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CA6 RESIDUES IN OR ON TREATED PRODUCTS, FOOD AND FEED

CA 6.1  Storage stability of residues . @ @©

N g
Stability of residues during storage of samples S @®
Data on storage stability of residues are available for propoxycarbazone-so@n and its m,etab(@ 2-

hydroxypropoxy MKH 6561 (M01). Q @

The conclusions from the EU evaluation still apply and no supplementary g&g%les are subn@ted @ \245@
& S

Conclusions from the EU evaluation of propoxycarbaz%e sodium R) @ v\g@

Freezer storage stability studies were carried out jf, different @a‘t matrlcgwstor@ fro @

conditions byh(1999 RIP2000-1005) and (1999, RI]%OOO 6 (interims €eport @hd

RIP2000-1053 (final report)). The results show propoxyos{bazon@sodlu n%@s maeggbolit
was stable for about 18-33 months (i.e. loss of 1&5 t anéo% Y %\ <
% @ \

Available studies reviewed for the first incl 51on roptéﬁcart&ne s@lu%‘[@j An@x I @1/4% ‘are
summarised below: %, NS Z
EN \ \ & & SN $

~
I (1999, R1P2000-1005; Bayer‘\.or@m 1@@4 S @;@ o & & ©
Summary and results @ N @ @9

The stability of propoxycarbazone@odu@ residyes 1n@vhea§mpl@ of aé%prlr@ Whé&{, matrices was
tested in the cause of the metabol@®m stidies 1n@’stlg 1] carlggzone sodium and
[triazolinone-3-*C] propoxyca@%zone%odm@ The re51due we xtra@@d s%)n aftefharvest and at the
end of the experimental work. Satples @ @'ed af020 °© é’ + @C far permigs of approximately
1000 days (phenyl-label) and approximatédy 60 1azo@®ne -label), g%ec

Comparison of the extgggctabll@g and@glstrlb@lon ropéxycathazone sodlu@nd 2-hydroxypropoxy
MKH 6561 (MO1) ﬁed thaF re o@[phe UL% ] labelled émpogﬁi were stable for at least
1003 days in forage 337 days in h@ 102@days 1 nd 946 days in grain. Residues of [triazolinone-
3-14C] labelled su @ance\@ere &t%ble Qior at &%st 586\ ays &y o@ 63 ys in hay, 592 days in straw

and 580 days i 11n @ o o K (;@&9 S

AN . & O @
e r e
&@ @O\Q% @%\ %Q\@
FUSS S
& & & & .~ S
QS L LS
@ 9O g © o .0 %
MR
= § g 2L
0 & &8
& 2 Q N
Q N S0
N %@Q@’Q@@
S @ﬂ&@\ O
@%
N Q
&§§©%©@
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Table 6.1- 1: Results of the storage stability of propoxycarbazone sodium and its metabolite in wheat
matrices (Report 108849)
Propoxycarbazone o
. 2-hydroxyprapoxy ¢}
Label Sample Interval sodium MKH 656 0%§E
(days) % @R
% TRR & @2 A
Phenyl-label Forage 1 11 @ &704, N
1003 1R o B 9
Hay s S w6 S b
N Q
987 Qnad. Q §> 14y
Straw 1) Qﬁ& nd. O KR ; @%}
023 e QO o5 @
Grain . 16 . DS nd® 5 %&@
O M | M @l
Triazolinone-label Forage % Y1 © R 2 L © é@? 3 @
& TN
@ o 58@ \& & I's N X @
Hay Nl & ¢ g $ &g
é (/@’ @\630@] N A n.d.\\))@ M} L 55
Staw @, %] @? IS @@3 & O 35
N e s S @Y g S
Grang, © P 147 Ongy” L9 38
~ € § S8 . X 32
S o188 @ Fl " F
n.d. = not detected ~ ~
L EREONS
SIS \© <§
(19§9RIP®00 1006 (1 rlm®epor&an 2(@»105% nal report); Bayer report
No. MR-552/99) & . © N & O
Summary and@Results S é,(;%
Wheat forgge, straw ar@*ﬁgra Ngam were fo 1ed \'{ b‘@gh propoxycarbazone sodium and 2-

hydroxypropoxy MKHZ656] @Mon at
0.20 mg/kg for gra@\l“he &§arnp

performed at days
The recoverie
103% (mean
4.2% for

n= 20&

demonstrates tha@remdq}es @roparb@

orp
(1]

. n=20), and of gra
The recovegies for 2-hydeg
value: 90% and RSD 1%

*and in grain

W(;r@@tore@lﬂ in
50,apd 540
yca Zon @dl .\
‘§QSD wv feg
Xyp Xy I@

or n=20), in straw

a@evel @ IO%g/k Ror forage, 0.50 mg/kg for straw and

%&ss bo@les at -18° C or below. Analyses were

mples of green material ranged from 86 to
raw from 77 to 96% (mean value: 86% and RSD
: 86% and RSD 3.8% for n=20).

1 (Wl) in green material ranged from 84 to 97% (mean

101<>@(me@au@86% and RSD 5.5% for n=20).
At all sampling 1ntervals@the @mle materi@ls contained >70% of the fortified residue levels. This

freezer conditj f 0 déys.
@ Q" & ©@
@ I
< @@ ©
DS @ "N
S 2 S
¢ £

66 to 93% (mean value: 81% and RSD 5.8% for

ne sodium and MO1 are stable in wheat material under
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Table 6.1- 2: Results of the storage stability of propoxycarbazone sodium and its metabolite in wheat
matrices (Report MR-552/99)

Recoveries (%) On°
Fortification Interval 2-hydroxypropo '
Sample level (days) Propoxycarbazone sodium 6561 (Mﬂ%
(mg/kg) S >
Single values | Mean/RSD | Single values Mea@D
Wheat green 1.0 0 90;94,89;86;94 91/3.8 5%82/'85'93'88'%@ @/4 4
material e Q @9
90 98;101;101 100/1.7 95;84; 9’& 0/@
@ @
181 95:89;93%~ 92/3. 97; 97 q 9& 0 o
DS
363 93;103:401 99<Q 898589 Q
448 93:94:96 L6 ¢ | 29:90; s&
540 992001;102 \101/4 @ %
Wheat grain 0.20 0 82,84 8%@@ 80 8@@8 §7“9 8@% 82;68
90 X 92:84:9 & @5 2 & 8 101@&
181 & BT |y 91/5% 86,{2 88 §
3630 K%l ;7851 J 4 002 @2 ;88
R & &9@ 89, N @74 @
. 7y
340 . §7 136 g\% 3 87/ O 88:99%06
Wheat straw | 0.50 RN &@;’90;&@1;77& @ 8@ 6 P 86:85:82,77:93
®,, 90 87:96:92 52/49 9 ¢ 73:68; 59
N, Y @
o @181@© §@ 84:87 85@@ S 84,97:87
S N 1 6/7.5 @74 77
NI L \' 85&\ @7/2%% @93;85;81
&L ESES TR 84,8@@ A 85014 82;79;78

RSD: Relative standa]@%w%&n (%) & \ N Y @ A
'S AN 2o
S NN

(O s
CA 6.2 f@etabolls%dlstngb t@nd @press@f)n @resi\dﬁ’es
CA 6.2AS Plants @ @ IS § LS Q

No supplementary s s aﬁ& requ@‘d as @tab h&beenﬁlly studied. The conclusions from the EU
evaluation as well g§the 0 stud@s st1 | S
&yp fg@ o5 4{, p é R

v
Conclusions ﬁ&l thdU uatl&n of opo one sodium (Monograph)
The behav1%j and metaboli sm [p 1% C] poxycarbazone-sodium and [triazolinone-3-'C]

propoxyc one- sodlu@ waQQame@ out@n sprfhg and winter wheat matrices by -(1999
RIP2000-1005) N < Q@
N IS > @ @

triazolinone- lab fled a tive s Its were in very good accordance with respect to residue
levels, extrac @ 1ty amd di ut1dﬁaof tabolites. Highest total radioactive residues were observed in
the studies i AJL-"*CIpropoxycarbazone-sodium in wheat forage which was harvested
already 1 @ays a§ﬂ applhati §~owest radioactive residues were observed in grain.

Unchangg pa ounﬁ@vas observed in the phenyl-labelled experiment in low amounts only in
fora *Ln the@rlazo ne§ elled experiment much lower amounts of active substance were detected in
fora and

The pri /\5'5 metabohsatlon step in wheat was the hydroxylation of the propoxy side chain resulting in 2-

ydroxypropoxy MKH 65061 (M0T). This metabolite was also the predominant degradation product in a

raw agricultural commodities investigated. FuITher hydrolysis of MO1 led to 2- hydroxy—N—methyl propoxy

The }etabohsm of pro[@i;yca@azoa sodipf) was investigated using the phenyl- as well as the

n-n-: AAI ana-probab swiphonam n: meth este kl. A-_- Mas-not-observedin-an O he
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wheat matrices. Hydrolysis of the sulfonamide methyl ester (M05) resulted in sulfonamide acid (M06),
which was in equilibrium with saccharin (M07). A minor important metabolic step was demethylation of
propoxycarbazone sodium yielding N-desmethyl MKH 6561 (MO03). 2-Hydroxypropoxy MKH 6561
(MO1) was the predominant metabolite identified in all raw agricultural commodities 1ndependel@'f thg
label investigated.

Parent compound and 2-hydroxypropoxy MKH 6561 (M01) can be regarded as t@ residue of @en@nd
should be included in the residue definition for plant matrices. @,

The metabolic pathway for propoxycarbazone-sodium in plants is shown 119@%gure 6.2.1:19 2N

CA 6.2.2 Pmﬁgfry Q
Two studles tr1b *". d met e lism of MKH 6561 — propoxycarbazone-sodium in laying hens
using [ phe § peroxy 4 azone ac1d (free acid) (M-CA 6.2.2/01 &-, 1999a)

and [tr1 14 rop&@lcarbazone acid (free acid) (M-CA 6.2.2/02 & 1999b)
have n c@ uct Wh ch” were not submitted for the original EU dossier. Due to the very low
condgiitrati @of resi pected in poultry feed (maximum dietary burden of 0.02 mg/kg DM, see CA
6.4), me@) ism studles in poultry are not regarded necessary but presented here for information.
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Report: I I 999:M1-015797-01
Title: The distribution and metabolism of [phenyl-UL-14C] MKH 6561 in laying hens
Report No: 107918
Document No: M-015797-01-1 @ 5
Guidelines: OPPTS 860.1300, Nature of Residues-Plants, Livestock o @jﬁ
Deviations: None @ @
GLP/GEP: yes R S
@’ N §\

Executive Summar,

y @ @ %@

N
Fifteen laying hens were dosed orally, via capsule, w1tvpr0tonate @enyl-UL-”@M 561 %0

consecutive days at an average daily dose rate of 3.12 /kg body we 49 mg/k&g the $Sed). é\”
The total radioactive residue (TRR) levels were 1. @ mg/kg in %@ hver 0. Ol@mg/kg mu
0.014 mg/kg in the fat, 0.006 mg/kg in the Day-1 0.009 mg/kg in the Da and 0.012 /kg
in the Day-3 eggs. The residue levels based on a ??retlcal l@te \J\Qd be.<0. 0 mg/ @?n alQissues
and eggs. Pooled excreta of study day 1 throu% stud@;@ay 3 ebntaj 68:84% e admmlsté%ed dose
while eggs collected during treatment did not €ontain eno resfdvies t&églst@’ as apercenigge &f the
dose and tissues contained a total of 0.34% o¥he, t(@’l d ©

Approximately 95% of the rad10act1v1ty§$1y llveg was ubl % con@ma of orgam§olvent
extraction (21% of the TRR) and protegsy hy c§1>y51s\~,{w % ) e radioactiv® residues
from the muscle (84% TRR), fat (89‘@ R}}%and ¢hds (k 0 to A; g W, olu@sed by extraction
with organic solvents. Q; S o

The major metabolic pathway of [™C]MKH @?1 1oul@was@ydr @%e pa?ent compound
producing the metabolite MO etabolite %05 wdd” ther&conv metab 7 (saccharln) A
minor pathway involved hydr%xylatg@n at the™2- p(&ltlon @f; the tﬁazolﬂa@ e pr@poxy roup. In the liver, a
second major pathway led @ the @rma@‘l of, Otelé bound MK@%I@M@@@ hrough conjugation
with the amino acid serine.™

=

The major residues fo in t 1ss e%’)and e%)gs mtonat@MKﬁ 6561’%@%% of the TRR in liver,
42% TRR in muscl A) TR RR@l Da eggs. 21% fRR 1n%ay 2 eggs, and 29% TRR
in Day-3 eggs); setiye co ateﬂg 6 (metab@ﬁe % liver, not detected in other
tissues and eggs@@acc 1n (m%tab ite MO 14‘V inlive <\Q 7% in muscle, 6% TRR in fat,
37% TRR in I2gy- s, 56% TRl@ in Ray-2 37°RR@n Day-3 eggs); metabolite M05
(3% TRR inJjver, 1%\% TR\ZR’ in @uscley 12% at, no det ed in eggs); and metabolite MOI
(2% TRR}@IIV@I‘ 5% T@ 1n@ﬁscl % 1n Z‘V@R ay-1 eggs, 3% TRR in Day-2 eggs,
and 5% in Day-3 €ggs), S
Total 1dent1ﬁcat10n le %Ve @9 iduesQri th%ﬁssue@\and eg@ was 90% in liver, 80% in muscle, 85%
in fat, 70% in Day=J O‘V Dagxﬁ e and 9% @}Day -3 eggs. In addition, 1% to 4% of the
radioactive residue”in t asm@ ract@sed g chromatographic methods. All extracted
radioactive re@e w@@h weEe >1\ 0 O Q R}& %) mg/kg were identified.
Y
& o & diuis,
7 R - MATERIALS AND METHODS
S oL@ &
A. NATERIALS @ O o
& @ A
1. Test mate 1al G gy § )
Identlf§10ng§ S onated [phenyl-UL-*CIMKH 6561
@& @Q @) @@ (a so referred to as MKH 5554, applicant’s code number)
N SEERS (methyl 2-[[[(4,5-dihydro-4-methyl-5-0x0-3-propoxy-
S @ SN 1H-1,2 4-triazol-1-yl)carbonyl] amino] sulfonyl] benzoate, phenyl-
@ e T UL-4C)
N
% CAS # 145026-81-9

@
3&

(essentially equivalent to MKH 6561 (sodium salt))
mixed with
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non radiolabelled MKH 6561, protonated form

Common name: Propoxycarbazone-sodium
Empirical formula: CisH1sN4O5S, protonated form @o @@
Molar mass: 398.4 (protonated form) Q\ 703
Labelling: [phenyl-UL-!#C] @b &@ ©®
Specific radioactivity: 14C stock solution: 266000 dpm/pg v N o
(mixture in the capsples: 200000 (@Jg) \ O\@ é\g
Purity: 14C: radlochemlca!grlty 98. 3%@ g}” Q\ @ &@
non labelled: puity: 97.1% @ & QQ < O
Lot/Batch #: 14C: stock solutton in aceton@lle Vial C i@ (s nthesis by th&
. N
Bayer Rad@ntbesm Gr%lp n —,@S, USA) ¢ @
non lab%ed Vi «»K-6g@ 6\ \% :§
Dose level: 3x3. 1@ng/k§$ody@’mgh®ver@ & % o
Stability of test compound: Che@%&d bggﬁPLQ% h%e bee table@dosmg ca ps@js @
O N & ©§
2. Vehicle: lacmse (m(géglatn apsu@%ﬁs) §9 §9 @ o
@ S O OO s
© © @ S © O &
3. Test animals: Q@ N o (g (§ @ Q S é
Species: R Lay& He@Q (Gaé@; donfestic %Q@ .
. © @
Strain: o N I@%Jo g @ @X&
Source: Q . &)
é\’ S S
Sex: § F e O §’ O
Age: S 10 wi%ks at leptg% w@ks ak(%mg
Weight: <© &12@%@062 PRI g
eragehody v@h‘[sb we ammal selection and termination)
—_— . 31% G
uger ¢ ISERSE-
&0 Q = ,0
Acc 21 c'\ . °
ggldy D@ —20&0%&}%)@ 1, 1996-07-30 to 1996-08-20)
Identificatio Qreg ntaining a unique identification number

Diet/Foeg) i . %ed, Lot No. 698030
’, Berino, NM 88024) via cage feeders, ad libitum

ota@water provided via automatic water bowls,

S i
Housing: @° & @dw@@lly in metabolism cages
Environ @ental c%ffdrg QTemlgrature 75 — 84 °F (average min. and max. temperature)
N §9\ ® % 1d1ty 65% (average)
@ @ © § 14 hour light/10-hour dark photoperiod
@ N % S
A

B. QS DESIGN

In life dates
1996-07-17 (test animal receipt) / 1996-08-20 (Study Day 1) to 1996-09-10

Amalytical- work
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August 1996 to October 1997

The objective of this study was to investigate the metabolism of [phenyl-UL-'*C] MKH 6561 ‘ijrléyin

hens and the distribution of radioactive residues in the tissues and eggs and to evaluate the residugs™o b@
expected in poultry. ®\ 93
@ @ @
&> ©L8
1. Test procedure

Following thirteen days of acclimation, fifteen laying hens (treated gr %ﬁsﬁp) were cho@Qn fo
on Study Day -7 based on egg productlon and bo@wmght (132\1
identified via a leg band containing a unique identif¥¢ation numbef? &

@e stu@/
to 2093 g}gEach &mma@yas

Each chicken was orally administered a single dege capsule coritaining [ 14C @ VIS al
gun on Study Days 1, 2 and 3. Aliquots of t @dose soluti were,_ ana H@
(system A) to determine the actual concentr@@ (424 pCi [ ] % per@ u%) and r1ty
of the test item. The stability of the [pheny L-”C] @6561§p0ult@é dos \durln&s iprifént and
storage was determined by HPLC analysis i t% onter ;. H 6561 -treated - la%tose) of
three extra dose capsules were combine and\ﬂanal drss@utron W water. T ility
tests indicated no degradation of ph&%ﬂ-U -#CIMI % during thr ecks Of stetage. @

The average daily dose rate of 3. 1 S g/kg\body 1ght ine Q’l fe @a erage bo eight
1.51 kg) was approximately 3600X %@ose ‘z@xa eratlortiﬁ he é}aa)ﬂ iStary Birden of

0.001 mg/kg b.w./day (see se t@n C%é 4} The exa gegsg?n@ ¢ study had been
vééat fi

calculated with the magnitud&pf the res1dl% foun&m th@ 1@‘% trlag\a

(g
2.  Sampling Q@ % @ %@ @Q @ K

Eggs were collected front eac%%hen wace d
until the termination 6F each@m Thed?!

hens were compositéd co&)?ldere
collected startin@n S Day,

@9

afly (prigy to dosing) beginnifg at celpt and continuing
a&d AM eggs ol owi@eac osing from all of the
as o@ day(s) sample. ExCreta figm each chicken were
every 24 hotirs_and conposited, dailysas one day’s sample. The

hens were hunéiely ermin@ houi@foll@@fng the ﬁnal se. Liver, composite muscle (leg
and breast) conipositéfa (a\i‘mlable\oment}l and.&abcu Gere collected; tissues of the

same type m atj\l 5 birds wete com@ﬁed q

e tisstes, &@gs an?&ﬁxcreta were homogenised, and

subsamp@ adi 0@sayec©All ‘issue a?d e wegg, stored frozen at Southwest Bio-

Labs sh1pp frozen (dr@lce) %Bay@for ar@ysw @7‘”\:

N @ A
3. &ﬁlysm @ @ S QO %N \©
Radioactivity stasurenient éw Q > &
All tissue, egd’and gxcret mpl«e\sg\yer&@rnbu@d ugipg an oxidiser. Liberated '*CO, was

trapped

ligyid, @ w1[§an ropriate scintillation liquid, and the total

radioactiyg reses e determr& by~ Jiquid scintillation counting (LSC). The radioactive
asured by LSC after mixing with an appropriate

resrdu s in liquid sa@ﬂes @cts ere iXi i i
@mn cocktay] extra&tlon were also oxidised, and the released '*CO, was

trapped in alka@ sol% d radlog aye@
\Extractron of trssue@nd egﬁ Q

A portion @f” tlssue or ler@d with hexane using a tissumizer. The tissue solids were
allowe set e H&xane upernatant was decanted and vacuum-filtered. The hexane-

extracted solids wer endgd with@cetonitrile/water (9:1), followed by filtration. The filtere

d solids

wer@xtra tW(@ld e‘§\al times with fresh ACN/H>O (9:1) in the same manner, and the three

he extracted solids were air-dried and occasionally agitated with a

spatula

ﬁ » b1ne
fo ety weighed, and the radioactive residues were determined by combustion of

The hexa nd ACN/H»O extracts were radioassayed.

Th
AdlUIrdica Wi wd d O O C dICU 10 d . V IT

dissolved in hexane (saturated w1th acetonltrlle) The hexane extract and the ACN extra

ambined in a separatory nnel and parfitioned, and the ACN action wa Qlle

QQ‘ CN/HzO extract was rotoevaporated to an oily residue, and the residue was dlssolved in

ct were

@
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remaining hexane was partitioned against acetonitrile, and the ACN fraction was combined with the
first ACN fraction. Aliquots of the combined ACN fraction and the remaining hexane fraction were

radioassayed.
The combined ACN fractions were concentrated, redissolved in methanol/water ( an
percolated through a conditioned SPE cartridge. The SPE cartridge was washed with 10 ?.

