit Fa)
S
Conclusion: é\
For XDE-729 IESTI 1 and IESTI 2 were calculated for food commodities ich pTMRLs were submitted and for which consumption data are available.
No exceedance of the ARfD/ADI was identified for any unprocessed c odity.

For processed commodities, no exceedance of the ARfD/ADI wa@' ntified.

2)
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B.7.16.3 Conclusions on estimates of dietary exposure o
N\

UK and EU chronic and acute consumer risk assessments (UK NEDI, NESTI and EU PﬁMo) have
been performed using appropriate residue endpoints (chronic: STMR; acute: HR) whigh were
derived from supervised residue trials that support the proposed GAP. It is noted t at since residues
in grain at harvest are <LOQ, the NEDIs determined above will be the same as tQ\e‘ZJ MDls, and the
MRL has been taken account of since it is the same as the HR. &)‘b

Q
Chronic intakes for all consumer groups are below the proposed ADI of 0.053 mg/kg bw/day and
therefore no health effects are expected. éf
N

Acute intakes for all consumer groups are below the proposed ARfD gfé\ZS mg/kg bw/day and

therefore no health effects are expected. @?
&
Q%
B.7.16.4.1 Dietary Exposure Assessment of the XDE-729 oMethyl Metabolites X11406790 and

X11449757 \;D\\
. C/_;O
As discussed previously under the wheat metabolism susray evaluation, and definition of the residue
for risk assessment, the notifier was asked to address@lzﬁe relative toxicity of the non-conjugated
metabolites X11406790 and X11449757 in comparjson with XDE-729 methyl and XDE-729 acid
(X11393729), in order to support the residue def'gd?tion of XDE-729 methyl and XDE-729 acid for
Risk Assessment and Enforcement/Monitoringcsurposes. Details of the notifiers case to address the
toxicology of these metabolites using QSAR analysis is given under the section discussing the wheat
metabolism study, where it was concluded that no toxicity concerns have been identified for the
metabolites S
In addition to the QSAR analysis, the nefifier also stated that “In the case of the 6 metabolites for
which limited toxicity data exists, it \A(@% decided to address the risk of potential human exposure by
utilizing the concept of ‘threshold gptoxicological concern’ (TTC) as used in the European
regulation of pesticide metabolites (European Commission, 2003) and described in the open
literature (Felter et al., 2009) gﬁﬁ in an EFSA Scientific Opinion (EFSA, 2012).
L
A dietary exposure assessr@t for the metabolites X11406790 and X11449757 is also presented as
further evidence that the Qx)ﬁétabolites should not be added to the residue definition for XDE-729
methyl (the proposed residue definition is for XDE-729 methyl and XDE-729 acid only). The
toxicological based aéﬁ’essment of the metabolites shows the metabolites to be of no toxicological
concern with respeg?to genotoxicity”.

3

Q
TTC assessmefit of X11406790 and X11449757:
The only di\é?ary route of exposure to XDE-729 methyl and its metabolites that is relevant to humans
is by the gonsumption of cereal grains. The Nature of Residue study submitted as part of the XDE-
729 methyl dossier showed that the Total Radioactive Residue (TRR) associated with cereal grains
was @004 mg equivalents/kg. Due to the low levels of residue observed there was no requirement to
fugﬁér characterize the constituents of the TRR. Therefore, as a conservative worst-case approach

0.
S
&

§?‘
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in the presented TTC assessment, 0.004 mg/kg is assumed to be the residue level in cereal %Faln for
each individual metabolite. Q;o\
N

To assess the dietary exposure of X11406790 and X11449757 the EFSA PRIMo was u&d Residue
levels for relevant cereals (wheat, barley and rye) were set at 0.004 mg/kg and theé@ evant TTC

value was inserted into the model calculator in place of an ADI. g

<
&(b

The QSAR analyses of the metabolites X11406790 and X11449757 and the i %wc?pretatlon of the
results with supporting experimental data shows that the metabolites and tk@lr associated
conjugated forms are not genotoxic. é\
The initial Tier | TTC value used was 1.5 pg/person per day (0.025 p(g)‘fg bw/day) for non-genotoxic
chemicals (EC, 2003; Kroes et al., 2005; Felter et al., 2009). Estin]\afed dietary intake was at 198%
of the TTC. Following decision trees used in a number of publications (Kroes et al., 2005; Felter et
al., 2009, EFSA, 2012) if exceedance of the Tier | TTC is obse the next relevant TTC value to be
used for non-carbamate/organophosphate compounds is the FTC value for Cramer structural class
Il compounds at 90 pg/person per day (1.5 pg/kg bw/day ,g§ased on this TTC the estimated intake
of any of the individual metabolites (or all of the metabolifes combined) was at 3% of the TTC.
Again, referring to the decision tree that is generally usga if a compound has an estimated intake
below the Cramer class Il TTC then the ‘substance Wguld not be expected to be a safety concern’.
As the worst-case estimated exposure is 33-fold Iovgger than the relevant TTC, it is possible to
conclude that the exposure is of no concern with &pect to human safety.
o

B.7.16.4.2 Concluasions on Dietary Exposg;re Assessment of the XDE-729 Methyl Metabolites

X11406790 and X11449757 bé\

The estimated intake assessment showsqfﬂe exposure to any or all of the metabolites in question
(X11406790, X11449757 and/or the@ucuronide and sulphate conjugates) is below the relevant
TTC. The presented exposure asseﬁﬁ'nent IS conservative in nature as it assumes the residue value is
for metabolites only, whereas in reality the residue is likely to consist of more than one component
including XDE-729 methyl andSXDE-729 acid (i.e. actual levels of the metabolites are likely to be
lower than the 0.004 mg/kg @umed)