MeOH/H,O (4:1). The combined MeOH/H,O eluents were concentrated@nd the dry ue Was
dissolved in HoO/ACN (9:1) containing 0.1% trifluoroacetic acid (TFA) ¥$he resultlng%olutle@» as
radioassayed, and aliquots were analysed by HPLC (system B). Indi %ilual compor@at p@ ere
isolated from the HPLC eluent, and selected metabolites punﬁe@ﬁ rther us1n0tl€@r H
method (system C) prior to analyses by mass spectr%g@try @ @‘2}9 @\ @Q @
S S
Protease hydrolysis of the residues after solvent g&traction of ],ix@r @ Y @ c&©
The liver solids remaining after ACN/H>O ext‘%\cj‘don were nfixed with Tn&@uff% (pH 7@) a o@ e

suspension was rotoevaporated to near s (moist s%lds) ‘The mofst (&@ Wer) sus ended,
with the aid of sonication, in a higher volume of Tris bu e su§pensigy'was heate% 37°C
with stirring. Protease enzyme (TypedXtV,

eptomyces Lse sﬁ?was@ded to the buffered
suspension, and the mixture was stirred at 37&6 fo 6 ho The%‘lzyme reac w rnmga“[ed
by adding ACN and cooling the wiktute, to OXC. %e susp%nsw@%as y\eentnf d, :.\~u the
ACN/buffer supernatant was collggted. @e rer@inmg@ohds@vere washedQwith @§
combined with the ACN/bu@ supernat a@ aliggfets oﬁ}the @ult' solution were
radioassayed. The enzyme-hy sed@othvere dte-dried, an @tio ere r%if@assayed.
The combined ACN/H,O-A€N pernaggnts were evaporatedyand ¢he dry residue was
dissolved in water. The ad@eousselutiofdiwas 1dlﬁ@ pH. Wlth@ e@olated through a
conditioned SPE cartridge. The%PE%@rtrldge was Wa d@wnh @yater contaln@ 0.1% TFA, and
the aqueous ecluates were ¢ b1ne nd %110as@/ed ﬁ%% caq&n ge was then rinsed with
H,O/MeOH (7:3) eg%[al ng 0. 1% TF and%che chuate was co%@ d radioassayed. The
H,O/MeOH eluagt% was evaporated® and@e drioresidue was dissolvgd in water containing
0.1% TFA. TheQresultitig tion gyvas @oas@ed ad a@uo‘[s were analysed by HPLC
(system B). vidual cor@oneﬁ@peaks W isola®d from t HPLC cluent. The main
componentb%}ere &L@hergﬁnﬁed%y H\PiC &xs em @and@;@ each was analysed by mass
spectron'%@l @ o é& K S (N
L9 & O @
Metabéite analysis, @ Dy © @;%
%@erformance@mqulﬁlhro@ographv (HBLC) ﬁ@lvst%@f the samples prepared from the ACN
fractions of theg}%ract&%@tl%les andy ggs&h@l from the §gotease hydrolysate of liver (concentrated
SPE eluates, abo%) A eer{fc d dsing aéeverse phase column (C18) and a flow-through
radiodetectog;(soli :\ scint ) Separation was.a¢hieved using gradient elution (two slightly
differing adlel@ og@s fo@syste@A ar&sysm@a B) with 0.1% TFA in water (solvent A) and
acetonlﬁ@e (soﬁeent ot thetab 1catl@ gradient elution with 25 mM phosphate buffer
pH 3 %(solvent A) a @m@ ) wés conducted (system C).

Thin-Layer Ch@latograthTLC)L@va ‘@formed on silica gel 60 F-254 plates for additional
purification 0Meta@tes “Phe s@‘lypleséere applied using a micropipette and focussed on the
plate by (Levelop@g ﬁazree ghimes ith methanol. The plates were developed with
d1chloror&&han meth ﬁ/waone@trated ammonium hydroxide (60:15:1:1). Distribution of
radloac@ty on plates wagydetermined by exposition of a phosphor screen and scanning
ri @er IidividudPmetabolites were recovered from the TLC plate by scraping the
reg {f? rest and tr@ erring the loosened silica gel into an empty SPE cartridge fitted with a
frit, Co §W uted from the silica gel with the solvent mixture used for development, and
Q@e so%@ht wagrremoyed using a rotoevaporator.

Mﬁ@ spectral analysis (liquid chromatography/electrospray-mass spectrometry, LC/ES-MS) was

performed using a C8 column and gradient elution with methanol (solvent A) and water with 5 mM
ammonlurn acetate (solvent B) The column was hyphenated in parallel to a radlodetector and toa
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4. Stability of ['*C]MKH 6561 in tissue and egg extracts
All tissue and egg samples were extracted and analysed by HPLC for metabolite profiles within
6 weeks of collection. Preliminary identification of tissue and egg residues was complete ithin®
4 months of collection. When tissues or egg samples were not being analysed, they were’&tored
the freezer (-20 £ 5 °C).
Tissues and eggs were initially extracted with mixtures of ACN and pyater (9:1). W@aen e@cts
were not bemg analysed, they were stored at refrigerator temperature. Q%/I 6561 is gtabl dogs
not degrade in ACN or water, as long as the pH of the solvent is near neu,tr@ (pH9 ngﬂ%
MKH 6561 (parent compound) was observed i @l tissue a egg extract&, all c%mp
identified in the extracts most likely arose from thmtabohsm KH 6561 @id pr mablg wer! &
not formed as artefacts resulting from the degra%t\]on of MKP& 61 upon e@sactlol@nd s@ agec&

% Q @@f @ & & @}
I.  RESU Tﬁ%lDIS@SSJQ»N D L8
7 NS

& o &
A. ANIMAL HEALTH AND ANIMAI%—IUS lé) %
\
Overall, the animals appeared healthy é‘ou@u‘[ th@cou,rgk of t@ tre%ﬁe 10d@9 evigehced by
observance of feed consumption, dall se @ﬁysw@ exa@ﬁatl e i
of tissues at necropsy. S S
&, . 5 § o . & & =~
¥ S S Q
Y v F R
B. TOTAL RADIOACTIVE &QSIDU@ (T@s) & & o\(@ 6@

%

& < 2
The total radioactive residde (T ) leve% (e)§ e@s @) fouw\a in me po tissues and eggs are
given in Table 6.2.2-1 %Fhe 1vale t c ntration wgas> meagured g the liver (1.343 mg/kg),

followed by that obta@ed for muscley Dmg/ (@t (0,014 mg/Kk). The equlvalent concentrations
in eggs increased fi @1 toDa -3 2006, mg/kg 0 0.012) g/lag) Pogled excreta contained 68.54%
of the admmlsdo \Mth aﬁprox@gla‘[ely“@ 88"@%f the%ml s eredz% se recovered in the combined

tissues, eggs an ~.~ excrétd. Th&residu® lev @Ver Snot el@yated 0 relation to the dose level. Even at the

exaggerated dosing I@e on%! the@gver ad r ues er th 0.82 mg/kg, and at the anticipated 1X
level, the tisste and egg 1d s1g tly 1 an 0 J@1 mg/kg. No residue of MKH 6561

would bg@pected in tiggle o@ggs p@thry a dm cont@nng wheat or wheat by-products from
MKH 6561-treated w{\ge@t oS %

§9 ‘?@’ @
Table 6.2.2-1: To%l ra %ctl esi eveiéﬁi thegd 1ble‘@§ues and eggs of laying hens following the
r@an%’f threeco nse t1v doses of henyl-UL-"“C]MKH 6561 at 3.12 mg/kg body
elght @ Q A
Tissue / E @ & QQ @ @ 7 B Residue levels
\[&\ @& Q mg/kg (MKH 6561 equivalents)
Livers SN 1343
Muscle @° v &\\)) 0 N 0.017
Fat o O & & 0.014
Egg Day-1 &Q N ) 0.006
EggDay2ew & 7 O 0.009
Egg Dagi—%” @g @ Y 0.012
T e
$

C. EXTRACTION AND HYDROLYSIS OF RESIDUEDS
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The normalised percent distribution of the total radioactivity in each extract of the liver, muscle, fat and
egg samples can be found in Table 6.2.2-2 (extraction yields/hydrolysis yield). The total residue extracted
(organic/aqueous solvents and protease hydrolysis) accounted for 84% to 95% of the TRR in the tissues
and eggs. In the case of liver, the acetonitrile fraction after extraction and partition contained 2094 f thed>
TRR, the hexane fraction contained 1% TRR, and additional 74% TRR were solubilised by inca iongpf

the solids after solvent extraction with protease. S @ S
& N
S
3 S &£ o
D. CHARACTERISATION AND IDENTIFICATIO&OF RESIDUE N \@ é\g
RN o @

i o i

The distribution of the parent MKH 6561 and its metabolites in the aetonitrile fragtion @ e@@ctl S

and partition and in the liver protease solubilisate @summarlsedgm Table 6. @32 B@tabo@es v&fég

primarily identified by comparison of the HPLC ntion times &hd 138s spietra &C/ES— \Q'

metabolites with those of authentic ["“*C]MK 61 referaz@@ 1t@n@ Mass % a of@he @ate
n

components and standards were obtained in the egative jonis

Any tissue or egg component which accounted@or >18% o T 5 n@g as 1den ified. Five
liver components (MKH 6561, M01, M05 07 @%’ wellzas MRQ from 0teas@solu@ ate)iwere
identified by comparing the HPLC retenti Sfhwtlm Sand Mas@pect S I\Q) of each coiiponent
with that of the corresponding ['*C] Mlé 656&refer@kze Lte% Co@pone@‘s of e, fag and egg

extracts were identified by correla@ of_the @resp@dmgg@ § tog@ to the HPLC
chromatograms of the liver extract the [&C] MKH 65&9 me olite

Several minor components (peaks) serggd in the H ato @ms ge?:ted Ckabelled) but in
most cases were not identified \~ {n &ptlon@as he gl Hor pone ha@a retégtion time which
matched one of the reference Etgms Ing “@cts the un dentlﬁ% no@:omg@gnents @presented <5% of
the TRR and <0.05 mg/kg. Bfa th@etlc rate, J@ne res1duess®pre ted w@ld not be detectable
(<0.001 mg/kg). For theses, reas ns, att s§ fu@ser cl@r“acter%e O i ents@s any of these minor
components were not m&@e &)

\ @ NS
& y § $S e g
> @
Q SN
Table 6.2.2-2: @%ﬁ ive dlstigbut n of m@&\mllt{&n thﬁ&llb sues ind eggs after administration of
eny, 1“@MKI—&61§k yln/g\bens at3.12 mg/kg body weight
Metabolite 2 sz@r @éuscle ©\ Fat @ ijgg D%%-l Egg Day-2 Egg Day-3
[=| O
NS % o i@? o % % Y%
&@ TRR | BKe §R /kg %TRR@%g”S‘iﬁ TRIO| Mke | TRr | Me/ke | ppp | meke
MKH 6561 ! 10 <0134 " 428 o.po@ 6| 0809 | % [ 0002 | 21 | 0002 | 29 | 0.003
Mo1 ! 27| 0037 | &0 | goot [« 8 o001 &2 [<o001] 3 [<0001] s | o001
MOS ! @ @0 D16 00030 12 ¢ 0.00m] - - - - - -
MO07 ! V4 MoossQ 1n ] 0083 | 6 | otgr | 37 | 0002 | s6 | 0005 | 37 | 0.004
Unknown! =Y 1 [ 0013 | 37 |01 [ 3 ksboor| 1 [<0001| 2 [<0001| 4 [<0.001
7 7 R

Emac“f’“{%d 20 @.269 83 0.01@ 889 0.012 | 71 | 0004 | 82 | 0007 | 75 | 0.009
(ACN) AD & N

; N
Extraction yield 1. od® | L@ 9,000 S | 0000 | 24 | o001 | 12 |o0001 | 13 | 0.002
(hexane) @° N /&
MI122 los! Fe8194 N
M07 2 RS RN

4 @ ) @’rotease Protease Protease Protease Protease
Unknown 2\@ N 0.040 ©hydrolysis hydrolysis hydrolysis hydrolysis hydrolysis
Protease O~ ) . not applied not applied not applied not applied not applied
hydrg%g@t e 74 0.9
(yiel @
Total ©J 75 34 3Y 75 74 38
Extractables

Total 4 3 3 1 2 4
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Table 6.2.2-2:  Quantitative distribution of metabolites in the edible tissues and eggs after administration of
[phenyl-UL-“C]MKH 6561 to laying hens at 3.12 mg/kg body weight

Metabolite Liver Muscle Fat Egg Day-1 Egg Day-2 Egg D@d
%o mg/k % mg/k o mg/k %o mg/k % mg/k %o \ mg/ §
TRR | &% | TRR | "&8 | TRR | M8 | TRR | M8 | TRR | MEFE | TRRY ™M
; O
characterised ((\0 . @ S
Solids 5 0.067 16 0.003 11 0.002 4 0.000 & 0.001 FZ o %.001
Total identified | 90 | 1209 | 80 [ 0014 | 85 | 0012 | 70 | 0004 880 | 0.007G é} 0.00%
' Radioactive residues (yield) and metabolites in the acetonitrile fraction (Al @ter partition W@%exane % \ @Q @
2 In the case of liver, the solids after extraction with acetonitrile/water (9:1) were incubated v@otease and the @éult oly.
also analysed by LSC (yield) and HPLC (which revealed additional a: ts of metabohte& 7 as well as m@phte N@ nov&%
component); solids mean the solids after protease hydrolysis in the cageof liver Q R & @ @
For chemical names and codes of the metabolites see Figure 6.2.2-1 QS(} N @@ Q & o @&
9
LN e S
2R A S S
SN
. O D & S & o K\
1. Liver ‘&9 @ S S @& %

In liver, a total of eleven individual eg pohents w%re segq in the%ceto@ile raction @heracts
(ACN extract) and the protease s@blhs@ @‘mstéabund@ co nenfwas only fo in the
protease solubilisate and identif] seri te 61 2, @% TRR released
after hydrolysis of protein boun 6564, resui%les) <he segand ost ab antié@nponent in
liver was detected in the A(@ ex@jct amd@ in th&yprot soltibilisateand identified as saccharin
(MO07, 14% TRR in sum)@Parert-MKH®561 0% TRR) @1 the§eta@tes 05 (MKH 6561
sulphonamide methyl ester, ‘V\TRKﬁand MO1 (2- dr%)@propégy 65@ 2% TRR) were
only found in the AC% extr@% Th@entl tion %ite of the re@)acti&e residges in liver was 90%
of the TRR. N G § S < &
S S v o RS
, L S - i .

2. Muscle N X4 @K’ @ § %\ © C& &\

In muscle, a al o@’x coa{l‘nem:,s wete seern Qi@the @tomt@gle fra@ion of the extracts. The most
abundant \ 2 t was ‘the uq&chan parelg\wmp nc§@(}l 1 (42% TRR). In addition, the
metabolit® Q M (17% TRR M@S (16° and 01 5% TRR) were identified. The
1dent1f%atlon rite of the rad@actlv re51 1n cle was 80% of the TRR.

@ &

S & & & S
Y - f@@@ex@
2of nfne S e
In the fat, a t of nike co on t wer he acetonitrile fraction of the extracts. The most
abundant co@pon&%was un@anged@are t com d MKH 6561 (61% TRR). In addition, the

metaboht@ MO 129 RR@ MO@ (6% ) @@hd MO1 (6% TRR) were identified. The
identific&bion ra@ of %@ rad&}ctlvgcmdu%&m fa@vas 85% of the TRR.

S '%e .
Y O
A _total of foqé?om ents @re @erv in the extracts of Day-1, Day-2 and Day-3 eggs. An
Sadditional unknownggbmpghent was obsegved in the Day-3 extract. The most abundant component
was metabglite M07 (37% to @ TRR), followed by the unchanged parent compound MKH 6561
(21% ﬁ % ]%R) the etabolite M01 (2% to 5% TRR). The identification rate of the
radioaeiive ré@ues ges was 7@ to 80% of the TRR.
<

@
4. Jé%pomet@ohc%@athway
§pro @Qed m& §v\§cheme for MKH 6561 in the laying hen showing the metabolites identified
n the presént ['“C-phenyl] labelled study and the ['“C-triazolinone] labelled study
(I\@A 6.2.2/02) is given in Figure 6.2.2-1. A list of the poultry metabolites identified in the two

studies 1s provided at the end of section 6. Except in the Iiver, the major metabolic pathway of
MKH 6561 in poultry was hydroly51s of the parent compound producmg the sulphonamlde methyl
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following hydrolysis to the sulphonamide acid M06. A minor pathway involved hydroxylation at
the 2-position of the triazolinone propoxy group to form 2-hydroxypropoxy MKH 6561 (M01).

In liver, the triazolinone group of MKH 6561 was readily displaced by the hydroxyl group of the
amino acid serine, resulting in the formation of a serine conjugate which was inco@ate
(covalently bound) into various liver proteins. Since no "free" MKH 6561 serine conj te Was
observed in the liver ACN extract, the assumption is that the seri mino acid@ dy
incorporated into the liver protein prior to conjugation with MKH 65¢%. The MKH%S61 @rme
conjugate was only observed following hydrolysis of the liver proteing using prote

covalent binding of MKH 6561 residues to liver solids was not tm%ly unexpe&ed sin!

observations had been reported for the goat and po@ metaboh@of two sul lur erbﬁg @
sulfometuron methyl and [phenyl-"*C]MKH 6562. In thes&@netabohsm bmdl@ th@boun@
radioactive residues were released by protease h@rolyms é\g Q o C&

In the ["“C-triazolinone] MKH 6561 poultry gastabolism stu% (MCA 62:2/0 N-met%yl pyl

triazolinone (NMPT, metabolite M10) s 1dent1ﬁ@@ ase t@z imar Qlydr%f duct,

complementing the sulphonamide methyd esterchydrolysis fiﬁduct enti in ‘the ["“Csphenyl]

metabolism study. The Pr-2-OH MKH 61tab@@§§é @)ecte@’ Waé)xobsers%d in&bg)th
@’

metabolism studies. . Q> @
PN IR ©% N &
@Q II%%ON@US@VS > @@Q $
@
When laying hens were given ng@n @ K. 6@ éy /k? body weight
(equivalent to 49 mg/kg in feed@@ﬁ c&psule for 3 co@éecu&ve da@th remdue@vel Svere 1.343 mg/kg
in the liver, 0.017 mg/kg in‘the Qmscle 014xmg/k n thé fat 0@506 mg/kg in the Day-1 eggs,
0.009 mg/kg in the Day-2 Gggs, 4nd 0%@2 1n the DaX 3 @resk@% levels based on a
theoretical 1X rate would alt be %nmder ly 1 001 L
Approximately 95% ofithe . oac V@ resi lVCP\WaS b111 ed by Q@ombmaﬂon of organic
solvent extraction (21&p of the R@nd teas 4% TR@) Thémajority of the radioactive
residues from the cle @1% (89< TRR)@nd (S&A to % TRR) was extracted with
organic solvents. @
The major rems 1d@§ﬁed@1 tlss@s ani@gg ere pox§ba ne-sodium, M01, M05 and MO7.
Identlﬁcatlo% the TRR 1n%ﬁssue@jmd 2s was, 90% g liver O%ﬂg muscle, 85% in fat 70% in Day-1
eggs, 80%-dn"Day-2 eg % @ y-3 § $¢ @eral minor components (<1% TRR)
were obg&rved in tissu nd e@ extra werey ara@{cnsed@smg chromatographic methods. These
minor components CQRIpris nly o to of g@ TR&m tls® and eggs.
The major metabo«l@a p &m pro &xycar@zone@)d in poultry was hydrolysis of the parent

compound produ01 g t]@ et ohte \Yﬁﬁd MHNO. abolite M0O5 was then converted to MO7
(saccharin). or nvokye &d h d@xylat@ at the 2-position of the triazolinone propoxy group,
forming metabolite MO1 %@‘ am @@etab pathway led to the formation of protein bound
MKH 656 idues thro%h co tl(@ Wlt%@ amio acid serine.
& &
R %”\9 @
& & @Q &
N N
2 A N
RV
@ < Q" & ©@
& e oe
Y <
&% O @ RS
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Report: I N B ooo:i-015838-01
Title: The distribution and metabolism of [triazolinone-3-14C] MKH 6561 in laying hens
Report No: 107919 @ o
Document No: M-015838-01-1 N Q§
Guidelines: OPPTS 860.1300, Nature of Residues-Plants, Livestock @ @®
Deviations: None N & @g
GLP/GEP: yes (o8 & @

@ @’% W és@
Executive Summary @ é}’ Q\ @ @

2 & & é

Fifteen laying hens were dosed orally, via capsule % protonate trlazohnone@—”C]l@(H@%l 3
consecutive days at an average daily dose rate of 2/kg body W g A 6 Iébe feed @
The total radioactive residue (TRR) levels were . 18 mg/k 044 N, /kg%l the%@suscle
0.015 mg/kg in the fat, 0.011 mg/kg in the Da ).016 g/ th ay G amd 0.022 mg/kg

in the Day-3 eggs. Pooled excreta of stu da&a thr@&gjh 3 C(@taln@ o of the
administered dose while eggs collected d%;lng @atr&ﬁ{ con@ne%o 01‘%@0f th& do ésues
contained a total of 0.09% of the total dosg \ \
Approximately 97% of the radioactiv ﬁ ver was solulg se @ a o@orgar@ solvent
extraction (73% of the TRR) and %steps &b ac@rate@s ext tlo 50 %, releasing
24% TRR in sum). The majority o e radiGhctive Yesidues fro@ he scle @ % ) 46 (97% TRR),
and eggs (94% to 97% TRR, i he cas® of -3 {g i 1hsed%y accelerated
extraction with ACN/H,O at 15@ ) veas solubilised By ext@ctlo th anlc s entsd

The metabolism of [14C]MKﬁ®656d§appea@% to &gwolv%gtwo pathways™ Oné&pathway involved simple
hydrolysis of the parent co@poun@pro@}mg aetabolites M10 an@[%@he c&%r pathway involved

hydroxylation at the 2—posﬁ0n (X%he triazoli é$ p y g§1 o form ritetabolites MO1 and MO02.
The major residues fo int tissue ¢9and e gos \% refonated MKH 656 1<(10% of the TRR in liver,
, 8% @RR it Days
te

23% TRR in muscle % TR egg@6% TRR in ﬁay 2 eggs, and 7% TRR in
Day-3 eggs); metaboli 2 (1§ TI&, in Qer 43@ TRRpin ﬁ@cle % TRR in fat, 64% TRR in
Day-1 eggs, 51°© i\Day-2‘eggsyand 4 TR&I D 59 metgbolite M10 (36% TRR in liver,
15% TRR in m@cle 1@}0 TRR in f@ 16%.TRR ¢ Day- g5 R in Day-2 eggs, and 17% TRR
in Day-3 eggs); and g%taboyﬁte Méj (7‘V%TRR?. ver A) in muscle, 10% TRR in fat, 1% TRR in
Day-2 eg y’md 2% TRRYSa D IS \

Total id ication of oact@y r651 the tisSues ahd e Qwvas 71% in liver, 84% in muscle, 89%
in fat, 88% in Day@\eggscgs%% y& eg@and&%% g%)ay 3 eggs. In addition, several minor
components were %erv n ti @gg eKiracts &hd were characterised (mostly polar components)
using chromatogra I@f T Tg Tl@se iidr components comprised 21% of the TRR in
liver, 11% T 9% S‘V&@R in gg radioactive residues which were >10% of the
TRR or >0.0 mg/kg were i n

& o " &
1\@@% E%A S AND METHODS

1. Test erl% ©@
Iden@%eaﬁ@? @© §9 Protonated [triazolinone-3-"*C]MKH 6561
%@ N % @© (also referred to as MKH 5554, applicant’s code number)
§ @@ § X (methyl 2-[[[(4,5-dihydro-4-methyl-5-0x0-3-propoxy-
Q é@ @ 1H-1,2,4-triazol-1-yl)carbonyl] amino] sulfonyl] benzoate-triazole-

(5@ 3_14C)

CAS #145026-81-9
(essentially equivalent to MKH 6561 (sodium salt))
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mixed with
non radiolabelled MKH 6561, protonated form
Common name: Propoxycarbazone-sodium éf S
Empirical formula: CisHisN4O+S, protonated form ® @§
Molar mass: 398.4 (protonated form) @b &@ @@
Labelling: [triazolinone-3-1*C] v & Q&
Specific radioactivity: 14C stock solution: 306000 dpm/ ug&% \© . ‘2”5@
(mixture in the capsies: ZIOOOO@m/ ug) é}” Q\\ @Q @
Purity: H4C: radiochemi@l purity: 99. %@ Q@ é\” C&(@&
non labelled: J%ity: 97.1% . O N S @
Lot/Batch #: 1C: stock gpfuition in ace@nitril@%ial 17 (Snthesised @%e
KS SAO)\% w,

Bayer l%%liosyn(%lesis @up m

non lab&l ed:@hl K624 @% @@’
Dose level: 3x @1 mé@’g b&weig@(a\%rage) @@ ©) @j
Stability of test compound: (@ecke&iﬁy HP@ to k@@e been stablg in d@hg c&gsules§
& & & <

N S
oY & . L § @'% § §y @Q ©
2. Vehicle: @ a-lac@ése (iFgeI%ﬁne ca@tlesb@ ©@ @Q \%
@ %@ @’@ N @® @ (& @© &
3. Test animals: S AN v S @ ©
' ' Vo OO & SN Lo
Species: \@) QO L gs (Cgllus d@owesn@ @ v\,@
Strain: . @ dyeg H @@ O« R (, §
soueer G T8 W
> - Q @
S (O S . 9 N
Sex: © ©\ N @em@ &\ N 3 §
y & o © <oy &
Age: & o 64 v@%eks\f@sel@on; 6@&/%&‘( dosing
Weight? % %@ 1-1648 ¢ @ W
' OEENS SN , _—
A @ S average body weights be{@een animal selection and termination)

Number of a@s: > é’ 1&© 6&, S
Acclimationi@erio, @ @ da o @b

Q@ ©© S s @(S‘%® Da§é©4 to é@ﬁldy Day 1, 1996-10-07 to 1996-10-22)
Identi&gation: (S § bar@g@'igh g) containing a unique identification number
Die@ood: .9 Q @uriré)@rand\yf\?éyena® Crumbles; Lot No. 0009, Aug 2996

%, s @ ) @ (Hée Nol—ﬁmd, Feed N Supply, Las Cruces, NM 880005;) via
A @ @\ cdge fe@s, ad libitum
Water: @° N @reshpotable water provided via automatic water bowls,

%@& O § “" ad dibitum
Housing: éﬁ

. - . .
@© S I%%Vldually in metabolism cages

En\@%n 160 fal o%lditi%@ Temperature: 65 — 71 °F (average min. and max. temperature)
Q&% @ § N Humidity: 60% (average)
Q é@ @ 14-hour light/10-hour dark photoperiod
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B. STUDY DESIGN

In life dates

1996-10-07 (test animal receipt) / 1996-10-22 (Study Day 1) to 1996-11-15 @ &
Analytical work N §
October 1996 to December 1997 @@ @Q S
A Y
The objective of this study was to investigate the metabolism of [triazolinong ?Il‘@] MKH@SM@MW%
hens and the distribution of radioactive residues in the tissues and eggs ax@y evaluate, i@ rem@es t&g
expected in poultry. N %, \
X Q@ @@ L v\g@ &@
N @ @
1. Test procedure SN ?”\g Q

Following eight days of acclimation, fifteen 1 %g hens (tre@ed oup) x@re cl{)sen fo@the l@iy
on Study Day-6 (body weight 1327 to 2093@;1& ame was 1@ tlﬁe ia a@g ba@l cont@ming
a unique identification number. @

Each chicken was orally administered aéﬁgle &se cagsul tal @ 14 KH %61 via balling

gun on Study Days 1, 2 and 3. Aliquots of, (é)sol lysed d IiPLC
(system A) to determme the actual @;gpq%enm@tlon 17 ped [ 4C KH 1 per caps urlty
of the test item. The stability of t@ tri \hnon@ -14 56 F%poult ose%dprm 1pment
and storage was determined b @Pl‘gnaly of@ <§ed o- ctose) of
three extra dose capsules afterd g@ssol n inswater.*Thesestab ests ica g@radatwn of

[triazolinone-3-'*“CIMKH 65@ durigg thr@weel@of stetaie. @ @ N

The average daily dose rat@of 2.9L mg/K&bod Svei r@kg 1r@he f av&age body weight
1.52 kg) was approx1@§ely ?000}1@(dose exaggg%rau%@ the®ymaximum @etary burden of
0.001 mg/kg b.w./day_(see sgction gﬁf 6. @The &aggeratio tor- %en iythe study had been
calculated with the ma nlge of the resm@ fou&d in t@«MKH\é% Q@’lea&&ld trials.

2.  Sampling @ ¢§ @6 %\ é N é\

Eggs were col@ted from eaCly herﬁ@vlce daily (ptor to @osing) beglr@mg at receipt and continuing
until the ter@ﬁwtl of e 8h animal. %PM egld A@ggs llowdirg each dosing from all of the
hens we @m@ d co@dered@s ougﬁ ay bsamp xcreta from each hen were collected
starting Of stu day and%om ited dily asZone day’s sample. The hens were
humarfely termmat d 4 to 3 hours 10w@ the final dgse. LW§’ composite muscle (leg and breast)
anghgOmposite fa@aval tal and s@tané@s) @re collected; tissues of the same type
from all 15 bl@ WeLe ~co posr[e %The\ ssues, eggs, and excreta were homogenised, and
subsamples wi adﬁ%asszﬁ @@tlss nd egg samples were stored frozen at Southwest

Bio-Labs and;s 1p§ fro drégcce) t ayegor a@sm

@D
3.  Analysis @ \ \
Radlqactwltv measu@ne %g 6@@ @©
All#%sue, egg an@xcre@ amp@s w@con@ﬁﬁted using an oxidiser. Liberated '“CO, was trapped
using an abso@ quld,womb'd wﬁ@ an appropriate scintillation liquid, and the total
l%dloactlve réSiduesQwere. (@fe .c\% @hquld scintillation counting (LSC). The radioactive
remdues in ligquid sa@ples@@e trac&@were measured by LSC after mixing with an appropriate
scmtlllatlg@coc tail. S ﬁé@;es affer extraction were also oxidised, and the released “CO, was

trappe(@ an &Q{ 1n utlor%n%@lloassayed

& X

EMtiom@issue@ and@%s
A&portic@ﬁ%f i %§ggs was blended with hexane using a tissumizer. The tissue solids were
o séple, the hexane supernatant was decanted and vacuum-filtered. The hexane-

Qextra@ed solids were blended with acetonitrile/water (9:1), followed by filtration. The filtered solids
w@@ extracted two additional times with fresh ACN/H>O (9:1) in the same manner, and the three

filtrates were combined. The extracted solids were air-dried and occasionally agitated with a spatula
to form a fine powder, weighed, and the radioactive residues were determined by combustion of

1 4 s i) 1 1 ACNIAL O 4. 4 o i
dIIquuUts. THU HUAAIIC AU AT IN/TIU TAUAULS WTIT 1TaUludssda y e,
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The ACN/H>O extract was rotoevaporated to dryness, redissolved in methanol/water (4:1) and
percolated through a conditioned SPE cartridge. The SPE cartridge was washed with additional
MeOH/H,O (4:1). The combined MeOH/H,0O ecluents were concentrated and the dry residue Was
dissolved in H2O/ACN (9:1) containing 0.1% trifluoroacetic acid (TFA). The resulting solu a
radioassayed, and aliquots were analysed by HPLC (system B). Individual componen s W
isolated from the HPLC eluent, and selected metabolites were analysed by @ass spectro

S
Extraction of liver and egg solids using Accelerated Solvent Extraction (@SE) Q @
Subsamples of the liver solids or the Day-3 egg solids remaining @' ACN/H;Othra@@on efl/%
mixed with Celite and transferred to an accelerated(@]lvent extradtion tube (c%i) Th&ﬁDay &gg %)
solids after solvent extraction were extracted with ACN/HzO ‘1) using agyacceksated ssplve
extractor (150 °C, 1500 psi). The liver solids w @e extracted i 1& equence fiffwith@ N/@ (lal
and then with 0.1% aqueous TFA (ASE, 15(% 1500 pm@Al&;ﬁracts&were radloas@yed @he

extracted solids were oven dried, and aliqu ere oxidised to de incth divactivg res1d@es
The 0.1% TFA extracted liver solids were extracted a%inal t“ﬁsne W@i 1Y%TFA sﬁsmgy& ASE
extractor (150 °C, 1500 psi). The extractyvas r&oass&yed 10n of the extract was
determined (characterised) using thin- %yer c@oma ap LC he ex 11V llds&were
air dried, and aliquots of the dried liver Solids Wer&@mdlgd and:%dloa

The liver ACN/H,O (1:1) accele@%d S&Nent @tract %/as p@olate& thro@ a egndlt’gl SPE
cartridge (C-18). The SPE cartfidge Was th addlgpnal (1:1); and the
ACN/H;O eluents were combiaed an@’adlda@saye& O ely to @orated and

the dry residue was dissolvedin 0%% aqugous "@»A resu@ng % ion @as radgoassayed and
aliquots were analysed b@PLQ fsystenf®). @@
A

%, AN
Extraction of excreta N O @ @ & \ @9

@
Excreta were ext&s@%‘%ed and foetabglites were gsolateds foré@e ose of generating
[triazolinone-'*C]:labell feregee items. A§4 g portiorkof composite &xcreta was blended with
200 mL acetoni@ile. The su@ensw as %cuun@ﬁlte&l, a&t%the filtered solids were
extracted aga@mth@oo n@fresﬁ@ACN @1) The extracts @om the two blendings were
\ 9 N

comblneda adi say S @ L
The co ‘t@ed §N/ O ex ts W@’e c &en ted toah aqlieous remainder using a rotary

evaporat of the cor?%entrat@ wa Just to 180 mL with water, and 50 mL of
saturat@l aqueous 0d1u Glori was@ded eou@blution was partitioned twice with

mL ethyl acgta &f & us fractio as %dlf (pH 1) with hydrochloric acid and
ext cted three- %mo&a mes with iﬂlyl& ctate. e ethyl acetate extracts were combined,
radioassayed, % dried b @tlm t %aanhy m sulphate (Na;SO4). The extract was

filtered to regiove ctlkbe N ﬁ rotowap ted. 1@ dry residue was suspended in acetonitrile,
filtered tl@ugh @45 dis d al@ ots were analysed by HPLC (system B). Metabolite
peaks were iscﬁated@@om {1% H elg@‘ent a@ selected metabolites were analysed by mass
spect etry.
An gliquot of thef@thyl@etate@xtr of eg\c\:feta was rotoevaporated, and the dry residue was
suspended i 1n T%\ Tlf@%susp sion Wais transferred to an appropriate vial and placed in a
fwating block fer 2 .('\‘ n a@ot of the resulting hydrolysate was analysed by HPLC
>system B). Igd1V1d@l c&@one@s Wer&Qsolated from the HPLC eluent and were further analysed

by mass ggtro%e;try § Q

Metal@g ite a@ﬂivms Q Q
H’ eer@nance&ﬂlqu@Q Chromatography (HPLC) analysis of the samples prepared from the
ex‘;§§ %sues and eggs, from the liver ACN/H,O (1:1) accelerated solvent extract
§onc ated tes, see above), and from the combined ethyl acetate extract of excreta (with
and @ out hydrolysis) was performed using a reversed phase column (C18) and a flow-through
detector (solid scintillator cell). Separation was achieved using gradient elution (two slightly

differing gradient programs for system A and system B) with 0.1% TFA in water (solvent A) and
acetonitrile (solvent B).
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Thin-Layer Chromatography (TLC) was performed on silica gel 60 F-254 plates for characterisation
of the 1% TFA extract of liver. The samples were applied using a micropipette and focussed on the
plate by developing three times with methanol. The plates were developed with
dichloromethane/methanol/water/ammonium hydroxide (60:15:1:1). Distribution of radioactigsty ond
the TLC plates was determined by exposition of a phosphor screen and scannin@\usin

hosphorimager.
phosp g Qb RS
Mass spectral analysis (liquid chromatography/electrospray-mass spectrometry, LEYES-MS) was
performed using a C8 column hyphenated in parallel to a radi@ector and_{o’ aot@e SQ@
quadrupole (TSQ) electrospray (ES) mass spectro fiéker. Separatin was achi ed u&ﬁ gr@ﬁen‘c @
elution with water with 0.1% formic acid (solvent) and metl@lol (solven forgwass sgectr
analysis in positive ionisation mode or gradien@&lu‘[ion with s¥ater with 5 @M am@oniugyacetate
(solvent A) and methanol (solvent B) for massq%)ectral analy$® in %gativegonisagon mode. @

4 @

N

S @
9 N . %)
Three ["“C] reference items were _synthesised t]@l\ Be&@’ R@osyn?ﬁ%sis %}roup:
14
214C
o

[triazolinone-"*CIMKH 6561, [phenyl]M and,, " [trigzolinong @0. One . additional
reference item ([triazolinone-'*C] MOQ) wa@btair@ by@ drolysis of iaz@non IMQT, a
metabolite isolated and identified froqy the excreta S % @
o O o . 4 SN & &
4. Stability of [“CIMKH 6561 irftissufand efig exteets = & & & ©
All tissue and egg samples were ex&ted"&nd artalysed\b H@ dfgﬁ'\eta@gie &@iles within
6 weeks of collection. With the ex@ptior@f thegjver, grélimif@ry | ificatpon ofgissue and egg
residues was completed within 4month§@f ceffection? The ppreent FRR & thecACN/H,O extract
from liver which was s{é%d for8 mQnths was the Same i hin?}0%) as the percent TRR in the
ACN/H>O extract from the i@ial li ext@tion (¥'month fol]@ingogs@%e regeipt). A comparison
of HPLC chromatoegrams of the @mitial §iver extracteapd extract “@ain§from liver stored for
18 months showegiﬂthe olitg,distribu ioeov@/ similar. The percedy area integration of the
four main comp@hents %r e Xtragf was @arlyg?tentic@ (<5g®vari{§i)n). When tissues or egg
samples were @ei&g analgsed, they were to@n the@reezer (-20 5 °C).
Tissues an %gs wete i itially extracted withymix of ACN «xd water (9:1). When extracts
were notfeing se %ey re staped a@%friggator tefwperatiire. Propoxycarbazone-sodium is
stable and“doeszgot degrade in CN or watén as lang as the pH éDthe solvent is near neutral (pH 7).
Since 8KH 6561 Q@rent &%po ) wﬁ\obsel@d iyl tis@é and egg extracts, all components
identified in the efiractssRiost likély arose f thg;@eta ism of propoxycarbazone-sodium and
presumably were~not as arfefacts_resulting from the degradation of MKH 6561 upon
extraction an@rage.& égﬁ \ @;\ 5 g@

S
9 & LS &
Q@@ S &

N} >
@ O 7 .9 o
\©) @) Q IL.> RESU A DISCUSSION
s S @F* 2P
A. AN@ L HEA@I{Q{ AND'AN Ai@u%&NDRY

Q NS .
O%ra{&tbe animal&ppe@% h@%y ugh@t the course of the treatment period as evidenced by
observance of feed gonsur@tio&@aﬂy@bserv&@ms, physical examinations, body weights and observation

of tissues at neco BSY. « S
B. TOT \is v ?sﬂﬁl@lzs TRR
' o R‘@@I ST VER (TRRs)

8)
The totﬁdio@ve 'du@i&’RR) levels (expressed as mg/kg) found in the poultry tissues and eggs are
gin%lé@ Tal%@&l . Thig tissue and egg residue levels were adjusted for the final capsulated specific
radioactivitgof the dose (210000 dpm/ug). The highest equivalent concentration was measured in the liver
(0.184 n@g), followed by that obtained for muscle (0.044 mg/kg) and fat (0.015 mg/kg). The equivalent
concentrations in eggs increased from Day-1 to Day-3 (0.011 mg/kg to 0.022 mg/kg). Pooled excreta
contained 72.79% of the administered dose with approximately 72.89% of the administered dose

OAY (] U U (] Ul 242 d11d d. U 4% O vd C dllVU U
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dose level. Even at the exaggerated dosing rate, only the liver had residues higher than 0.05 mg/kg, and at
the postulated 1X level, all tissue and egg residues would be significantly less than 0.01 mg/kg. No residue
of MKH 6561 would be expected in tissue or eggs from poultry fed a diet containing wheat or wheat by-
products from MKH 6561-treated wheat. &

N Q§
D
Table 6.2.2-3:  Total radioactive residue levels in the edible tissues and eggs of laying hens following th@
administration of three consecutive doses of [triazolinone-3-'C] H 6561 a@ﬁl @kg
body weight @) e S
. B e B
. Residue level{) &~ Adjusted xesidue fevels
Tissue / Eggs mg/kg (MKH 6561 equivalents) ! | Fhe/ke (MKH{$561 @‘}wal oR) 2 4
Liver 0.1935 <7 018D A &
Muscle 0.0 Q o < 0044 © D
Fat 0916 o R 056 @
Egg Day-1 0.012_ . G 0O S
U
Egg Day-2 A 0.015,° FQ I @@ 0.016°
Egg Day-3 N ofes & [ C ~ 0:022 @ o
' Values calculated using the target specific activity 0%%6000 d@ ug f(ﬁ&} dose 6 & o © R §
2 Adjusted residue levels based on the final capsulate@gpecifidactivity S{g@le dgsiﬁgloooo@ny pg&\ @ é&a ®
v
&@Q%\Q*%@\@@@@@@@@@
C. EXTRACTION OF RESID%S & © @ § @) @@ @) S
@ v S @ & O Q0

Y

N
The normalised percent distribﬁon of the tétal radioactivi% in g4k exéract of the livet, muscle, fat and

egg samples can be found i

olvefits a

ASE*wit

ehleékVer@squ@% Kkorffite nicht ge@lden\ erdem (extraction yields).
The total residue extracted (organic/a§ieou

ACN or aqueous TFA)

accounted for 94% to 97% of the TRRjn the@ssued edes. Vey litfle radipa%ve residue (6% TRR)

remained in the final tiSSue an@’eg@id& &y the @ of&}er, thEAC

TRR, the hexane exigaCt containg o TRR, and addi@al 4% T

of accelerated sol@t e@tio&\m thew\c’ase\o\ﬁDa 3 eggg\%\

% TRR; and addifignal
L9 o ©)

TRR, the hexan®extragd co
solvent extracti

o

& o & N
D. Cé\RACTE @ATI %A DID 1K @ATIOY%
%% &Q @% . @ &I\ N

The distribution 0%?6
the accelerated gplventee
extraction is Sénmariséd i
primarily id%ltiﬁed by co%ari
metabolitgswith the respective)
items. Mass spectra

D

which contained hath the phen
the negative ion modg -MK
structural moig&sy) werg obtai
Any tissue @ égg ponéat w
liver compot

int

ined
withpAC »0. o

trg}@of the liver solid®

PL(@chr(@a

€

J O T g

T D

©
r th@yl

20 e%%ract contained 67% of the
wergssolubilised by the three steps
/H5Q>extract contained 89% of the

RRWere solubilised by accelerated

@

&

Q
O&RESIDUES

N
ent C pou@wMK&@56§and i @etabolites in the ACN/H,O extracts and in
§ ay-3 egg solids remaining after ACN/H,O
ehle@“Vz@eisq éHe kennte nicht gefunden werden.. Metabolites were

of HP chr@matograms and mass spectra (LC/ES-MS) of the

to Qg%s and mass spectra of [*C]MKH 6561 reference

e is%?ted pongnts an standards were obtained in either positive or negative
ionisa@\m mode, def)%ndin}ﬁ the propased mblecular structure. MKH 6561 components and standards

posiBve ion mode.

@%ulp@nami% and the triazolinone structural moieties were obtained in
561"Compdrents and standards which contained only the triazolinone

acconted for >10% of the TRR or > 0.05 mg/kg was identified. Four
1, M10 and M02) were identified by comparing the HPLC retention

p entsYMKH 6561 0
times ghd thedY as@pec&\\gﬁn (LC/ES-MS) of each component with that of the corresponding

[14C
CorT

$1 reforencgnitem. Components of the muscle, fat, and egg extracts were identified by
tio the corresponding HPLC chromatogram to the HPLC chromatograms of the liver extract
and the @] MKH 6561 metabolite standards.