In conclusion, the metaboli\@S X11406790 and X11449757 and their conjugates are not considered
to be of toxicological concern or a risk in terms of potential dietary exposure, and should not be
included in the residuedefinition for XDE-729 methyl. The dietary risk assessment submitted in the
XDE-729 methyl dossfer (showing predicted exposure to XDE-729 methyl and XDE-729 acid is at a
maximum of 1% of.the ADI) does not need updating as the assumptions the assessment is based on
(i.e. the residue qb Inition) are considered to remain valid.
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Table B.7.16.4-1 TTC Tier 11 assessment — Estimated dietary intake as a percentage of TTC valli\e&(TTC = 90 pg/person per day)

The risk assessment has been performed on the basis of the MRLs collected from Member States in April 2006. For each pesticide/commodity the highest national MRL was i

ified (proposed temporary MRL = pTMRL).

S
£
Q)b
XDE-729 metabolites '790 and '757 TTC &
Pre@re workbook for refined calculations
assessment
Status of the active substance: New Active lCode no. .nq’
LOQ (mg/kg bw): 0.01 [proposed LOQ: 6\.
Toxicological end points S . .
TTC (mgrkg bwiday): 0.0015  |ARMD (mg/kg bw): nn. §' Undo refined calculations
Source of TTC: EFSA Source of ARfD: @ [
Year of evaluation: - Year of evaluation: 'S
Explain choice of toxicological reference values. \O

A long-term intake of residues of XDE-729 metabolites ‘790 and '757 TTC asses&nt is unlikely to present a public health concern.

The pTMRLs have been submitted to EFSA in September 2006. X
Chronic risk assessment S
TMDI (range) in % of ADI Qi'
minimum - maximum Q&
3 Ke)
No of diets exceeding ADI: - (‘7?‘
Highest calculated Highest contributor 2nd contributor to O 3rd contributor to
TMDI values in % to MS diet Commodity / MS diet Commﬁ@/ MS diet Commodity / pTMRLs at LOQ|
of ADI MS Diet (in % of ADI)  group of commodities (in % of ADI)  group'ef commodities (in % of ADI) group of commodities (in % of ADI)
26 DK child 1.5 Wheat 1.2 Rye, O FRUIT (FRESH OR FROZEN) 26
2.4 WHO Cluster diet B 23 Wheat 0.1 Barley 0.0 Rye 2.4
1.9 WHO cluster diet D 17 Wheat 0.1 e 0.1 Barley 1.9
1.8 IT kids/toddler 1.8 Wheat 0.0 arley FRUIT (FRESH OR FROZEN) 1.8
1.4 WHO cluster diet E 1.1 Wheat 0.2 6\- Barley 0.1 Rye 1.4
1.3 WHO Cluster diet F 1.0 Wheat 02 & Rye 0.2 Barley 1.3
13 NL child 1.3 Wheat 000 Rye 0.0 Barley 1.3
1.3 DE child 1.1 Wheat 0, Rye 0.0 Barley 1.3
1.2 ES child 1.2 Wheat ~Q§b Barley FRUIT (FRESH OR FROZEN) 1.2
1.1 IT adult 1.1 Wheat @0 Barley FRUIT (FRESH OR FROZEN) 1.1
1.1 PT General population 1.0 Wheat 0.0 Rye 0.0 Barley 1.1
1.1 UK Toddler 1.0 Wheat @ 0.0 Barley 0.0 Rye 1.1
1.0 |E adult 0.6 Wheat (%] 0.3 Barley 0.0 Rye 1.0
0.9 SE general population 90th percentile 0.9 Wheat (Eb) 0.1 Rye FRUIT (FRESH OR FROZEN) 0.9
0.9 WHO regional European diet 0.8 Wheat C\)b 0.1 Barley 0.0 Rye 0.9
0.9 FR all population 0.9 Wheat QO 0.0 Barley FRUIT (FRESH OR FROZEN) 0.9
0.8 ES adult 0.6 Wheat Q 0.1 Barley FRUIT (FRESH OR FROZEN) 0.8
0.7 DK adult 0.5 Wheat \’? 0.2 Rye FRUIT (FRESH OR FROZEN) 0.7
0.7 FR toddler 0.7 Wheat b’b FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN) 0.7
0.7 UK Infant 0.7 Wheat Q FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN) 0.7
0.7 NL general 0.6 Wheat \Q 0.1 Barley 0.0 Rye 0.7
0.6 LT adult 0.3 Rye o 0.3 Wheat 0.0 Barley 0.6
0.6 UK vegetarian 0.5 Wheat \0 0.0 Barley 0.0 Barley 0.6
0.5 UK Adult 0.4 Wheat &D 0.0 Barley 0.0 Rye 0.5
0.5 FI adult 0.3 Wheat (%) 0.2 Rye 0.0 Barley 0.5
0.2 FRinfant 0.2 Wheat , O FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN) 0.2
PL_general population FRUIT (I‘éESH OR FROZEN) FRUIT (FRESH OR FROZEN) FRUIT (FRESH OR FROZEN)
>
Conclusion: N
The estimated Theoretical Maximum Daily Intakes (TMDI), based on pTMRLs were !@low the ADI.
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Summary and evaluation of residue behaviour (Annex 11 6.9, Annex I11A 85563
Q

)
A summary of the evaluation of residue behaviour is presented in Section 2013 of Volume
1, Level 2 of the DAR.
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