Minor polar components (e.g. in muscle) were characterised as such based on their short HPLC retention

times. Other minor components (peaks) observed in the HPLC chromatograms were assigned a number

dDCIICd) DU O d W O

acCT d. A PDTIONN Wd
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time which matched one of the reference items. In all extracts, the unidentified components represented
<10% of the TRR and <0.002 mg/kg. At a theoretical 1X dose rate, the residues represented would not be
detectable (<0.001 mg/kg). For these reasons, attempts to further characterise or identify any of these

minor polar components were not made. @ ©©
0N
S & o

Table 6.2.2-4:  Quantitative distribution of metabolites in the edible tissues and éggs after admlnlstragﬁ of

[triazolinone-3-“C[MKH 6561 to laying hens at 2.91 mg/kg body weight > & ¢
Metabolite Liver Muscle Fat C Egg Day-1 & Egg Day%ﬂ\ ‘Bgg Da)@ @
% % % ? % % NS/
TRR | ™&%e | R | mekE | rRR mé’ k¢ | TRR ‘@‘g TRR @g/ ke %RR(Mg/ k@
MKH 6561 ! 8 |oo1s| 23 [o010] 46 [Fbo7 [ 8 Quooi | e« 0001 | W] o602
Mo ! 6 | o011 | 3 [oo001 | 10090002 @’ | IR [<6001 ]| en [@ol
MI0 ! 32 0059 | 15 0007 | g2 | ooz | S8 [wqpo2 | Bo 9003 Y 17 ] 0.004
M02 ! 15 (o028 | 43 [o019 | Q1 G003 §ir64 gpo00g@ 51 0.ae8 | 43, | 0010
Unknown ! 6 oot | 10 Joooss - @ Y 9N o | @ 0@33 &% @04
Extraction yield @ IS AN © ) ~
o, q
(ACN/ERO) 67 | 0123 | 94 | o (E\\@ %@13 | <97 .011m 94 001@ 895 0.020
Baractionvield | [0 1 {97 @ ¢ Jooin] a] S S & 2
(hexane) ' Q ~ S % S ¢ fg o
Z O
MKH 6561 2 2 0004 | @ N @@ @ @ > ©© ACN/H,O/
YOE 1| 0.002 § S & 9 &@ o o S 150 °C
5 S (%od N s ASE extract
M10 4 0'0007@5 © @Q @ N § @ \:7\7@ not chromato-
Mo02 2 3| 0.008 S § @} N RS graphically
Unknown 2 2 | &eo3 § %@ © ©© N D é & o\® analysed
Extraction yield é@ no 1tion%§@ no@dmo@ﬁ @ additional &» additional
(ACN /H>O/ 1]@ 0,0® extraction sfgps Qractlol@ps @ ractl(m steps :Z,extraction steps 5 0.001
150 °C) 2 <O AN appgiid apl{%d %Q applied
. - © N Q @
Extraction yield @ N S) K S @
(1(;5 %C";"I;A el < B & % 5\ ¢§ @ % not applied
o, o e % % @
A
Extractionﬁi@i @\\J) § Q N @Q L Q
(1% TFA 13 °N0.024° %y RN N not applied
150°0)° YISO &L
Total 91 & §' O LN & i
Extractables @97 @Q ) 4 . @) q 97 S b 97 o4 94
Total N > @Q N Q @\ @
characterised % 71 § f%: <) @ 9 18 17
by HPLC or, o\@ Q @ I T @%
TLC
Solids. 2 %0006 591 000 @ [ 0000 | 3 [<0001] 6 [o0001| 6 | o001
Total identified | 71+ | 0.131 | (84 [ @037 @f@ 0013 | 88 [0010| 78 | 0012 | 73 | 0.016

& B
I Radioactive r?r;@es (yi& nd olites ivthe ac@mtmle/water fraction (ACN/H,0)
e

2 In the case o 1, thé$solids af@ xtractign with ‘é@omtrlle/water (9:1) were further extracted at 150 °C and 1500 psi (accelerated solvent
extraction, E) wi etoni@/wateﬁ@’l) 0.1% trifluoroacetic acid (TFA, 2X) and 1% TFA; the resulting extract with acetonitrile/water
at 150 © C
MO1, M0 and , and

50 °C) was a@alysed by LSC (yield) and HPLC (which revealed additional amounts of MKH 6561, its metabolites
ponents); the radioactive residues in the extracts released with 0.1% TFA and with 1% TFA were
deterthjned by to fo % TRR and 13% TRR (0.024 mg/kg; several components according to TLC, including polar
ydr@ of the residues after solvent extraction of liver), respectively; solids mean the solids after the additional
{ps in the case of llver

extractlon w1th ACN/HZO/ 150 °C in the case of eggs (Day 3)
For chemical names and codes of the metabolites see Figure 6.2.2-1
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1. Liver
In liver, a total of twelve individual components were seen in the ACN/H,O extract and the
ACN/H>0/150 °C ASE extract. The most abundant component was identified as NMPT M 561@
(M10, 36% of the TRR in sum). The second most abundant component in liver was identi ie as
2-OH NMT MKH 6561 (M02, 18% TRR in sum). Parent MKH 6561 §0% TRR i and
metabolite MO1 (Pr-2-OH MKH 6561, 7% TRR in sum) were found in@mon The igdennﬁ@a on
rate of the radioactive residues in liver was 71% of the TRR.
The 1% TFA liver extract (ASE extraction of liver SOlldS) which %amed 12‘V @ the §R s«g’%
not analysed by HPLC due to difficulties encou e &8d in the ¢ —up an entr&*ﬁ)n @’n
fraction. The 1% TFA extract was assumed to contain a variet polar con@%?en r1s1r»§g ro
hydrolysis of non-extractable residues in the livefs, TLC of a s I aliquot oftthe extgact s l@
major component in addition to a broad ban unresolved®aseline material (@lar cofdpon, 1@%)
The major component had an R; which clo matched the refe&ce itém M0D Singg, this tract
contains several components, no single Qmpon%nt of @ ex,tg?et cofitiiine lO%\%f the@%{R or
>0.05 mg/kg of residue. @ 2 @g N~

& @ .
s M ), @9 @© R & IS & @% o
. uscle %, N . )
In muscle, a total of eight compon@ts W ¥seer® the dqitial &N/H‘}O ext@%’t The, mostabundant
component was metabolite l\g ( fo@\ved by th@uncl@%ed rent ¢ompound
MKH 6561 (23% TRR). In additi maetabohﬁes M{Q lS‘@RR ~and 1 ( %ITRR) were
identified. The identification fate o%he ra@yactv@resu@ in iscle@was 84% of the TRR.
o .~ T &S @ ¥ w
3. Fat § Q S @)
In the fat, a total of four co nen%@l/ere n 1n@‘ie 1n1t1al A@/Hz %(tram@ The most abundant
component was the “unc anged @pare@§0m und KH 46% %R) In addition, the

metabolites MO%%(M% ),eM10 (Q§(<)[ 0 TR@ were identified. The
identification @f théf@m@ﬂve r@1due§ fat &}s 89"/@bf t
4. Eggs N & ) & N §9 @& @@
A total o @Ven ents y&e ob@oved &the ACN/Hg®’extract of Day-1 eggs. A total of nine
compone ed in the Al N/H?@ extract of @ay-2 @pgs. A total of eight components
were @bserved in the A @H xtra@ of lﬁ/ 3 @ges ¢ most abundant component was
lite MOZ 4% ) follo @ by %tab ite M10 (16% to 20% TRR) and the

nchanged par comp KH l ( S to 805 T Metabolite MO1 was only detected in
the extracts o § y- 2%ggs l% d 2% TRR, respectively). The identification rate
of the radioazfive due as 7& to 88% of thie TRR.

An add1t al p % v&@v cha terisggt’ by its solubilisation with ACN/H,0/150 °C

(acceleﬁ@d solSent %®act 1%) AN @\ >

e G

4. osed metabolic p@way@ °
A proposed me@ohc chenre for MKH 6569 in the laying hen showing the metabolites identified
f%’both the ['""Spheryd laléﬁjed cady (B&A 6.2.2/01) and the present ['“C-triazolinone] labelled
study 1S g1vep in Figure 62.2- A list OF the poultry metabolites identified in the two studies is
prov1ded the CJ;ld ofgsectiof®6. THQ major metabolic pathway involved hydroxylation of the

MKH up to%%leld@r-z OH MKH 6561 (M01), which in some cases was followed
by h lea @e ofdhe ph%@yl sulphonamide side chain to give Pr-2-OH NMT MKH 6561
@matweé%l rolys1s of MKH 6561 would give NMPT MKH 6561 (M10) which,

folme ydr@lat inof the propoxy group, would give M02.
t @ 14 KH 6561 poultry metabolism study (M-CA 6.2.2/01), MKH 6561
qulpl@nannde methyl ester (M05) was identified as the primary hydrolysis product, complementing
MPT MKH 6561 hydrolysis product (M10) identified in the ['*C-triazolinone] metabolism

study. The 2-hydroxypropoxy MKH 6561 metabolite MOI, as expected, was observed in both
metabolism studies.
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I1II. CONCLUSIONS

When laying hens were given a daily dose of protonated MKH 6561 at 2.91 mg/kg body@igh@
(equivalent to 46 mg/kg in feed) via capsule for 3 consecutive days, the residue levels were 0.F84 mg/

in the liver, 0.044 mg/kg in the muscle, 0.015 mg/kg in the fat, 0.011 mg/kg in Day-1 egg, 0. 0@@/ i
Day-2 egg, and 0.022 mg/kg in Day-3 egg. The residue levels in tissues and @s based on% theo@ cal
1X rate would all be considerably less than 0.001 mg/kg

Approximately 97% of the radioactive residues in liver was solubilise %r a combm@on @ﬁ organ %
solvent extraction (73% of the TRR) and accelerated solv@xtractlon eral steps at\l%o ,24% m
in sum). The majority of the radioactive residues from thmuscle (9 RR), fat @be @) r&g#

(94% to 97% TRR) was extracted with organic solven@’
The major residues identified in tissues and eggs w KH 6561@01 MI10 aQQMO% Ident@ﬁcatl @of

TRR in the tissues and eggs was 71% in liver, 8 1n musclex89% 1@%‘( 88%, Bay-1 @_ggs Yo in
Day -2 eggs, and 73% in Day-3 eggs. In additi seV me Bnents@ﬂoo/‘ %Were& erved
in tissue and egg extracts and were charact& ostl &com nts romatographic
methods (HPLC or TLC). These minor co pone n@%ﬁ é‘v @ TRK in
muscle and 9% to 18% TRR in eggs. % @ Q
The metabolism of MKH 6561 appeare@to 1n©ve b@i hoydgoxyle@n at"the 2- y\’itioﬁ\pf thopoxy
group and hydrolysis of the phenyl su@na@ﬁe 111@@e L @} ﬁs N
Q §@ Y & § &
O O ©
For chemical names and codes se@Figouiﬁs%).22@f @j@ @® @ S @© N
v & 0 &
e QO N O L Q w
NN e o v &9
v N 9 © 6 °\© é &% o\@
ST e &8 ORERY
@ S o L @© @ @
N Q N R AN . 9 @é& Q
©© ©\ N @ N N § N
& O 9O H&d D e
TN e S-S S
N DNy @ © o &7
&@ \@Q o\@ S \@ RS o\©
SENES) R
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@ 9O g © o .0 %
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Figure 6.2.2-1: Proposed metabolic pathway for MKH 6561 in poultry showing metabolites identified in the
[*“C-phenyl] MKH 6561 and ['“C-triazolinone] MKH 6561 poultry metabolism studies
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0 H ! X Q © &

,ls.! N N . Q) S @

MOT & S ¢
@7 N Q A

N ANS)
* T%%ode MEH ﬁiﬁﬁ ge@ll};u@i fon ._@ smii@x salt.
In the hen metabalism snféies thg}om%un wi@vesﬁ gated using the free acid form.

@* SN
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CA 6.2.3 Lactating ruminants

Conclusions from the EU evaluation of propoxycarbazone-sodium (DAR)
Livestock metabolism studies of propoxycarbazone-sodium using [phenyl-UL-'*C] propoxyc&gfzo &
acid (free acid) (- 1999, RIP2000-1011) and [triazolinone-3-'*C] propoxycarbazone @M (ff@
acid) (- 1999, RIP2000-1012) have been conducted in the lactating goa S 'a model f&l@um

Two lactating goats per label were dosed orally, via capsule, on three consecu@e days at aver&ge dose
rate of 1.0 mg/kg bw for the [phenyl-UL-'*C] MKH 6561 and at an averag%dose rate o @kg 154
for the [triazolinone-3-'C] MKH 6561. <)

The dose rates applied in the goat metabolism studi®s were eq %ent to 17 @g/ hen;@UL—&@
M“CI]MKH 6561 and 24.8 mg/kg [triazolinone-3-14C]M§H 6561 in fesd, respectiyely. e d&¥e rate®
were 189X the maximum dietary burden for meat rugidhants in the se of the p @yl labe an@ 6 e
maximum dietary burden in the case of the triazoli % label (the ma 1 di \%S cal ted
considering additional residue data from the year 2004: 0.09 m g DM the gxaggeration factorsgiven in
the studies had been calculated with the magmt&?@e of tl 69 res1d§s foghd in the wh§metabohsm‘%tud1es)

The total radioactive residue levels in the s‘l%;gly m@’stl g yI L 14 KH@.%I @ouné for
3.643 mg/kg in liver, 0.486 mg/kg in kld&ie\}ﬁl, 0"9@ m g in scl % fat, 0.015 @/I{g in
Day-1 milk, and 0.022 mg/kg in :2»-’ -2 Kl%ﬂk T the xpe{ﬁ ‘”\mve tin &ftriaz@inone 3-
“CIMKH 6561 the corresponding resilties Swere e¥eh 1 ® T}@an &Jated s1d evelgbased on a
theoretical 1X rate would be <0.083>mg/kg in all\tlss es andgnilk &tept @or livey (0019 mg/kg) and
kidney (0.0025 mg/kg) in the cgse of&ﬁ@ phe@g 11 @an@ dn@g \%) 1n the case of the
triazolinone label.
The radioactive residues wére e&%acted &m &pllk edfble tlS@S th hlgh recoveries.
Unchanged parent compour@ was @tect@Em arga&s t1ssues an@\ﬁ 11k @rese&%g the major residue
in milk. Metabolites identifted S @ @

. Sulfonami eth@ste@% i fat @ in tery 10‘®m0&z@ts in 1<1¥% and milk

. Sacchari 07) in fat@n d milk an pro in con ates major component in liver

. N-met @y triaz

inone (M) in aT@)rg 1ss &8s an
. 2- hyééxy—l%methyﬁprop&xy tn%@hnor@ M02 n a '~~ ns, tissues and milk.

The total id 1ﬁcat1@’ ratew\\v'(las ery hi h 7 of t}zf@yQFRR n k c<=, y and > 89% for liver and milk),
except for “fat and musc in t %he bell rlm & uesto the low amount of total radioactive
residue. metabohcehav@lr of carb@one— ium\@ goats was not significantly different

from that observed 1@5 > w\a = @ w\j N

&
The metabolic patl%)vay @p § c zorre@md nﬁacta@ goats is shown in Figure 6.2.3-1.
@ O \ S D

i Ny
N f@@@\@j@Q@@\
G @ © 9
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Figure 6.2.3-1: Metabolic pathway for propoxycarbazone acid in goats

COCH, O\~
@ NH N/N_g\ - @ <
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§ &>
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o\ Lo R
CA 6245 Pigs & &
Since the metabol@em m\layl ens @d 1ns:® la%a;ung g&t (see sections 6.2.2 and 6.2.3) is very
similar to that in th¢\¥at, a pig metdbolismg ) stu as no con@cted

@Q% é@J @d% § &
CA625 Fsh o &

Studies on the bloaccumuﬁtlo ﬁ gre nﬁ@% req@red due to the log Pow of -0.3 (pH 4) to -2.6
(unbuffer@ of propoxyéarbaz ]§ sod F@’the @oﬁin aquatic metabolites of propoxycarbazone-sodium
bioaccumulation studé arewalso fet requfired,, B@ause the log Pow for M10, M04 and MOS5 can be
calcul{%d as -0.4 + 10, -5.25 1.0.and 0.&%F 1. Oﬁespectlvely (the predicted value of log Pow was obtained
using the ACD/T@Q Web@’erv (.(%% A@thes @lues are below a log Pow of 3 and thus a potential of
bioaccumulatio nogatm

”\a
CA 6.3 ﬁg@ﬁude of residhues t?@als in plants

EU MRS or p \\Q. ox&jrba -sodium were adopted and included in Annex II of Regulation (EC) No
396/20 %“ whi ade@u telysupport claimed uses (Commission Regulation (EU) No 149/2008 of 29

Jam@,’ZOOS@

New q‘m'

with propoxycarbazone sodium containing formulations.
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CA 6.3.1 Wheat

The critical GAPs for use of the representative formulation of propoxycarbazone-sodium on wheat,

triticale and rye are outlined in Table 6.3.1-1. @o S
. N
Table 6.3.1-1:  Critical GAPs for use propoxycarbazone-sodium on winter wheat&iticale and ry@\ v
Q
. D
Cro Region Zone Countr E}’ Timing of Number a Tll:;zgillz'cs M‘Q um
P g y I*;‘ application | of applic. % kag a.s./h aé@ l’@ﬁ [days]

, g 5 S
Winter C vk | F | UP @II 1.9 000" o @ [
Wheat BUN 33 Q © M S A
Tritical ] N RNO &

riticale N | Latvia | F %@%BCH 1 Koy o L@
Rye 91 © & . &
Winter \dp to BBCH Qr N oy & W]

EU-S S France F F 7 n, -
Wheat LS @%30 N &9&\1’ & S S
PCS = Propoxycarbazone-sodium & S [ o

NS)
EU-N = Northern Europe ~ EU-S = Southern Euro eggonq C@q S& @ntral rthegn-, Southisrn Zon@ @j @
** F Field; G Greenhouse; I Indoor. & \ \ &x . ®) %, §
@ °\ @ Q O &

provided below. Q
9 9 ©) Q O

Original Annex II dossier @ w\ﬁ v S @ @ &

To clarify the residue behavisur o propo;@rbaione Sé%@cjhum Q@Vhea@trla]%were c@nducted in wheat

with the 70 WG straight for@ﬂa‘uo@ @

A total of 16 residue trials'were %nducte%’wn§ V%? 70 f@%ulaf%h N+ h pean regions, 8 in the

north and 8 in the south, The &jals wéze equally beot\ 1997 and. growing seasons. All
residue trials were pegiprmed @m@wn P.gveach trial a @G 76formulation of the product
was used. SN w Q @@ I @
OO S N Y @ X
< @\ & N AN & %,
Northern Europ '© Q N S §

Northern European tl@gs w%m pe i% G@@Bri@ 3), Pran @Z), Germany (2) and Sweden (1).
These trials Fve been cenduct 1n)@ 998, respe ¢ application rate was 70 g a.s./ha
except tr@akho. 0303-9@%?7 2@y /hayNn Sweden. preduct V\é applied once with a spray volume of
280 to 330 L/haatm it was\gcond@ed d&urlng&stem glbongatlon (BBCH growth stage 33/34)

corresponding to 7 3 96 days prigr to hagvest 6&’ S

S

Forage samples @ere é@g’l fr@ tre;at@i plo@on da@QO an(@% 27 days after treatment and on day O prior
to treatment from the plot\ raingghd st@\ sa@les were taken on day 76 to 96 after treatment.
Residues KH 6561 and 1§ itg @hydg ypropoxy MKH 6561 (MO1) were determined
accordingdd method 00569. Affr extractio thésesidues by accelerated solvent extraction (ASE) with
ammonium hydroxid&Xolutian, th, xtra@ we&@leaned up by solid phase extraction. Residues were
quantified by LC/MSMS e multlpl@eac@-momtormg mode using known amounts of deuterated
internal standardg,~Recovery {gf)es wgre détermined by spiking MKH 6561 and 2-hydroxypropoxy
MKH 6561 ts@ & m als@ﬁevels £ 0.02 to 5.0 mg/kg. For MKH 6561 recoveries were in the
range of 87 td\Y00%xfor 24ydroxypro MKH 6561 the corresponding values were 79 to 103%. The
limit of qu@uta‘u O @2 mg/Rg for wheat forage and grain and 0.05 mg/kg for wheat straw.

decl to o)v 102 870. 5§sng/kg on days 13 - 27. The corresponding residues of 2-hydroxypropoxy
ere 0.02 - 0.27 mg/kg (day 0) and 0.05 - 0.25 mg/kg (days 13 — 27). Residues of MKH 6561
and 2- h oxypropoxy MKH 6561 on grain taken at harvest were below the LOQ of 0.02 mg/kg. No

Residu, §x§ﬁ()f A0F 6@m forage taken directly after treatment were 0.8 to 2.5 mg/kg. Thereafter, they

control interferences were detected. In straw residues of MKH 6561 were below the LOQ of 0.05 mg/kg.
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In straw residues of 2-hydroxypropoxy MKH 6561 (MO1) were below or at the LOQ of 0.05 mg/kg except
in trial 0100/97 in which 0.06 mg/kg 2-hydroxypropoxy MKH 6561 (M01) was detected.

Southern Europe
Southern European trials were performed in France (7) and Portugal (1). These trials have been nduc
in 1997 and 1998, respectively. The application rate was 70 g a.s./ha. The productyvas applied th a
spray volume of 280 to 300 L/ha. Treatment was conducted at stem elong@n (BBCH growth@
33/34) corresponding to 78 to 108 days prior to harvest. Q @

R 9O & 2

Y
In two trials treatment was conducted at the BBCH growtge 51 (heagding) corresp 1ng®49
days prior to harvest (RA-2005/98, 1066-98 and 1189-98). This late stagg of applicati ommgn u ?
of propoxycarbazone-sodium. Therefore, the ﬁndlng@j@f these two als will ngvbe c@mde
following summary. N Q R )
% 2 Q@ & @}

Q N 2) .
Forage samples were taken from treated plots on day 0 and 19 <02 d@ afte@eatn&t anden d@ prior
to treatment from the control plot. Grain and stsaw samiples:were tgken % tregﬁd and contrpl plots on
day 78 to 108 after treatment. Resid%s of s propegycar ne-s 1um and @a olite * 2-
hydroxypropoxy MKH 6561 were determingd®accer 1n§l§9 method OO 9 A extractlon the \g’ dues
by accelerated solvent extraction (ASE) @th a }mnu@ hydl@mde utlomthe e@racts%sgere =

by solid phase extraction. Residues wé¥e q; %ﬂtlﬁe I_@M in ‘@e m 1e -1 thl’l- onitoring
mode using known amounts of deuterate d i rnakgtanda%ds Recov es g@by spiking
propoxycarbazone-sodium and 2- h@rox@ropm@j MK@656 the @mp ater S at 1<syels of 0.02 to

5.0 mg/kg. For propoxycarbazdie-sodium ré@over; we@ n 7 100%, for 2-
hydroxypropoxy MKH 6561 t@one%ond&@g values weré“79 t %@@T he C%mlt of @antltatlon (LOQ)

was 0.02 mg/kg for wheat f%age ar%%gr @ @mgﬂ@’for wheat @W@ y\]

&
Residues of propoxyca azone n fm@e ta i on @Qy 0 after trew\\f”men@'ere 0.79 to 2.5 mg/kg.
Thereafter, they decli g/k d@ 19 ©22. éhe c%%spondlng residues of 2-

hydroxypropoxy M 656@ wer 3 *’@0 48 mg/ %ay @ and 0.03 @ 0.2 mg/kg (days 19 — 22).
Residues of prop arhazone- &1um Ot straw taken at h@s‘[ \@%@ befow the LOQ (0.05 mg/kg) and
residues of 2-hy@roxypiopo %\/I 561 @vere.d Jetected in dount§™below the LOQ. Residues of
propoxycarbazore-sogiim and 2-hy oxy&opox@M 561 @n graitaken at harvest were below the
LOQ of 0. 02@@1g/kg No ngrﬁltrol %@rfer es W& dete@ed. @@ \é&%

<
One trla&as destroy: y h%@n theref onl&@)rage sam L§s©could be taken for analysis. Due to the

fact that already on @/ 19 1io resi ove th@;OQ re defected, no residues are to be expected at the
time of harvest. % %, (S
Q °©\ @ @

A summary 0@6 res@t ar%@%n%l\Tabl“ 3.1 %

S S
@7 @Q’) ) @ ®©\%

N A

%o v\g%o@’@\

%@§@\@Q&§

G @ © 9

gE v,
O VRN
> O o
s &
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Table 6.3.1-2: Summary of residues of propoxycarbazone-sodium in wheat
- DALT . MKH 6561 MKH 6561 2-
. Timing of | Number Portion
Crop Region application | of applic. (days) analysed (mg/kg) hydr E}
(mgikg) &
Wheat EUN | Upto 1 131008 18 | 027 3, 0.0%,
(spring and BBCH 0 Forage :2’0 @5’1'1’ 0.%, .16 %3,
winter) 33/34 0825 L1 6,093
3 Forage 092,002 | [0 0250239
78 [OForage  |0.05,<0.0250] <048, 043"
D N N
0.52, <0,0%
13-140|  Forages | <0.02, a6, @8&%’&?@}3@
0@% \Q 2 ' JHEN - S
o 0.03, <0. . ,0.@%).08,
2%, @gi& @%3@ \&’ 6:08
5 7696 | OG0 | &8 x <002 &| &y <02
o S 006, 6 x%0.05
X °76-9 Staw ) . §R<o0. 06, 6 U9,
Q(% K\ W:@} \& S ﬁ Ko §
Wheat EU-S up to 1 oY . 2187, 2.4 0.03,0.03,0.19,
(spring and BBCH §© | b O Forae §J 25079 8| 048,0.11,041
winter) 3334 R S Y O © N
o| 7 @@”)19-@@C %@@ o .@?’ 0.03, 0.03, 0.04,
§ S § . & 0 |e<00g, <000)| 00901502
o O 2108 | Grain S <0957 5 x <0.02
S| LT s | Osray | s x <05 5x <0.05
7 A N
| S TS e & ot YO & -
Two trials were not g&ken 1&‘[0 ac t re@arding the ue r@sults in Whe@t straw, since the application
was done to late ibﬁe g%@ng cason (BBCHS1 instead O@CH@B@@
To have afulh}\%@ set with regar. toé&e resigyies (@rop ycar‘t@ne—sﬁdium in straw eight further trials
performed in ther@nd Southern urop%areop@enta@elox@ %@
> o O & [SEERSIIPN
A @ \Q NN
FIEFITs s
2 @ § & NS Qb
o O ¢ .09 o O @
MR
S\ L 4+ 9 @
o & @ &S
& 2 Q & &
Q A\ N @§ .
* v S L@ N
N (g @\ R Q
s S
@ < Q & ©@
& e oe
& Q
{x’ O @ RS
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Report: I 0005 .i-254598-01
Title: Determination of the residues of MKH 6561 and mefenpyr-diethyl in/on wheat after
spraying of AE 0298618 01 OD05 A2 (054 OD) in the field in Germany, United K1@om o
Northern France and Sweden
Report No: RA-2020/04 S @®
Document No(s): Report includes Trial Nos.: @,@ & ©®
0102-04 .
0698-04 N S @@\ &
0699-04 0 {\9 N é\g
0700-04 & @ & S @
0701-04 K o & 4
R 2004 0102/7 o < S R O &
R 2004 0698/3 SN Q o & & @) &@
R 2004 0699/1 <~ @ R 9O 6 @
R 2004 0700/9 L @S D LS S
R200407017 & 2 Y & a0 o N
M-254598-01-1 %, < D ('S N .
Guidelines: 91/414/EEC IR N s 9O & ¢
Deviations: None g\ﬁ \\ N 6 x% Q R §
GLP/GEP: yes %@ N @ S © &\ @@“Q NS
St & . O @
SRS A §@ @
Report: ~ ﬁﬂs &P o7 ©© o’
Title: the’residues of 6& and@fen y 1eth%1n/o§vheat after
O]%)S A2 %)754 o) \ 1@5taly, Spain and Southern
Franc N
Report No: RA=20321/0 © S & oS @”\}
Document No(s): Report i@es Teipl NosQ) 6@ RN . (©)
Q 03- ISP T -
&L o Q@ ¥ § e © S
§ Ot O @ & P
©© @ R§004 c@%oys PSRN § N
(S S S L NS S S
5 @ SR 2(@4 07033 & § %,
N M-25434604-1 @ & o Q@ \@’
Guidelings: 94414/ o Q) 0L Q
Deviations: one BN N
GLP/GEP: s & & O S8 =
9 & &@” > S & ©©
Executive Summary © Q <© ©\

Eight residue tRals wéfe cct \fn
(MKH 6561X\was apphed

containing{rominally

these trials, one apphc@on
een materialxsam
collected for analé)us at ha st

Whe

hem@) an@Southern (3) Europe. Propoxycarbazone-sodium
o@whea@plants using an oil dispersion (OD) formulation

4.92% p@poxyc baz@-so@um and 0.94% mefenpyr-diethyl (AE F107892). In
s ma% at BECH growth stage 33 — 34 at arate of 70 g a.s./ha
We@ ake 1re(tfter the application. Grain and straw samples were

— 9%;lays after the application.
R
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The samples (wheat green material, grain and straw) were analysed for propoxycarbazone-sodium and 2-
hydroxy MKH 6561 according to analytical methods 00509, with limits of quantitation of 0.02 mg/kg
(green material and grain) and of 0.05 mg/kg (straw) for each analyte. In green material residues of
propoxycarbazone-sodium and 2-hydroxy MKH 6561 ranged from 1.2 to 5.1 mg/kg and from 49 to®
1.6 mg/kg, respectively. In grain no residues of propoxycarbazone-sodium and 2-hydroxy § 65

id

above the LOQ (0.02 mg/kg) were found in any of the treated and untreated sampjes. In straw, of
propoxycarbazone-sodium were below the LOQ of 0.05 mg/kg while residue@%f 2-hydroxstM 61
ranged from <0.05 to 0.08 mg/kg. SR
I. MATERIALS AMETHO% ‘2”\9\ \\ N
A R -
A.  MATERIALS @ ~ » R S &
1. Test material: Q? N R @@f @ & o @&
9 .
Identification: AE 0298&1 801 %DOS 054§7®D) %@’ 6\ \% §
Description: 0il disp@io%@ ¢ @% 6@’ @Q TN .
Lot/Batch #: Aus| 89850 (@ @Q RS o & ¢
CAS #: 1897413 @ 0 § N & S
° L Q O
Purity: MKH561: 4@%@@ Fl03892:694% & &7
Spiking levels: Q0.02 §5.0 m\g/kaK.@ssé@d AKH 6361 hydfoxy
A < RN RS
SR v J R S &
2. Test Commodity: R § S

N A -

Crop: 2 %© W@t v S § < ”
Type: s, &) EgrealsO 6@ RN .
Variety: S v @De ) Cor§rt, I@%rain,%arséﬁ, n&}?, Neodur, Don Pedro,

@ S \Q Flor nc%urogr @@@ g @
Botanical e: 6\ S q@’itic%spp. &\ v L §

Sy o

Crop par@s) o&oce@@d heat grge@mate@, gran and Graw

com@nodity: ) <\ I (g @ é&“’
o R R
gy TSR
SO LS MR SR
B. STUDY DEN A RS >
S @ > IS
@ @Q @? O © § (g
1. Test pfocedute O SN N
AN SN %’Q & @
Ngfhern Europe® QQ @ @ o\w\ﬂ

N .

\&Five supervi§res@%ﬂe tr@@on &eat v@e conducted with propoxycarbazone-sodium in 2004.
Propoxycarbazone@godi 152 wa@appli $as a foliar spray on wheat plants using an oil dispersion
(OD) fula%;a co gning@ominé%y 4.14% propoxycarbazone-sodium and 0.94% mefenpyr-
diethydAE £107892% In these trigls, one application was made at BBCH growth stage 33 — 34 at
a ratg of 7@%.&6@ i.e@&ithin 99% of the proposed maximum application rate.

W eat@m@teri@amples were taken directly after the application. Grain and straw samples

@Ver%@@llect for agalysis at harvest 91 — 93 days after the application.
€& S
g(gthern Europe

Three supervised residue trials on wheat were conducted with propoxycarbazone-sodium in 2004.
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Propoxycarbazone-sodium was applied as a foliar spray on wheat plants using an oil dispersion
(OD) formulation containing nominally 4.14% propoxycarbazone-sodium and 0.94% mefenpyr-
diethyl (AE F107892). In these trials, one application was made at BBCH growth stage 31 —34 at

arate of 70 g a.s./ha, i.e. within 25% of the proposed maximum application rate. @@
N
Wheat green material samples were taken directly after the application. @rain and str@@sa les
were collected for analysis at harvest 73 — 85 days after the application(§ A Q
Q D
Duration of Storage &% \© s § \zs@
NS @ O
Samples were stored up to 422 days. @Q o S é\g ©&
AN . Q
@ & Q Q" o
2. Description of analytical procedures % ) ©° S & © &@
5 L gy 2 8
\
Residue analysis RN %@J @6 S Y

The samples (wheat green material, gr@1 an&@fraw@}(fere @%alysor pfopox arbaze&%e -sodiym
and 2-hydroxypropoxy MKH 6561%1\/[01)@& rdihg to alytlca hods 509 hlc@%vere
previously validated for wheat t%en 1%}61‘1 graln , 11 its of quant@on of

0.02 mg/kg (green material and@%m)&?}d of& m& g (%@V) fg}pac lyte@ @

O
& @’ \ @@ @@@
%ESU §D CU@O%

‘ ‘- m an?of} h dro ﬁop@s I@ 6561 (MO1) were
obtained from wheat (gr%n n%enal and @m) @tﬁied at lewe een 0.02 mg/kg and
5.0 mg/kg. Mean recov &R werd v@m &e@epta‘t@ranggs (86«% %). Details of recovery
data are shown in Ta@ 3 1 5 @ @ O @

.9 & &

ol R
\-\ belo‘%v 1n<{§l"ab1 1 3&?I\Iorth%§1 pe) %1 in Table 6.3.1-4 (Southern

‘ﬁ‘ﬁ;ﬁr@@mi@ s @
In green mateTial residue “§@ %zone@odl n@hyd&@ypropoxy MKH 6561 (MO1) ranged

fro

from 1.24@%.1 mg/kg 19 to™l.6 kg, ectingly.

In wheat grain no gesidue %f prépoxycaybaz %—sod&m an@\2 hydroxy MKH 6561 above the LOQ
(0.02 mg/kg) were found i e tggcﬁed al@’untr@ed ples.

In wheat straw res%ues yca@zoni?bdlu@were@elow the LOQ of 0.05 mg/kg while residues
of 2-hydroxy %@H 6 fr@@QO &5@0 0 O@ng/kg@j

/

©@© \

@
Procedural recoveries of @pon@nba@
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Table 6.3.1-3:  Residues of propoxycarbazone-sodium and 2-hydroxy MKH 6561 in wheat matrices in
Northern Europe
Study Crop Country Application Residues _ {&w 4[(\©
Trial | Variety FL [No| kg/ha | kg/hL [GS| Portion | DAL | MKH 6561 |MKH 6351
No. (as.) | (a.s.) analysed T & (mg/kg) @2-hydroxy
GLP (daysy S| (mpikg)
Year IR ﬁ\\
RA- Wheat German 53.211]0.070 |0.023 |33 |  Green &ﬁ) 3.3\© _|@.19 \yj@
‘2‘020/0 Dekan | DA oD 2 4 ) material % N
- Q %g

R 2004 (Nordrhein- GraanQ 93 <®& @ < A
0102/7 Westfalen) c§ Straw_ 93 5005 Q  |€005 &
0102- Europe, % Q 4 q & < &@
04 North @ ¢ Ql © & @
GLP: \% o N @ D LS

' M IR NS
yes © kY S

D % 2o S (@

e AT T g 8 §§Q e
RA- | Wheat 53.2(10.0700 [ 0:023 |34 <Green 1. I\o§&
2020/0 Isengrain OD 2@ ﬁ\ @ < @aterl& o &9
2004 SRS A N ST Sl Sl ST S e
0699/1 SRS R S) 9% <0fs”  9|<0.05
0699- P Rle lo o § Olo O
04 Nort @ b R @ Q& @ E@ N
GLP: RS @ &@ % o O
yes &) S N
2004 o Q| §@ © Ol L2
RA- |Wheat |United 5%2 110070 < .oz;é@m S Green®  [% 0 & 13 0.44
2020/0 | Consort | Kin §© %@72 Q4 Ol Em ial .
2004 $1Z | | S gbrin O] of [<0.02 <0.02
0698/3 SN LN | DSy [Fo [<0.05 <0.05

- (Buro AN O
0698 @ N § o
04 o &l & | & e
GLP: o N

Y N o

o | P I
2004 |0 S | 4 S o
RA- | Wheat 53201 [0.030 [ 0623 33 cen 0 3.0 0.21
2020/0 | Marshal 2N 9 material
2004 " Grain 92 |<0.02 <0.02
0700/9 & Straw 92 [<0.05 0.07
0700-
04
GLP:
yes
2004
RA- Green 0 2.0 0.26
2020/0 material
4 .
R 2004 Grain 91 <0.02 <0.02
0701/7 Straw 91 <0.05 <0.05
0701-
04 o
GLP:
yes N
2004




Bayer CropScience AG

July 2014

Propoxycarbazone-sodium

Document M-CA, Section 6
Residues and plant metabolism

Page 35 of 59
Table 6.3.1-4: Residues of propoxycarbazone-sodium and 2-hydroxy MKH 6561 in wheat matrices in
Southern Europe
Study |Crop Country Application Residues o
Trial | Variety FL [No| kg/ha | kg/hL [GS| Portion |DALT |MKH 6561 | MKH 65@9
No. (a.s) | (a.s.) analysed (days) (mg/kg) ydroxy
Yoear & P
RA- Wheat | Ital 53.211]0.0702 | 0.0234 | 31 | Green material 0 34 & |6,
2021/04 | Neodur; |1 oD . S) 5
R 2004 | Durum £, Grain 276 <0-§;\ . @-Og\%
0103/5 | wheat o~ Staw @) 76 | <O. 0.0 @
0103 | &? R 2 S S o
04 @ & or R O >
GLP: % Q o Q & ©
Europe, P Qo SN
yes South & N 9 @
2004 @ SNl LS
RA- |Wheat |France [53.2]1[0.0702 [ 0234 |@” | Green material %@J\O 5.1 0.34
2021/04 Florence F- OD R 7 =7 \f
R 2004 | Bloren 4 @ @ Grén B |<0  &F20.0R
0703/3 SO A Braw S 797 (50,05 008
0703- Europe, @ | LO .S O o &S
04 S S & o &
o : v & S & g9
GLP: 4 RN RN S w
yes Q) S S O @) .
\ .9 9 o O Q Q) S
2004 g || IS @ & |& O
RA- | Wheat |Spain % 1 {0:07024:0.0234 [ 34 | Green pféterialdp 0 ) 0.19
o Don . S U Grain | 85 ° | <642 <0.02
edro
0702/5 QStraw <0.05 <0.05
i O & )
0702 N S o
04 N @ Q AN
GLP:
ves & & &
2004 b § N
S
N & (T
A RS
S
Q
&
N
@ (g
Q &
& :
B
N
&
@
<&
<\9
& & "
N
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Table 6.3.1-5:  Procedural recoveries for propoxycarbazone-sodium and 2-hydroxy MKH 6561 in wheat

matrices
Study Crop Portion Fortification Recovery (%) o gg
Trial No. analysed | 5 5 /metabolite | n | level (mg/Kg) |[ndividual| Min | Max Mea@gRS%
GLP recoveries Q\ 93
Year O a2 | A
RA-2020/04 |Wheat | Green |MKH 6561 2 [0.02 97,96 @p 96 | 97 [S97, &7
R 2004 material
0700/6 1 |02 93 93 9§ 9%© &
0700-04 1150 ¢ 102&% 102 \@@2 40 é\a
GLP: yes 4 | ovéxall 93 (51024097  [23.9
2004 MKH 65612- |2 |02 &©9 97 97 9@”‘ 9§ %©
RA2021/04 hydroxy P o5 - 55 5| o5 | @
R 2004 5.0 N |16 R102 D102 {102 @
YIS @& A 9
0703/3 4 %éral]© S 162, 98&. | 3.0
OGTSf(;iS Grain  |MKH 6561 912, 0.02¢7 @89:4Y |89 <93 | -
2004 O 0@ @Q 8%99 Y o9 £%; @
&S eyerae Y & 8| 9| 92| 58
) 1@@561;\& 2400 S @,& 101@03 g@)l @93 102
Ydi N N E 0 A Dog
% @ral{g@ O O] ] 105 100 | 26
Straw @%KH@@ o |2 B0.0s<”  go1:.04 D1 |94 | 93
S &l o & 9&;@%30 G 83| 93| 8
219 &7 g4 levera. - | 837 94| %0 | ss
‘. QWK}@%M@ 26%'005\@ % 9%;3?” o9t | 9
S ohdety o 1S O O g
& | < &4 (L (35, | 86| 8| 8o
DO > \ 4 ‘\overa@ @ S | 86| 91| 89 | 33
9 S
o %
SN 1% %@CL@ONQ
.9 % % @ @’

Wheat i@ajor crop @§JN rdiern a Southern Eifrope-(SANGO" 7525/VI/95  rev.9, 24.03.2011) and
therefore requires @ i from elg Qupehased trials frdm each region. In the growing seasons
1997/1998 and 20 1 residue 4ryals W@re capducte®in Northern (13) and Southern Europe (8). The
product was appliéd onc B% gr h sia@e 31 @7)4 ate of 70 g a.s./ha. All tests were carried out

according to G rin
g 5@1) 6@ \ \

In wheat in no residues of§opo@arbaf@ne— &um and 2-hydroxy MKH 6561 above the LOQ

(0.02 mg/kg) were foug@ in ahy of t d ahd untreated samples. Therefore, sufficient trials are

availabJe to support tH@:rm% GA% @ &S
N N

As the trials on gvheat were Qfduct@ in eQ@nphance with the GAP, extrapolation to rye is possible

(SANCO 7525/X1/95 <rev.9 1.
S %$V ga @Q@
NS @© S
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CA 64 Feeding studies
Propoxycarbazone-sodium is authorised for use on crops that might be fed to livestock.

Dietary burden calculations @ @©
g
Livestock feeding studies reflect the potential exposure of livestock through different types (@%ed@he
potential intake of propoxycarbazone-sodium residues by livestock arising frofiy'the uses in the GA was
evaluated in the EFSA reasoned opinion on the modification of the ex1st1ng%[RLs for pr Xyca@azm@—
sodium in various commodities of plant and animal origin (EFSA Journal 2013;11(4):3 164). é&({@ltlo ly
the highest residue level in wheat straw measured in t@iew submi@ged residue @%ﬂs take@into @
account. Therefore, the following input values were used to calcul@@ potential 11@akes @ies@tes

livestock.
1vestoc @ Q& . @ @ @
9 & & N
%0 N L @ \© 9 @@
Table 6.4- 1: Input values for the dietary burden calc@ation@i@j > @ ,\6 N b
Median dietary@urdg@ g}\f @% ﬁ@’mml@ dlet@ry burdlen
Commodity Input value @ QInput valu
gy |0 Contene ™ o R S Cg@‘;‘e
Wheat and rye grain 0.02! @ Median res@ue , S Q0.0 IO Median @due
Wheat and rye bran 0.02! A% MidiangSidueld | oy 008 & ;@edlegl residue
Wheat and rye straw 0.05" & ‘Wlediatnresiducy @% @ \K\\Highe?residue
According to EFSA Journal 2013;11(4):3 64 [ @ RN
2 Highest residue value @ &9@ @@J) @ Q @ ©©>

@

As residue levels in cereal g%m are%@loxg§é LO and @apphc%ﬂm@@curs lf@fore@)nsumable parts are

fi d CA6.3.1 t h d d S

ormed (see ), no.goncentration e §1 ue@ expeétc iy @ D

The median and maxn@n d1®ry bﬁenswere tleen ¢ cﬁ»lated@)r theddifferent types of livestock using

the agreed method 1es&desc e EV G \Q”' nce .ocument (@ CO 7031/VI/95 rev. 4,
N

o ”\9

22/07/1996). @@ ©\© &\ \ & S @ §

The calculated @dla@)d I&lequwta%s burd@ns a@@mn@ﬁ% i@ithe following table:

Table 6.4;@@ Results qxﬁfhe m@%ry pibden calculation (EFSK Joml@%’l 2013;11(4):3164)

l\zedl@meta,rf\) %nghe@\) Max dietary Trigger
\ary b&gﬁen N Barden w\j Q\contrlbﬁtmg burden exceeded
F%g/kg bw/ ! ke D) | © corppodity (mg/kg DM) ?

Risk assessment residu W’im@ su@%f pro; oxyczon G¥¥ salts and 2- hydroxy- propoxycarbazone,
expressed as Rr@g&xycﬁ S) S
Dairy ruminants @008 @ m@Vheat straw 0.04 N
Meat mmi@}s 0&037 @ @°0.0047° |, Wheat straw 0.09 N
Poultry & 00010 " 09000 «o| Wheat grain 0.02 N
Pigs_ % 0008 @  GD00T. Wheat grain 0.02 N

)
Since the calculat@d dietary bygiens ¢ all %ps of livestock were found to be below the trigger value of
0.004 mg/kg %‘d, @er i stlg*&talon @ residues as well as the setting of MRLs in commodities of

animal origi otneces , W
Neverthele@a feﬁﬁg sty 1@1ry cows was conducted in the US in 1999. The results of this study are
present lo % Q

@ o

CAf@ 1 éi%ultry S

No stud@as performed.
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CA 6.4.2 Ruminants

Report: I D I (0o0:)(-021454-02; Amended: 2000-05-17 |
Title: MKH 6561 - a 29-day dairy cattle feeding study - addendum I - data for the 10X fe@@ Q§
level ®\
Report No: 109116 S @ &
Document No: M-021454-02-1 ~N LR
Guidelines: OPPTS 860.1480, Meat/Milk/Poultry/Eggs @
Deviations: None &% O 6 &@
GLP/GEP: yes v@ @ @\ N @@
§ s
Executi @ & o VR O X
xecutive Summary % Q & @ @
) &
Three lactating cows were orally dosed daily in t ¢ morping \r mﬂi(lng @ secm;ve da$s with
propoxycarbazone-sodium (MKH 6561) at aveéwge d@ rate of 36 Q%g/k@eed/@ Th\ dosfnxg is 400
times higher than the actual calculated maximum di ©
Milk was collected twice daily (afternoon%a Q! 1ng§\w1th§%lkl% @e W%m @j ‘%’ the
administration of the final dose (day 29) the anjmals w, hu ely gcrlﬁcg ingthe te&atlon
liver (representative samples of each e to@}ing kld*&@y (b fgéc @1& o©ava11able
omental, renal, and subcutaneous), a (co sﬂez\o, FBundsand llézted.
Tissue and milk samples were anal§ged ft 6%ﬂpro poxyca ZOHG@dlu esi —MQMS with limit
of quantitation (LOQ) for tlssueS@f 0. Oiﬁ g/l@ for @ﬁole @( @%Whe@ 0. &@ mgQ(g and for cream

of 0.005 mg/kg.
Feed consumption, body welghts “an uctl@a were® not %&dversgﬁl af@cted by daily oral
administration of propoxy% azon sod@§d @ry cQWs fo@.@ consg utlv@ay @L the average dose rate
of 36.0 mg/kg in feed. @

In milk collected from@é tre@d ammal he ress Ei%ieaue@by stidy day~8. The average residue in
the 28-day milk fro sed,cows @ 0.646 mg/@ Addirionaljy, the average residues in whey and cream
from the dosed gr@p at @ da §Were% OIMg/kg\d 0@@ m@(g, @ectwely Propoxycarbazone-
related res1dues umula in filk, a the résidues are oncéhtrated in either whey or cream.
The only tlssue§hat tainePresidids >10Q w@i%’ kld (0. l§0.@ mg/kg) and a single liver sample

(0.05 ppm)\M}lscle and fa{y conta?g@d residues @OQ @ é,(;%

O NS > Q
§ NI S i~ K@
% @ @@%& & &
o N .U O .0 @
Q O © SN S D
¥ o K &2 ¢
S R
& R T N
i AN NG RN
B v S L@ @@
N (g @\ Q&©
° SN
&@ %%gf § N
@Q Q & ©@
> O o
s &
< @ N
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L MATERIALS AND METHODS
A. MATERIALS )

1. Test material \@ @@6
Identification: MKH 6561 S @® S
Description: - €§ S o\@
Lot/Batch #: 898706001 S & DY 2
Purity: 99.9% @ & N O S
Dose level 36 mg/kg feed/diyYor 29 days©Q %@ Q@ é\ﬂ &

' @ S Q) Q X
Vehicle Capsule K\ Q o & & @ &@
2. Test Animals: Q?% N @ R . © & @
Species: Dairy caws (Bos;j&uru@}@ %”;7\ v 6\ N 2§
: NS
Strain: Holstein™ =, @Q Q@ & @g <\ %
Breeding facility: HL&%&II‘\N@O{&X 32% er1® NM@OQ&US A) @j §7J
Sex and numbers involved: le apiBials. S O w;\ SIS ®)
ggxa S NS %o < @ N
Age: r @»o ﬁve<§ears§ RN S @ ©
Bod ht: @ ®\ & @ P
y weight: 6?@to 7Q§2kg S S O © O N
Acclimatisation S a}% O« @Q o S
Identification: e Cig Ea@@g (#3@63 #3268) aitd a @bangl 9
Housing: N THe anixtals wete houged tog&her %utd sand-floor pens.
%, @ @jfter @1gnt to &Poupsithe mals webe segregated by dose
@Q v @ groups (th§ cated;"one ¢9 co&t%ol)
S @ R@?m emperat@e -1. (1-@@300% relatigg humidity 29 - 85%
Q)
Feed and @: @\ & A tot leeé%\cltlon R B rchaged from Gonzalez Dairy
> & O @ (Mégqulte@M) use thestudy. The approximate
© KO cent of eaghi ingredient g the diet (TMR) is given in the
S é}’ @9 @l 0w1§%tab {(:7’ Were allowed ad libitum access to the
&@ L@ @ and fr&sh potable ta}@vater daily via group feeders and
@\ & N aut@natl%%ateregs Fee&consumptlon per group was monitored
@@Q KN @Q &%l reco@ed dddy >
@ ©Q N) @@7 ©\ T@Mlx@@atlon Ingredients
Q O ©©© \O\ Q\ é&gred%@t Percentage (ca.)
2N S . Dsileg? 39.47
% T S :
@7 S K o & Aijifa Hay 2237
. T .o @
N B @@ T Q Rolled Corn 9.87
@ & @« ]Rolled Milo 9.87
$A0 § "N @Q Soy Hulls 5.26
&§ § O KN O Soybean Meal 5.26
Q@ Q@ © § Pre-Mix 7.89
LA QD WO
$ & e s
¢ £
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B. STUDY DESIGN

o

1. Test procedure
Lactating Hostein dairy cows (three cows per treatment group and one control cow) Werggrzﬂ@
dosed daily in the morning after milking for 29 consecutive days with MKH 6561 at av@ge dd&e
rates either 0 mg/kg (control) or 36.0 mg/kg feed/day. This dosing is times h1&}§r th@@he
actual calculated maximum dietary burden (see Table 6.4- 2). w
For the treated group, capsules were prepared weekly containing an dmount of pr gazor&;
sodium to a target value of 36.0 mg/kg feed/day. The-dose calculatjon was based on the@
consumption by the animals in the treated grougurmg the @chmatlsatmﬁ}pe -@a ose, ©
capsules were prepared by Southwest Bio- Labkby weighing dgchnical gr 4@ pro yca@zon@
sodium directly into dose capsules w1thoug$cellulose orlactose ﬁller&ddm 1I§f2‘©he @

capsules were used within 10 days of their ration, and the ca fg ule@ere gered in the fgpzer
@ "\ Q 6
RN R \ "\g
LN @@ é}’ LS

(<-14 £ 10 °C) prior to use.

2.  Sampling b@ @ S <\ o
Milk O @’ N © @7
Milk was collected twice daily (g ﬁemo&% and orn1 @ mq@@lg Mlll§mples
collected from each individual cay duﬂ@ the‘z&a ho olle\g da@ ere deinposited
and weighed. The composited Ghilk @mp S SWETR § bs&r@le @nd thig subsaniplescyvere stored
frozen at <-10°C until shlpp% frozen to Bayer. 11k @n dais\ﬂ 1 (48-hours
before dosing), 0 (24- hour@e ore&%smg@: Q4 2@ d@

Additional 28-day milk fom givup ontrol@nd gtgoup d) was lle§d for processing

into whey and cream. \%oleésgnlk fi each cowqyas potire @o fouf200 L centrifuge bottles

and centrifuged for, I@mn a@appr matg 3 ,000 rp The whey w@mn out of the bottom of

the centrifuge bottle an %pll ed in neg, The ctfeam then transferred into

another labelled@ntal . The gntire proce@ as r‘@peate@wnh@&secoﬁd whole milk sample. The

appropriate ryns rom t woarat@s fr@a cagh, cow @re épooled to provide a sufficient
\

quantity of ¢ fo@anali&ls \\ \© §2 @& @

D

Sacrlﬁcessue@ollec@on an@San%Je Pr(@‘ssm & §

Anlma@ were l%manﬁﬂy sa@lﬁce withigd8 houf of the adn;?istratlon of the final dose (day 29).
The animals were ' nnrng the @mna a captive bolt pistol followed immediately

b sanguinatiofd? FQII@mg the tewn matlo@ livefy(re cSdntative samples of each lobe totalling
ca. 1 kg), kld@(bot@ fat mpo@te Oﬁ@ ailable omental, renal, and subcutaneous), and muscle
lly

(cornp051te ollec@d ar@;welghed
The tlssues were 1V1 ppe N nto Q§es and immediately transferred to a walk-in
freezer @ 100@ Af freez,mg @ indiy Vldu%. er, kidney, muscle, and fat samples were
pulverq zed in a Ho‘@ﬁ er @)bar%i@orp roy, OH) and homogenized using a Polytron
ho %mzer (Bru@ynan@é’orp od¢] 6080, Westbury, NY). All tissue samples were in liquid
nitrogen durm%ulverlz or%md h @tlon After homogenization, the tissues were placed
89 stalnless steg tra@nd sfored g& freezer to allow the liquid nitrogen to evaporate. Once
e liquid nitrogen @apor@d the rocéssed tissues were removed from the freezer, weighed, and
transferre&@) plastlc @e Q Th@ags were sealed and returned to the freezer for storage.

A
3. Analysis S Q
Ti a @milk@é @ were analysed for propoxycarbazone-sodium residues by liquid
chrpmategraph ass, & ectrometry-mass spectrometry (LC/MS-MS). The limit of quantitation
@OQ Qor theyptiss was 0.050 mg/kg, and the limits of detection (LOD) were estimated (3
Qstan d deviationS~above the average background control value) at 0.002, 0.003, 0.001, and
0.@ mg/kg for the liver, kidney, muscle, and fat, respectively. For whole milk and whey, the LOQ

was 0.002 mg/kg, and the LOD was estimated at 0.001 mg/kg. For cream, the LOQ was
0.005 mg/kg, and the LOD was 0.001 mg/kg.
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II. RESULTS AND DISCUSSION
Feed consumption, body weights, and milk production were not adversely affected by daily oral
administration of propoxycarbazone-sodium to dairy cows for 29 consecutive days at the average d@é rated>

of 36.0 mg/kg in feed. @ >
Analysis of milk from animals in groups II (treated) from study days -1, 0, 4, , 16, 20, 2&24 @%nd

28 showed that the propoxycarbazone-sodium residues reached a plateau by study day @ T 1gh %‘
observed residue level in milk was 0.026 mg/kg for cow 3267 on Day-22, The results a\r@sum@rls
Table 6.4.2-1. Whey generated from 28-day milk fro e treated up had an ‘ayerage “resi
0.013 mg/kg and cream generated from 28-day milk ha?l%l average r«@ldue of 0. O@ng/@ Thquesulté
are summarised in Table 6.4.2-2. AN

@ & @ @
Residues of propoxycarbazone-sodium in musr@nd fat sanles re al%y @ﬁow dhe L® of
0.05 mg/kg. One liver sample had a residue o Jkg e t&&othel@a Wer&a<0 g/kg
Residues in kidney ranged from 0.14 mg/kg to &9 m g. Tshg res ar%@q mafised in %ablg 4.2- 3

&y @ O & ¢

Table 6.4.2-1:  Residues in milk from co@&n gl&ﬁp 11 {&Xatedb % @ &

Cow Numb@326{\ Co@um@ 326@ @ Co umb§67
Days Treated Propoxycar@zone* @:g/kg Wro@go%car@zone’@ag/k& ro calﬂ@zone* mg/kg
1 <000, «° @ L0062 & O] .0<0902
0 <0002 > & | < 9@ o <0902
4 0160 O §é Toos O o L @ors
S N
8 o - &0 0009 ] o 0022
2k i o o e O & 0.014
16 § 500190 O 00 g 0.018
20O [\ 000 o 50 [ oo §@ 5 0.017
oS Q ¥ N
22 £ L big O % 4 @/@)13 S @ 0.026
. 24 00162 = O 0 @ 0.019
2826 o) ogr S | e o 0.008
28 P <0014 O Wb« 00173 0.016
*  Residues are expre@?&i in p%poxyc@ﬁzon %wa]&?@ LOQ 0. Oo@g/kg
K ST
Table 6.4.2- 2@@&%1@% 1né2da§mllk WQ% anQ cre% samples
%ow mb 565 %ow Number 3266 Cow Number 3267
Y
Sﬁle ?ropox@ar&zone*@ /kg @ropoxycarbazone* mg/kg | Propoxycarbazone* mg/kg
&
Wholemilk Y  Qdon "~ Q 0.017 0.016
)
Whey  @° 0.2 @ & 0.012 0.016
Creamo) P 005 <0.005 0.008
*  Residues a@%xpre&@ in pr@%xycm@gzone@ivalents. LOQ is 0.002 mg/kg for milk and whey and 0.005 mg/kg for cream.
o 9 9

N
@{& @@@@@@
@ & <

&
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Table 6.4.2-3: Residues in tissue samples

Cow Number 3265 Cow Number 3266 Cow Number 3267
Sample Propoxycarbazone* mg/kg | Propoxycarbazone* mg/kg Propoxycarbazone@g/kﬁ?
Liver <0.05 <0.05 0.05 @
Kidney 0.18 0.14 S 029 @QE
Muscle <0.05 <0.05 <0050 &
R Y 9 Z
Fat <0.05 <P:05 O <005 - g\\a
*  Residues are expressed in propoxycarbazone-sodium equivalents. is 0.05 mg/k€ @ @
e &L s
Q) N Q < S
L. CONC%I@’SIONS & @ @ é}
Feed consumption, body weights, and milk p@'@mtlon § not ﬁver ly @ed lg? d oral
administration of propoxycarbazone-sodium to @kamy ccﬁyﬁ for con§ecut1vg7 ays he a%erage*‘éiose rate
of 36.0 mg/kg in feed. % .
In milk collected from the treated animals, the rem@es @?eaue@y %@ Th@ver@ res@e in
avera

the 28-day milk from dosed cows was 0. Of%mg E Addi onal@ the e@es1dt@s in whey agdcream
from the dosed group at 28 days wer @01% g/k #id O 065 m g, regpectiygly. P@oxy azone-

related residues do not accumulate in @ he r@due@e no@oncé&ate eit or cream.
The only tissues that contained res1§es >L were kl%v? (0. g%to 0.2 mg/. and@ s1n e@lg)lver sample
(0.05 ppm). Muscle and fat contame residues & Q

No edible tissue or milk fr ani Yxails fe @kt o&@vhe §rag@ an Q”%gram containing
propoxycarbazone-sodium res’%d?ues t the e ategtoler ces wquld b pec@gd to have residues greater

than the LOQs (tissues = @905 mgkg, §Whey = 0. 002 m@ @005 mg/kg) for the
analytical method. % %ﬁ @3 Q\%
@’ f§ % @6 \ © N @

£ TS5 %0
CA643 Pigs & & 0 O 9 g o @
No study was pe@—ma@\ N & Q} &\ N § Ry

& <O © N & @b o @

CA 644 @sh @ S\ & (g é,(;\f
The log@ of propo ?rba@e is @ow 3. Ther§l S gfore ﬁ@tud)éf the nature of residues in fish is not
required b Regulatloa% C)Q 1%/2009@% \ N

S 2 \© R &
CA65  Effect proce n§ & - O
The use of %Qﬁazo@—sod%l n eals@ccor@%g to the intended GAP does not result in
significant res Pe. 390.1 \-®~ ) azone-sodium and its metabolite 2-hydroxy-

Xy
propoxycarkgyone in gra at haryest, e t @md&@were below the limit of quantification in all trials.
The contbution of wheit, ry@tntlc a spelto the theoretical maximum daily intake (TMDI) is
<10% t%f the ADI. 'T%ref&% st s o@ ndu@sgr al processing and/or household preparation are not

necessary. @ @\ )
@ S

@" N
CA 65.1 Nature of the ¢&idue>
No studies onthe eéf}cts 0 ocg&ing ot xs@ nature of the residue were performed.
<

@
CA 6. 5@? D@lbu@m oe residue in peel and pulp
B
No s&@es o(%@l’le effeets @rocessmg on the nature of the residue were performed.

@
CA 6.5 Magnitude of residues in processed commodities

No studies on the effects of processing on the nature of the residue were performed.
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CA 6.6 Residues in rotational crops

Data on residues of propoxycarbazone-sodium (MKH 6561) in succeeding crops were reviewed during the
Annex I inclusion process and were considered to be acceptable and no further data have been gene@

Qb
@ g
CA 6.6.1 Metabolism in rotational crops @b @ ©)
One confined crop rotation study was performed for propoxycarbazone- sodiuf (_, R%b 999,
M-021141-01-1) and evaluated in the DAR (2001). o N \ \@ '
The metabolism of MKH 6561 was investigated in the rofational crpring wheéz\? \graial%@

(leafy vegetable) and turnips (root crop) after spray_application ©f [phenyl- ULJ H 1 @g@
[triazolinone-3-*C]MKH 6561 directly to the soil gél planting ntalnqr (1 amowpt applied
corresponded approximately to a field rate of 45 a. The rgsults o at10 1% cro&tud emopstrate
that MKH 6561 is hydroxylated in the propoxy side chain to @@m 2: @dro rop@r MKH 656“1@M01)
as already observed in the wheat metabohs d@g@Thl eta@ ite -. be @ydrol%ed or “cleaved

enzymatlcally yielding 2-hydroxy-N-methy prop trla n@i@ﬁ\d%@vhlch e%to a
minor extent in the wheat metabolism exp& Hy@&roxy 1 pro@y trlazohn ( ) can
also be formed in rotational crops by .~ ake, M onegk f th% ajorssoil m@ abolg Ng@ethy OpOXYy

triazolinone (M10) followed by hydr atl(m and ?&an on aﬁﬁ ‘§ duct. Qaccharin
(MO07) and its conjugates were obse t10 ropsg icantly hig ts asGgompared to
the wheat metabolism study, 1nd1c@1ng %hat th% maj%soﬂ aboﬁs é@o t up\%y crops after
ageing of the soil followed by CO@Jgatl @ S
@ < % ©

& Q & @ .9 2

CA 6.6.2 Magnitude &@esnd@s m’yﬁ)ta §nal aops s @ X

< S &
Report: $9 IM-027996- (@ &
;ietle: . S KH@561 7 G 2 gniude of @ 51d%@in ﬁe&d rotat@lal crops
port No: S 1\§ N N S &
Document No:  © 279@6%1 15 Q & S
Guidelines: @ OPIQS 86%%1900,@1eld ion i@Rotational Crops
Deviations: one S 03 X
GLP/GEP:>s, vesy A /@% o & @@ &
A @ @ & O .0

S < SRS & )
Executive Summ % @ @%\ %@’ S
| < & & e
In 1999 remd@eld t@gs Wéé conQucte% threg, cé@ms in the US. Propoxycarbazone-sodium 70 WG
Is.

was applied @s a broadcas@eat@t to $1l at Frate ©£0.045 kg a.s./ha. A cover crop was planted just
before ap tion in m%t but all@ % “Lhe plots were irrigated and fertilized according to
commercial crop pr S

Representative cere ain, @wa‘c)@’oot \and leafy vegetable (mustard greens) crops were planted
at app%ommately 1, 4, 8,%nd 1@)\m0nth foll@wmg the application of MKH 6561 70 WG to the soil.
Samples of all ro@tlonal Cr re taken at carliest crop maturity.

Untreated an eat ro@pl% we@ analysed for residues of propoxycarbazone-sodium and 2-

hydroxy- pro ycam Z0
& &

@ Q
§%@§§$
@ & <

&
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No residues of propoxycarbazone-sodium and 2-hydroxy-propoxycarbazone were detected above the limit
of detection of 0.002 mg/kg in any untreated and treated samples of turnip root and tops, wheat matrices
(forage, hay, grain, straw) and mustard greens.

I MATERIALS AND METHODS . >
& e
A. MATERIALS @ S Q\Q
1. Test material &% § § %@@
Identification: MKH 6561 70WG (& N é}”\ N S g
Description: Wettable granule (W ) ©Q %@ § é\a &
Lot/Batch #: 8030050; 7030@ 703020&@@3024} R @© @Q}
Purity: 70 g/100 g ;@oxycarbazege -sodi Q \& © @@}
S R
S & @E N \ %
2. Test Commodity: © %, @Q & b@ X
Crop: Turr}gp% o \ V\%e% &% § Musta
Type: RO@! 1 oy I NS I
Vyp.e | Q< Ve%@t& e% @\&reaQ § e@veg@ e
ariety: @lrph%gfo %, Pl% 12684, & @adle@mustard,
Q%’ Wﬁnte@ Stéward Southéin giant
D @
Glo @ & gRE2S Q cugled,
§ ~ S v o @ Flogida broadleaf
Botanical name: % C&Bras@a ra@% @ T rzt&‘?cm@vestw%%) @§msszca Juncea
AN I S S N
3. Soil > ¢§ @fferen@ sol @eremedl rlmems he soil
> ~Sph ncal pop § do
@ < @ yﬁgé&che a{? ertl@ are d 1be elow in Table 6.6.2-1.
T © % o ~ @ @ @
able 6.6.2-1: @ph@ochem al pa'xopertl% & S
Soil character@tlon@; «r\g S%ieqrgﬁ @U O Indiana California
Soil clasmﬁg%%on r, A !@ & @Loan” | Silt loam -
pH  AS @ & |Y qa- O =« 69 54 :
OM (%) O O & .0 O & | 3.9 -
N KO3 N
> o & RS ©©
B. STUDY BESI S .0 o .o @

(@) Q S AN ~

A O
The study conducted d@ing peri@Opt@,g@er, 1997 to December, 1999 in Georgia, Indiana and
Californiag4®'the USA.. © Q Z

RS
NY
Q%@@&\Q

\%l'est proced e @

Three r651 ex ﬁeld trlals \@ére c@du n turnip, wheat and mustards greens. MKH 6561 70WG
was app trea ent to soil at a rate of 0.045 kg a.s./ha. A cover crop was
plante st b@E@re a 1cat10n n but not all of the trials.

Rep ntatt@e cer gra@wheat root (turnip), and leafy vegetable (mustard greens) crops were
pl&@ed a pro mat , 4, 8, and 12 months following the application of MKH 6561 70 WG to
t@%v s e @ver @g@ s were disced and tilled into the soil prior to planting the appropriate

Q@tat cro;@’ @

2. \:Q Dllng

Samples of all rotational crops were taken at the earliest crop maturity. Duplicate treated samples
were taken from two separate runs through the plots. Samples from at least 12 separate areas of
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each plot were combined to make up a total of 0.5 to 1.13 kg of each wheat sample and
approximately 2.26 kg of each mustard green and turnip samples. A single control sample was taken
from a nearby untreated plot at each harvest interval. .
& &
§ g

N

3. Analysis S @®
Untreated and treated crop samples were analysed for residues of pro xycarbazone&sodlu@@nd
2-hydroxy-propoxycarbazone. Turnip tops and roots, wheat forage, hay, straw and and

mustard greens samples were extracted using an accelerat solvent ex@actlo@ (A
Approximately 2 g of each sample was extracted 3 °C and 1508 psi using 0@% M@‘H4?§
internal standard mixture of MKH 6561 N-methyl- 3 and Pr—2Q MKH 65@% -N @tbyl waé
added directly to the extract. @& & ?”\g
Each extract was purified using a C-18 solid\phase extraéfion %w) cagtrldg% The &ﬁract&@as
acidified with acetic acid prior to analysis b -ES/MS/MS. )
Wheat grain samples were extracted using the pr%cedurg%esgr\}ed above, e&pt Ih%wt Ce was
mixed with the sample prior to ASE extr]gtlon @ 2 N
The chromatographic system used fi anal@s 00@% d@@j a r@erse— @e;se @8 ?@nn and a
solvent gradient system containing 1% agetlc acid i r/ac@fmle mobi Se. An
electrospray interface was used to @trod ccthe ple @@ ass ‘Sspectrométer, %,
Quantitation was based on cor@rls@é@f d@hte tr@sltlon@ etw@ﬁ t}@ n@ytes and
their deuterated internal stand@ @ @@ S %@)
%S 2 @ H L&
@ O S SHEEN
Qi SReswLTS @D Iﬁscom@ ©
The I-month (TGA-M1021.97R) fal for gtimipsand 1 fionth (TGASM104397R)cand 4-month (TGA-
M1046-97R) trials for musg?d greens fr@m Gegygia V\Qre noggvailable du % c gallure Some samples
from later plant-back interval apt anatysed,3h caus@the total ropoxy azone-sodium residue
found in the earlier pl ack@ite als Wa@ low@% L@Qof th©anal r&@ﬁhod
In turnip root and tops residues ©) r@@xycar zog&8odiy@ and 2- hy%oxy -propoxycarbazone were
below the respect e L%\% of @802 m%‘kg ataall plan ba%@nte@ls The samples from Georgia at 1-

% QY
month plant- bg(%?nt ernot géﬂable@ue t %yto x101t}§
In wheat matrices (fopage, hay, grain, stra%a at, tﬁ@ 1-m@nth afd 4- m@th plant back interval residues of

propoxycarb&zone-sodiu and Z%hyd @xyca azowg WCI?@? below the respective LODs of
0.002 m > Since the @sidugs>wer elow the I@@D th%@whe@&samples of the 12 month plant back

interval were not analysed.
In mustard greens E@Jes of pro xyca&ﬂzo odu@ and %hydroxypropoxy MKH 6561 (M01) were
below the respectigg % of g atsthe 4-month onth, and 12- month plant-back intervals.
The samples fI‘O@ 1 m@% pl@@bacl@nter@bwerét avigplable due to phytotoxicity.

Q O @ \2 \ >
The details are given in Ta 6. § %@

Table 6.6. § Sumn@%7 of gs%ue data pefl§f9§neﬁ@l the USA

Study I Q 0 "\U S@pllc@ Residues
Trial No.  |Crop cOun%’ry Fl. [Ng} ke/ha | ke/hL [GS | Portion | DALT |MKH 65 |[MKH 65 | Sum of
Plot No. Vari @ N (a.@ (a.s.) analysed | (days) 61 61 2- MKH 656
GLP @ % Y| @ (mg/kg) | hydroxy | 1and -2-
Year 2 o %, N (mg/kg) OH

@ Sl o S (mg/kg)
109201 § Soi @ A §V70 1 [0.0455 [0.0409 |-

& [T@np, e v | WG Root | 91  |<0.002 [<0.002  |<0.01
WINMIDS- Iegible [ Lndiand 91  |<0.002 [<0.002  [<0.01
97R <? rple America,

u North Tops | 91  |<0.002 [<0.002  [<0.01
GLP: yes () |Top White] P 91 0-002—1<0.:002—<0.01
1998 Glo (R)

109201 Soil (T) |USA 70 |1 {0.0452 [0.0409 |--
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Table 6.6.2-2: Summary of residue data performed in the USA

Study Application Residues
Trial No. Crop Country | FL [No| kg/ha | kg/hL [ GS| Portion | DALT |MKH 65 | MKH 65
Plot No. Variety (a.s.) (a.s.) analysed | (days) 61 61 2- @i 656
GLP (mg/kg) | hydroxy f I"and
Year @ (mg/kg)@@
£
Turmip, | | WG Root | 182  |%002 [<0.0 T?l
WIN-M1026- [edible Kldlaqa 182 \[<0.002  [<0/92 @5%01 &
97R Purple merica, T .
, ops | 18 <0.002 8&002 <0 0
GLP: yes Top White North vﬁ 2& <0.002 @% 0% @ @
1998 Glo ®) ~ @ &\ﬁ S
109201 Soil (T)  |USA 70 | 1[0.045  |0.041 @} 4 o Q D" A
Tomo. I | WG = R :
urnip, i @ Root Y 2569 |<@§92 q 50.002 <O%
TGA-M1022- (egible g % o .25 |<0002 « o 05 |
97R America, . Q S @R 6\
GLP:ves  |PUPIe  INorth d° | Tops 250 w J20.0 <0003 {001
1998‘y Top (R) Q %@ o8 @% 250©@1 <0. 0002 <001
o Q 20 & °
109201 Soil (T)  |USA 70 [1]o0dd0 Jo.0dd [s ] <o S N
Turnip, G-’ WG @ ° @ &Root I§572 N<0.002> |<(8 2 @<§01
;GI?-MIOB- edible [, 78 0 KK é\” S [ 3726, |<0 <0.01
GLP: ves  |PUPle  INorth © IR Y TQQS@7 @ <0002 §%o ogé <0.01
GLP: y Top (R) q e b b Nae @Qi),oo <0.01
a Q 4 PN @
109201 Soil (T)  |UsA @% 100438 [0.03907]-- 47 N SHRS
— (I G
Turnip, i i < N Rabt ZIQ()// . 49002 <0.002 <0.01
TGA-M1024- Jedible gfr‘l’;f‘% Q @© L© © 6 0.0 Dl<0002  |<0.01
S R
o [pume o S ©§§ @ @Q“op% 496 % <O.§ <0002 [<0.01
aLP: y Top (R) é\” @)@ &i% @6 . N <Q. <0.002  |<0.01
@ Q) AN
109201 Soil (T) 7000 1 [obads Jovardgy | @ &
WG B 7
Wheat & S| Foragd?] 149°K" [<0.002  [<0.002  [<0.01
g%? IS p i°‘§© & K@ w\j& Y g*ﬂ <0002  [<0.002  |<0.01
GLP:yes | OoHR) 1@ 1S fay @5 <0.002  [<0.002  |<0.01
oos @ ‘. 2 P e s ooz [<0002 <00l
AS @Q § @ @Q S Grain)| 219 [<0.002  [<0.002  |<0.01
SERN @@“ N oo 219 [<0.002  [<0.002  |<0.01
©> AN S S Straw | 219 [<0.002  [<0.002  |<0.01
Sl A & A S 219 <0002 [<0.002  |<0.01
109201 Soil ¢T) @370 D 0.0448 [0.0895 |- @)
Whelt (O W{ Q e B | Forage [239  ]<0.002 [<0.002 [<0.01
oo M0 Iioncer {00 § X G %@ 239 <0002 |<0.002  |<0.01
) @ Y/
GLP: ves éz 84 (®) INo Q L AP SIS Hay |265 [<0.002 [<0.002 |<0.01
Y N & |9 265  |<0.002 |<0.002  |<0.01
1998w S o | @ S .
N SN IS Grain | 309  |<0.002 [<0.002  |<0.01
. Y| @ &@ 300 [<0.002  [<0.002  |<0.01
&@ & SIS Straw | 309 [<0.002  [<0.002  |<0.01
Q | @ 309 [<0.002  [<0.002  |<0.01
109201 Soil (TUSﬁ@ §3& 1 [00447 [0.0419 |-
O =
§§C he > Q6 Forage | 224  |<0.002 [<0.002  [<0.01
;’\;g\l Ml% Ste@prds 1:22§§ 224 |<0.002  [<0.002  |<0.01
GLP: @ %%20 Qﬁvon@ Hay |269 |<0.002 [<0.002 |<0.01
109 8@ ) 269 [<0.002  [<0.002  |<0.01
@ Grain | 309  |<0.002 [|<0.002  [<0.01

309 <0.002 <0.002 <0.01
Straw 309 <0.002 <0.002 <0.01

200 0-002 0-002 0-01
AV

AvRavAvS AvRavAvS U
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Table 6.6.2-2: Summary of residue data performed in the USA

Study Application Residues

Trial No. Crop Country FL |No| kg/ha | kg/hL | GS | Portion | DALT |MKH 65 | MKH 65 Sum of

Plot No. Variety (a.s.) (a.s.) analysed | (days) 61 61 2- @i 656

GLP (mg/kg) hydroxyé and

Year (mg/kg) & OH

& O o) |

109201 Soil (T)  [USA 70 | 1{0.0457 |0.0359 |- o NN

Wheat F’ WG Forage [ 315 <0.002 o<0@D2 @%0.01%@
WIN-M1038- g o |Indiana ) 31507 [<0.002  [29.002 “, [<0.060
TR SWS20  [mmeric® St H oo Food |«® P

. Nort ay ¥ <0. . .

?9L9I; <R ) 60 |<0.003 @ <0§ Q%.bl C&@&
%@ Grainé 400 |<0069 |<0.002 @20.01@
> 40° |<egp2 éo.ooz <0

Q) N\ @ 9 | Y
| smpw [400 g '002©\ <0.082° |=Qp1
B | M0 % 200087 [<0002  [x0.01

109201 Soil (T) |USA 70 [ 1]ooads Joose |- 7 O ] U ko L -

Moo (I | WG U@J G

Mustard G i %ﬁ N N Cﬁen % @002 <0.0 3
TGA-MI1047- |p - fleaf |Lcored & rial |<K373 . 000 <0,002 01
97R oadical | America, o @ D =

mustard @ D Ko Q Q
1998. yes (R) © %& . Q N ] @@ S <@ o

> N c 3D N

109201 Soil (T)  |USA 70 %1 [0@438 (039 p'é S {0 O L] S

Mustard | I @‘@G . > - ree@% 497 |<0. %9002 [<0.01
TGA-M1048- |~ dleaf | coret Q& materiad | 499 002 0002 |<0.01
97R oadleal | America, | < &, Q ¢ S
GLP: mustard  |North % g N @ &

SO R AT B CF P B PO R

N R P A < &

109201 Soil (T) B0 g Jo0gs2 0,6809 |-- Ol A |

Mustard % < VN | @een | 168 <0002 [<0.002 <001
WIN-M1050- |g iher s ~ 1Ry P rerial 168 Zl<0.002  [<0.002  |<0.01
7R Gi NN §

1an
GLP: yes Cur§(R) q S K@q &° & § @
1998 ) v N e . @J@ S)
2{SGil (T)  |U “T1do0oas Woar |-
109201 S6il S @9 50 |- J©
@Mustard O & . Q Gre&® | 281 |<0.002  [<0.002  [<0.01

WIN-M1051- |¢ NS , N material | 281  [<0.002  [<0.002  |<0.01

97R - Giant @¥erich, Q Q" k. L

Curled  SfNort "~ 0y D @

GLP: yes Must (E&p Q Q? Y IS

1998 p | s &

109201 SOIIT)  [68A O 70 1 045 o1 O@

Mustard -EI : §@ = . D @ Green | 402  [<0.002 [<0.002  |<0.01
WIN-MIOSZ4E "Giant [, O0 & @ N material | 402 |<0.002  [<0.002  |<0.01
7R Curled  Jocrica, R & ©\

. urle rth

GLP: ye\so\, Must (R) E® @ \@f Q@ S

1998 Qy ) Q

109201 Soil (@* 70 |4%0.045 [0.035 |-

e rd WG, @ Green | 189  |<0.002 [<0.002  |<0.01

- : material | 189  [<0.002  [<0.002  |<0.01

M1054A-97R “ga “MAmercn, S Q

GLP: yes @ ol Norft) Q

1999 ] (R)§ SR

. o

LOQ Q@l m%@; LODG? 0.002wg/kg; DALT = days after last treatment; BBCH = crop growth stage

N

&
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I1II. CONCLUSIONS

No residues of propoxycarbazone-sodium were detected above the limit of detection of 0.002 n@(g ind
any untreated sample. @
Residues of propoxycarbazone-sodium and 2-hydroxypropoxy MKH 6561 (MO@ in plant m@al @ere

below the respective LOQ or LOD, respectively. @
@ @
%% °\© Q, @ %@
CA 6.7  Proposed residue definition and maxin@ residue @!els N @Q @
S @ ¥ a &
ES @ & Y & O
CA 6.7.1 Proposed residue definitions R @© @Q}
€S

Primary crop metabolism of propoxycarbazone W%ﬁ tlgated follow E?foha@pph@lon n sprlgand
winter wheat. Metabolic patterns in the different stdies were sl@: xg%vant{@mdue

ar any, the
for enforcement and risk assessment in cereal giops s &defi S\’%as t sum@ proﬁoxyca%azone,
its salts and 2- hydroxy-propoxycarbazone resgg asé;opoarb %0 ne @
& &

The behaviour and metabolism of propox: %érbamne s @lant ﬁa @stl di wheat@ng the
phenyl- as well as the triazolinone- la@d a@fve su@stan e, ult %/ere ry@ood decordance
with respect to residue levels, extract4bility dnd dliﬁj utiQn*of @éb i{5s. U§ aregd compound
was observed in the phenyl- labelle@ periment %ow ountsdnly 1 §I iazo\ﬁnone-labelled
experiment very low amounts of @tlve si@stan@a er tec gea

The primary metabolisation stepiin wlteat the h@oxyiatlon ﬁ RLOPOXY de c@n resulting in 2-
hydroxypropoxy MKH 6561 fMOlKThls VKﬁzlbo %ge wagglso ths pr %%.gmmar@degr%iatlon product in all
raw agricultural commodltlcf@mves@gate urth o oly51s of MOL | t@@hydn@cy-N-methyl Propoxy
triazolinone (M02) and pr(})abl ulfo%%amld eth @ster 05 whlch”Was observed in any of the

)

wheat matrices. Hydr is 0 namide 1 ester (M ted imsulfonamide acid (M06),
which was in equili ith E@H 07)sA 1es§mp<@ant m boé?ljc%tep was demethylation of
MKH 6561 yleldln de@ thy 61 @03) §) @& @

In its reason%Q opifion o@ the @Vle% of @é 1ng axingym residue levels (MRLs) for
propoxycarb%one a rdm to@Artl 12§0f Regul at on ( No 396/2005 (EFSA Journal
2013;11(4)3164), EF c @ acc%dlng Germany metabolism of
propoxyé%{ azone-sodifn in Phant is Suffigi tly @JClde@d to @opose a general residue definition for
risk assessment and@omt«gﬁl ent @)mp%}d ahd 2-hydroxypropoxy MKH 6561 (MO1) can be
regarded as the res@e of%once@nd s@ﬁ%uld %@’ncg@i 1n© the residue definition for plant matrices.

As the calculaged dle@g burdéns %J; all @ps f@lV to@ were found to be below the trigger value of
0.004 mg/kg.b.w./day, furtlisr 1m@t1gag@ of @due well as the setting of MRLs in commodities of

I origgis not
anima or@ S noO nece@ary Q &@ @\
CA 6.2 Propo@ m@mm@res@e l@ls (MRLs) and justification of the acceptability

of the levelspro ased
Table 6.7.2-1 11&@%6 %RLS resg@d infRe Commission Regulation 149/2008/EC.

N
The re51dues% @at er est were below or at the respective MRL of 0.02 mg/kg. Therefore, no
M dre b d rt of this sub
new R% re §ag propose@@ part of this submission.

Tabl @7 2-1; @Max@au a§s1due Limits (MRL) for propoxycarbazone in the EU
Q (establishedunder Commission Regulation 149/2008/EC)

§ \’%“ MRL
(3
(mg/kg)

1. FRUIT FRESH OR FROZEN; NUTS 0.02*
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Table 6.7.2-1: Maximum Residue Limits (MRL) for propoxycarbazone in the EU
(established under Commission Regulation 149/2008/EC)

. MRL o
Crop/Tissue (mg/k %gp ﬁ}
2. VEGETABLES FRESH OR FROZEN 0.02*% > @

3. PULSES, DRY $ 0.028)° &
4. OILSEEDS AND OILFRUITS Qp 0.02* B
5. CEREALS A2 o
6. TEA, COFFEE, HERBAL INFUSIONS AND COCOA - % °xy 0.05% 2 X\\ay
7. HOPS (dried), including hop pellets and unconcentrated Rq\aw/der @ ¢y 0.05% @ @
8. SPICES . S 9 093 & ©
9. SUGAR PLANTS @ A O  wnxO N
10. PRODUCTS OF ANIMAL ORIGIN-TERRESTR@E ANIMALS 9’ @ (($ = N
* at the LOQ of the method @ RN @ 6\ &:@ 'S

S
CA 6.7.3 Proposed maximum residu%leve@’( R¥s) aid justification of the @épt@l ity
of the levels proposed fo&%pm\ed [@0 u@im&@%t N

No new MRLs are being proposed; no @\N %@rt tolgrancgshare re@este@}ﬁ @ < ©

N RN N @ 9
CA 6.8  Proposed safety mt@val% o O ®® o ©@ S

¥ S SRS

Pre-harvest interval (in daysﬁ ch re nt ¢rop @
Propoxycarbazone-sodium J@Jmten@ forgse o @ereals@ an early g@%vth upto stage BBCH 33).
Therefore the pre-harvest rﬁ;terve%ls covéred b e V%@tatro@errod\ef the Cro @ ere is no need to set a

-h t interval.
pre-harvest interval. s« @@ % @ %\ @ NS

S &
Re-entry period (i ysr llye@)ckg@areas to

&
Propoxycarbazonésodi 1s nﬁt intgnded \use&\ areﬁ /'\ 2 i ﬁ)ck animals may be grazed.
Therefore no regentry geriod r@ds tohe pI‘QP ed B @

B O %@

Re-entry per ﬁéi)od for magtao Ccr, b gs (@ sp%es tr d @’
Propoxy€arbazone- soditm Ls %ende for se or@cerea%f“sa Re- Qtry in treated fields is generally not
necessary. Therefore@re -eqt p@od ne@s to?Qe progsed S

Withholding perlod (lys alﬁg@’al fee 1nggt>®ffs

The cereal coymodities fi lv%tock\gons n and straw harvested at normal maturity. The
highest res1% e levels of prepox rba—soﬁ 11%% to be present in these commodities were taken
into acco@when propdsing Va@%s f@thes&%bstances in food of animal origin. No other cereal
commodity is usually@ to li estoeK

Prop arbazone-stdium {3 tende se 1«1Q§ereals at an early growth stage (up to stage BBCH 33).
Therefore it is not@;ecessa@j to dé&fine h&@ing period for animal feeding stuff.

Waiting peri %)efe{e OW§ or fﬁ%ntll@ crop to be protected

The product&y alw ap fiad a@ sowfﬁ the cereals to be protected. Therefore there is no need to define
a waitingpt 10d n last ic

% @ @
Wai k@ pe #d betWoen @pllcatlon and handling treated products

Handling ef treated cereals is generally not required before harvest which is always done mechanlcally

ation and sowing or planting the crops to be protected.

between application and handhng treated products It is covered by the vegetation period of the crop
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Waiting period (in days) before sowing or planting succeeding crops

No measurable residues are expected in succeeding crops for propoxycarbazone-sodium. Therefore, there
is no need to define a waiting period before sowing or planting succeeding crops. o
Nevertheless after application of propoxycarbazone-sodium, no dicotyledonous catch or interc@ﬁs o(\@
winter rape should be sown as crop failure due to phytotoxicity was observed for the dicotyledondus crops
mustard and turnips at a plant back interval of 1 month in the field rotational cro@udy. &@

CA 6.9 Estimation of the potential and actual exposure thro %dlet and- Qger{%ﬁrc@a

Long-term and short-term consumer exposure to potentml%’opoxycarbne -sodium @1du@ es 1@ated&@
according to the EFSA PRIMo model '. & @

= S
Acceptable Daily Intake (ADI) and Dietary Exp n“. Calcula\tm% @ Q & %

The Acceptable Daily Intake (ADI) is propos@d to bézset tovD. 42@%/kgé§w/
toxicity carcinogenicity study in rats. % @

End-Point Value AS | Study @} &® (@ety@ctor @\Refe%nce §
S

Acceptable Daily Intake | 0.42 mg/kg pd 1 Eombiged toxicity o a0 & (@.10 S
(ADI) < yrcarcinggenicity stu @@ @@ S %@2
Q e |inas S 0 Ao Q QYN

D

N R AR
The calculation of the Theoret@ MaximurfPaily Intake ({E’M I@(Vas performed taki@ into account the
existing MRLs for propox arbazéne-so m ag stabfidhed in AI@( H the Regulation (EC) No
396/2005 (please refer to Fable 6%7.2 1.9 § @x @@ > @y\’
v S e O ¥ . % <,
A summary of the I c{@ul@n is @eser@ in {Table 69-1. é%tail&\ TMDI calculations for
propoxycarbazone-s@dium dre presepted @ able 9-?©© @ o
With the current A qodel t@% chronic r&%assemnent@ ges@om @4 to 0.21% of ADI. The diet
with the highe @ﬂcu d lo —ternét\nta efwas t{%@ dlet@)r th@( To%ﬂler (0.21% of the ADI). In the
diet sugar plants=is th am\:gg)ntrl%ltor (& %%\@ @@ O %
@
% @ W
Table 6. /5@ Summa}1§@0f tl@MD@iculatlon A N &
Ny DR & S Daily residue intake
NOMEEEN AT S
N S & S iETkg bwilay]2y, [% ADI]
EFSA PRIMo (rgy- 2000 .Y | © & © @
Max: UK Toddid 2 O " & 6p00sey 0.207

Min: FI adgl}) o Ol @ 0000155 0.037
N N
N o NS 9 o
It can Be concluded ¢hat a ter@’mta@of I@poxycarbazone-sodlum residues is unlikely to present a

public\health concern. @ @\
@° & @

& An N
@:@%ﬁ&@@

| Revisio Q_of the EESA mndp], downloaded June 2014, Reasoned ﬂpininn on the Potential Chronic and Acute

Risk to Consumers’ Health Arising from Proposed Temporary EU MRLs According to Regulation (EC) No
396/2005 on Maximum Residue Levels of Pesticides in Food and Feed of Plant and Animal Origin, European Food

Satety Authority, 15 March 2007/
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Table 6.9-2: TMDI calculation of propoxycarbazone-sodium according to EFSA PRIMo (rev. 2.0)

Propoxycarbazone-sodium o8 && calculatio o)
Status of the active substance: [Code no. Al \ . @ @
LOQ (mg/kg bw): 0.02 [proposed LOQ: OO~ 7 ©© Y(\\

The risk assessment has been performed on the basis of the MRLs collected from Member States in April 2006. For each
The pTMRLs have been submitted to EFSA in September 2006.

/commo&&y%e hlghes\a@gpMRL waﬂr@\ifg’%ﬁed (gj@t tgporxy @%

\\
pTMRL)@@

o

Toxicological end points &
ADI (mg/kg bwiday): 042 [ARD (mg/k@‘&@ i} Q Ur&?eflnet&:‘hjculatl S
Source of ADI: com Source %C @ %“) @ @
Year of evaluation: 2003 Yeaf valuatlon ‘\\K 200&, \» @ & Q & @

Chrqnﬁc risk %&smen; @ A QY g2 Y
@ mDI (range) % of ADI ° & o> @@
@ - maximum <\ @\ @ @ ,&
° o @9.21 ] R ° @ %
No of diets exceeding ADE S A D> R N\ R )

Highest calculated Highest contributor \ @ @ 2nd contré%@ @M ontributor to\ & o pTMRLs at

TMDI values in % to S diet_._Commodity / ©© @@ @ MS & Cc;m@f LOQ
of ADI MS Diet (in % of group of gQinodities _(i®% of ADI)  grodgo comm@dl@ @ (in %9 1) gr commodities (in % of ADI)
0.207 UK Toddler 0 sue RL\ANTS ©&>0.030 UIT (FREER®R FRO; @U @\;628 EBETABLES 0.21
0.189 WHO Cluster diet B BLES @@ 0.057 @ CER Q© 0.034 % FRUIT (FRESH OR FROZEN) 0.18
0.178 FR infant 1100 GETAB &2 FRUIT RESH OREFROZEN) @U 0‘;)0& CEREALS 0.18
0.175 DE child é 0 11@\ FRUIT FRO%N) @ VEGETABLES % \ @ 0. 6%7 CEREALS 0.17
0.157 NL child FRU 0.054 ETAI 0.027 CEREALS 0.15
0.155 FR toddler o % ABLES 0.05 @ FRUIT (F OR FRG%E% @ 0.014 CEREALS 0.16
0.136 UK Infant @\ 1048 GAR PLANTS & VEGETABLES % 0.026 FRUIT (FRESH OR FROZEN) 0.14
0.133 IE adult & 0.051 & FRUIT (F OR FRO%M VI ABLES )‘&; 0.031 CEREALS 0.13
0.115 WHO cluster diet E VEGETABLES @; 029 CEREALS @ 0.027 FRUIT (FRESH OR FROZEN) 0.11
0.109 DK child @@ %% VEGETA @ 0.024 FRUIT (FRESH OR FROZEN) 0.11
0.103 WHO cluster diet D @ETABLE %% ALS 0.013 FRUIT (FRESH OR FROZEN) 0.10
0.099 SE general population 90th percentile 0 048, @ EGET °\ 028 (FRESH F OZEN) 0.024 CEREALS 0.10
0.090 WHO Cluster diet F %© %\ VEGET 026 & EALS 0.018 FRUIT (FRESH OR FROZEN) 0.08
0.088 ES child 0.02 IT FRESH OR FROZEN) 0 025 CEREAL 0.023 VEGETABLES 0.08
0.087 PT General population @ §g 030 &ﬁ (FRE@@R&FROZE @ 0,026 VE! ABL 0.026 CEREALS 0.09
0.084 WHO regional European S@ 3@ 044 EGETABL @ 8 LS 0.017 FRUIT (FRESH OR FROZEN) 0.08
0.078 IT kids/toddler % @ @@ CEREAL S& 0.020 ETABLES 0.017 FRUIT (FRESH OR FROZEN) 0.08
0.075 UK vegetarian@ ?@;@PLANTS @, 0.018@ VEGETABLES 0.016 FRUIT (FRESH OR FROZEN) 0.07
0.067 FR all populati @ IT ROZEN)@K 0 ﬁgs VEGETABLES 0.016 CEREALS 0.07
0.066 NL g e&% 0 02 VEGETAB ﬁk FRUIT (FRESH OR FROZEN) 0.013 CEREALS 0.07
0.065 UK A& o SUG @ 0.014 VEGETABLES 0.014 FRUIT (FRESH OR FROZEN) 0.06
0.059 ES adult @\ @RESH O‘KF@ZEN) N 0.018 VEGETABLES 0.015 CEREALS 0.06
0.057 IT adult ’& LS @’ 0.019 VEGETABLES 0.013 FRUIT (FRESH OR FROZEN) 0.06
0.049 LT adult 0 024 GETABL @ 0.013 CEREALS 0.011 FRUIT (FRESH OR FROZEN) 0.05
0.047 DK adult @ 9 @9 ‘@ VEGEY@ES @ 0.016 FRUIT (FRESH OR FROZEN) 0.014 CEREALS 0.05
0.046 PL general popudtion fa% @ % 0.016 FRUIT (FRESH OR FROZEN) 0.000 PULSES, DRY 0.05
0.037 Fl_adult O\ Y TABLES\/\\ 0.012 FRUIT (FRESH OR FROZEN) 0.009 CEREALS 0.03

< Bl X
© &,
iV Intak based-on p %n wWere. }»sa&iu the ADJ
1 oxycarbazo@lsodlum is &Slkely to preseqt a\pglallc health concern.
e i AN v@
3
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Acute Reference Dose (ARfD) and Dietary Exposure Calculation

As there is no acute reference dose set for propoxycarbazone-sodium, no further calculations, e.g. NESTI,

are necessary. @ ’ ©©
g

o,

CA 6.10  Other studies & &
Since all aspects for the active substance are sufficiently addressed in this docug@ent, other %&ials\ ies
are not needed. S\ S § &

R N N
%ﬁ @ &S L0 @
CA 6.10.1 Effect on the residue level in pollen a&d ee produ@s t0\9@ N é\f &
Since all aspects for the active substance are sufﬁcier%@ addressed '@this documeii®) other%ec@stud@
@Q

are not needed. N L@ Q& & >
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Appendix 1: Tier 1 summaries %@ Q@ @\ @@ \(\@
CA 6.3.1 Wheat: ot @Q’”&ﬁ € © S @
of VO

Reference CA 6.3.1/01 § Q @@Y& \ S S

o . W 3
RESIDUE DATA FROM SUPERVISED TRIALS (SUMMARY) ‘%ﬂve S“bs%@% ©® %\ @% Q& ©& Q&%ﬂ 6@%%@@ e
(Application on agricultural and horticultural crops) )&

esponsible body for reporting (name and address : Bayer CropScience y 0] &0 r J &

Responsible body for reporting ( d address) Bayer Crop$S e} | @Q ng& pGoQ@ ©@§ ,&@; C ©)

oun : erman a \ K
comney oermen R R o \x%“‘@&@

Content of active substance (g/kg or g/L) : 443 g/l @ % Ind 1®1td00 @ & 0@@)
Formulation (e.g. WP) : 53.20D @ o & her a.s. in r\&%latlon %}@non nal&e@ content@ % mefenpyr-diethyl 8.9 g/L
Commercial product (name) : AE 0298618 01 OD0XA2 @ esndues@termlned&s ‘& @@ MKH 6561
Producer of commercial product : Bayer CropSciencq, AG @K @ Res@calcula@ @Q <§<@© 6561
X, . \Y e O £
1 2 3 4{&@ @@ 5@% @> @g“\& ©&V7 ©@\) 8 @J 9 @&\ 11
Study Commodity [ Date of \Tethrod & Ap icasion rate (N Dates of & Growth stage at jon csdlues | DALT/ Remarks
Trial No.; / Variety 1) Sowing or é of @ ° reatme @ @%reatme t(s)/ l&% tment lysed \& PHI
Plot planting treat @ @ @ Appllca@&erval @ % K (mg/kg) (days)
L 2) Floweri <y % @ & © N\ @\ @
Location incl. 3) Hap@ z‘& ©K \ @’&m no. 0@% % %
postal code 4) Transplanting @& % & @ o\ Q treatmests and @K @Xﬂ\&
5 - & @@ te/ \
Year of Trial (a) ) 3 % eatke %ﬁater Cky @ = & (a) ®
%QQ\ < .siha (@ /ha) é\ a.s./hL < w@ XQ\@J

RA-2020/04 Wheat 1) 10.10.2 S 0, Q O.(@4O 26.04.2004/0 \Node 3 at least 2 green 33 0 (c) SPL:Spraying
R 2004 0102/7 Dekan 2) 05.06.2004 @ @ ° @ N @ Q@ &@ cm above node 2 | material (g) 00509
0102-04 20862004 ©\§ @’7& R N \ D» (h) 0.02 mg/kg
German @@115 688.220%(? @@ . & X &@’ @K \ O grain <0.02 93
D-h x| 1508 N \N ]
(Nordrhein- AN 9 \Y A\ © O straw <0.05 93 (h) 0.05 mg/k
Westfalen) @\ @© QlfJgQ °\ O ) ’ ) g
2004 h @ 5 ©
RA-2020/04 Wheat 1) 045 1,2003 @9%791 0.0702 N300 q 92340 | 22.05.2004/0 Node 3 at least 2 | green 13 0 (c) SPI:Spraying
R 2004 0698/3 Consort 206.2004 °\ @ & o % cm above node 2 | material (g) 00509
0698-04 < 1. 06 2 < Q@ R ©\ (h) 0.02 mg/kg
United Kingdom @& 3) 1 3&2 4 @& @\ grain <0.02 90
P RO B IR M
Ulerlorihin) < }& @@& @ @}K’ e Q straw <0.05 90 (h) 0.05 mg/kg
2004 S > O X

U@\_,@
@Y @9@’
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RESIDUE DATA FROM SUPERVISED TRIALS (SUMMARY) Active substance Q@ MKH 6561 @@ @
(Application on agricultural and horticultural crops) @:
Responsible body for reporting (name and address) : Bayer CropScience AG, _ Crop/Crop Group %® % : Cereals @ @9@
Country : Germany Page @ﬁ @&KQ o 1- A @
Content of active substance (g/kg or g/L) : 443 g/l Indoor/outd@ @Q %\ gtdoor
Formulation (e.g. WP) : 53.20D Other gs. in formulation (common ﬁne and content) @© m ehg)%dlethyl %g/L
Commercial product (name) : AE 0298618 01 ODO0S A2 Resu@s deter d as \ N ’& 6561 @
Producer of commercial product : Bayer CropScience AG sidues ¢ l@ted as @’ R % @ @
2 O @ & L
<N Q Q @
1 2 3 4 @ .\ V0 @~ J\@& &@; \ ®) @J oY 1
Study Commodity | Date of Method Apphcanon@‘& Da es@ %@W\E{stage at< SPortion < \))\ﬁesigue&% DALT/ @ Remarks
Trial No.; / Variety 1) Sowing or of per tr tre t(s) . st treatrﬁxt analyse E ﬁi\@
Plot planting treatment App‘tgca ion inte@k ©@ @@gﬂ( ) (day
- 2) Flowering o &
Location incl. 3) Harvest . \ @ © !& X <\<@
postal code 4) Transplanting N % @K Q@ @%s and@ 5\ @@Q @Q @& ¢
(\% \ 3 ast dat @ \Q} @S& @@
Year of Trial (a) (b) (©) @ kg 2 )Wat% 2 l%@@ f&) @& (e) @©@ (a)@@& Q 6
J/ha h .
i %ﬁ @ﬁ& = @ e B \&r%
RA-2020/04 Wheat 1) 05.11.2003 1 08702 o 50.02340 5.2004 least 2 een 2 0 (c) SPL:Spraying
R 2004 0699/1 Isengrain 2) 04.06.2004 S @ @@ & AV @J ©<> @ ]\gig%ove pod%% mater@ (g) 00509
0699-04 -24.06, @ O T © ,&\ K (h) 0.02 mg/kg
France 3) 03682004 %, ©K \ ©© ® « ”\\; KWg%in <0.02 92
, north - 04.08.2004 o [N F "\ &)
' \ @© @@”\9 % \ %*”\\ﬂ \y% < S < N @ straw <0.05 92 (h) 0.05 mg/kg
(Haute-Normandie) %©© &o <® é \! @§ @ @\@ @@
2004 \ X Q ]
RA-2020/04 Wheat 1) 15.00 » )2 . (@@40 1¢205.2004/0, @ Node 3 at least 2 | green 3.0 0 (c) SPL:Spraying
R 2004 0700/9 Marshal 2) 14406.2004 @6@ S (€ % @ »& ,&{Q\@ \ @i& cm above node 2 | material (2) 00509
0700-04 @@o 6.2004 (@) (h) 0.02 mg/kg
Sweden < 10.08.2004 @© ‘\ ©@7 @o\&@? @K Q\ ) grain <0.02 92
S \ . @ &
o v O M~ . © &
2004 &K\ 3 Q @*@ %%\ N @;@ straw <0.05 92 (h) 0.05 mg/kg
2 Q
RA-2020/04 Wheat DO5D92003  DFSPI , 400702, Y300 N 00.02340 | 11.05.2004/0 Node 3 at least 2 | green 2.0 0 (c) SPL:Spraying
R 2004 0701/7 Gnejs 0 06.2 @\ & \N cm above node 2 | material (g) 00509
0701-04 &@ - 20 0 6% \S Q ‘\@ (h) 0.02 mg/kg
Sweden @@ @ @ & @@ grain <0.02 91
5 % %
N S \
oS Q %@Q o % @\&”& X © straw <0.05 91 (h) 0.05 mg/kg
Q 20 AQ)
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RESIDUE DATA FROM SUPERVISED TRIALS (SUMMARY) Active substance Q@ MKH 6561 @@
(Application on agricultural and horticultural crops) @: @
Responsible body for reporting (name and address) : Bayer CropScience AG, Crop/Crop Group : Cereals
. @ oS
Country : Germany Page & 1- A
© @ \{\@
Content of active substance (g/kg or g/L) : 443 g/l Indoor/outd@ @Q \ utdoor
Formulation (e.g. WP) : 53.20D Other q&s in formulation (common ﬁne and content) m ehg)%dlethyl %g/L
Commercial product (name) : AE 0298618 01 ODO0S A2 Residups deter d as \ N ’&@ 6561
Producer of commercial product : Bayer CropScience AG <%sndues ca@@ed as @@’ @% @
<N &
1 2 3 4 @ 6 D> 11
W\ < f\@’& ‘V\&@j 4\ O = S
Study Commodity | Date of Method Apphcatlon@‘& Da es@ @)W\ﬁ/stage at< SPortion \)Resu}ue& PDALT/ Remarks
Trial No.; / Variety 1) Sowing or of per tr tre t(s) . st treatrﬁlt analyse E %\@
Plot planting treatment App‘tgca ion int ©@ @@gﬂ( ) (day
L 2) Flowering ° &
Location incl. 3) Harvest X % K \ S @ \ > @1& @z& @@
postal code 4) Transplanting % N @®) Q@ @:nts and@b @@ @ % @@@& °
A \ ast dat @ \Q} @
Year of Trial (a) (b) (c) @ kg Iwater P kg @ f&) & (e) < (a) @J @ ®
a5/ha0 (1,»\{1% a.s@@ Q @© O S
\§ Y Q < AN L X
RA-2021/04 Wheat 1) 09.02.2004 @ %331 @ 09702 - QG 50.02340 @@m.zom @e at least {(3rden \ 34 0 (c) SPL:Spraying
R 2004 0103/5 Neodur; 2) 05.05.2004 S AN N 1@ abovg mater (g) 00509
S N\ $ R, O O S
0103-04 Durum -15.05, @ @ ,&\ K lenng (h) 0.02 mg/kg
Ital wheat 3) 30. i X @G\\ \ O ® &in <0.02 76
8 -10.07.2004 X S Rk 0N O © N \\
\ @© @’ % A %y\\ﬂ \>% < © <\ Q straw <0.05 76 (h) 0.05 mg/kg
O (O N O @ | &
2004 e\ <€ <® Q A\ QO
RA-2021/04 Wheat 1) 03.01.20 SP% 0.0 300 o 0.0@40@” 23.03.5003/0 TNOde 4 at least 2 | green 1.8 0 (c) SPI:Spraying
R 2004 0702/5 Don Pedro 2) 10.04@% ©Q @ N @@ . @ @@ &@ cm above node 3 | material (g) 00509
0702-04 -2Q94.2004 (h) 0.02 mg/kg
Spain 6.2004 ©©© @@,& &@,% % N . @\ © grain <0.02 85
o AN Ko\\ E @@ ﬁ‘}%Q\ N o Q@ straw <0.05 85 (h) 0.05 mg/kg
X 4 ) ) o2
RA-2021/04 Wheat 1) 15.12.2003 S 0.0702 309 Q2340 [ 13.04.2004/0 First node at least | green 5.1 0 (c) SPI:Spraying
R 2004 0703/3 FLORENCE |2 522004 @ o @; & <§< . &< 1 cm above material (g) 00509
0703-04 AURORE @0 05. 20 N\ @ \N tillering node (h) 0.02 mg/kg
4 \© - O
France, south \EL 25 @& Q N\ grain <0.02 73
F @@ @g A @ o o
( ) @ §% @g@ @ X AS o @K straw <0.05 73 (h) 0.05 mg/kg
2004 el Y

@@K
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RESIDUE DATA FROM SUPERVISED TRIALS (SUMMARY) Active substance Q@ MKH 6561 @@
(Application on agricultural and horticultural crops) @ @: @
Responsible body for reporting (name and address) : Bayer CropScience AG, - Crop/Crop Group % % : Cereals @ @9@
Country : Germany Page @ﬁ K?& o 1- B @
Content of active substance (g/kg or g/L) : 443 g/l Indoor/outd@ Q %\ gtdoor
Formulation (e.g. WP) : 5320D Other gs. in ormulatlon (common@ﬁne and content) @ mefel )%dlethyl %g/L
Commercial product (name) : AE 0298618 01 ODO0S A2 Resu@ deter ed as )&@ 561 2- 0Xy
Producer of commercial product : Bayer CropScience AG X %sndues CK @% ¢ & @ @ 65% droxy
& QO NaN (@
1 2 3 4 5 @ \6 a &9 7 & B @& (S N\ T
Q7 [ =\ < % | < O
Study Commodity | Date of Method Application {% Dates@\ &W\%stage at q @omon < &)ﬁemdue& DALT/ | © Remarks
Trial No.; / Variety 1) Sowing or of per treatm@ tre ) t treat; analyse@: %1 /1&) Pﬁ\
Plot planting treatment ) Appi% ion int @ & (days)
D s IS i A Co @
postal code 4) Transplanting N @K Q@ tr@‘@ents and@ )\ @@Q @@ < @ﬁ °
K 0 ast date/ @) \Q} @ @@
Year of Trial (a) (b) (c) kg { IWater O kg @ (d) & & e) @ (a) 7 (f)
™ e (1 ag@i\c G o QO @«@@ e ©
Py QA Q) & R
RA-2020/04 Wheat 1) 10.10.2003 Spr 09702 0.02340  478,D4.2004/ Nodg 3t least 2 {Qgreen \0Y9 0 (c) SPL:Spraying
R 2004 0102/7 Dekan 2) 05.06.2004 % é @@ & AN @@ &@& ©©<> R ©§% &cm ove 90(% materi@& (g) 00509
0102-04 -20.06.20 Q> o N\ \ (h) 0.02 mg/kg
German 3)01. & M S O in <0.02 93
D - 15.08.2004 * © N ©© © S K\éﬂ@
(Nordrhein- @Kﬂ % & @7 & S %@ @K K @
Wostialon) o & @, % %z”\\) O < < AN straw <0.05 93 (h) 0.05 mg/kg
2004 ©\ O g© A\ A QO © @)
RA-2020/04 Wheat 1)04.11.2003 D SP% 0.0@ 300@ 0.02340%)> 22.05. »@%ae 3atleast2 | green 0.44 0 (c) SPL:Spraying
R 2004 0698/3 Consort 2) 10.0 9 @ @ cm above node 2 | material (g) 00509
0698-04 -21.06.2504 @Q @ o © | © & W (h) 0.02 mg/kg
United Kingdom 308.2004 @ ©© ’& ’& S\&Q \ @ grain <0.02 90
(@8 v Q
GB. 08.2004 @@ \ (Chd ©K \
(Hortfordshire) \& o\ e & Q\ ©\ @ @ % straw <0.05 90 (h) 0.05 mg/kg
ertfordshire 9 o
2004 X | QU] Y] A 2>
RA-2020/04 Wheat 1) 05.11.2003 @gl 00702 36 @2340 03.05.2004/0 Node 4 at least 2 | green 0.23 0 (c) SPI:Spraying
R 2004 0699/1 Isengrain 2) @6“.2004 @, R @ & <Q< %< cm above node 3 | material (g) 00509
0699-04 @§4.06.2004 N\ K (h) 0.02 mg/kg
France, north < < 03.08.2604° \S © Q@ °\©\ grain <0.02 92
& @ | e 0 F P
, §% ®>@ ©© AW @Q straw <0.05 92 (h) 0.05 mg/kg
O

2004 =© N a N |®

°

G T T
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RESIDUE DATA FROM SUPERVISED TRIALS (SUMMARY) Active substance Q@ MKH 6561 @@
(Application on agricultural and horticultural crops) @ @: @
Responsible body for reporting (name and address) : Bayer CropScience AG, - Crop/Crop Group % % : Cereals @ @9@
Country : Germany Page @ﬁ @&KQ o 1- B @
Content of active substance (g/kg or g/L) : 443 g/l Indoor/outd@ Q %\ gtdoor
Formulation (e.g. WP) : 5320D Other gs. in formulation (common@ﬁne and content) @ mefel )%dlethyl %g/L
Commercial product (name) : AE 0298618 01 OD05 A2 Resu@ determjned as 561 2- 0Xy
Producer of commercial product : Bayer CropScience AG %sndues [ l& @% ° @ 6561 droxy
1 2 3 4 5 @ \6 @ 7 & B 11
Q7 [ =\ < % | < O
Study Commodity | Date of Method Application Q Dates@\ &W\%stage at q @omon < &)ﬁemdue& DALT/ | © Remarks
Trial No.; / Variety 1) Sowing or of per treatm@ tre )/ t treat; analyse@: E P
Plot ) pllanting treatment &@ &% Appi% ion 1nt%Q1> @@ @@gﬂ( ) Q@%
Lo Flowering o
Location incl. 3) Harvest . S N f(},% or @0)“ \ %};& !& X @@
postal code 4) Transplanting N\ @K @@ tr@‘@ents and @) @Q @@ % @& o
K 0 ast date/
Year of Trial (a) (b) © @ ke ,PIWaer BT ke @< © \§ Qe) @© (a) @J@ ©®© ®
- aiis./ha@ (%1% a.s @ < @@ @Q ©©
5 AN Q) & 2
RA-2020/04 Wheat 1) 15.09.2003 Spr 09702 0.02340 4. @,95.2004/ Node 3%t least 2 n \021 0 (c) SPL:Spraying
R 2004 0700/9 Marshal 2) 14.06.2004 @ @@ & AN @@ @& ©<> ©§% cm ove 90(% @;};:)f:eri K (g) 00509
0700-04 - 24.06.%0@ =) @ O K AW © ,&o\ K o @\ @ (h) 0.02 mg/kg
Sweden 3) 10.(& X, Q) N\ O o) 5, Soin <0.02 92
u N 2 AP _e N NE
004 \ @© @@”\,% % \ %*“\\ﬂ @ g% < O &\ Q straw 0.07 92 (h) 0.05 mg/kg
N O g 45 ¢ | o
RA-2020/04 Wheat 1) 05.09.2003 S SPI% 0.0@ 300 0.0234@7 11.05.@ &% Node 3 at least 2 green 0.26 0 (c) SPL:Spraying
R 2004 0701/7 Gnejs 2)10.0 9 cm above node 2 | material (g) 00509
0701-04 -20.06.2604 @Q @ ° ©© ° @© Q@ "&@ (h) 0.02 mg/kg
Sweden @8.2004 G ©©© @’7& @i& « N ©\ ® grain <0.02 91
S- @ . © o o ©) °X
2004- \’& .4 @@ h \ o> S 3 ) straw <0.05 91 (h) 0.05 mg/kg
N Q °
RA-2021/04 Wheat 1) 09.02.200% %1 0.0%2 |36 @)23% 22.04.2004/0 First node at least | green 1.6 0 (c) SPL:Spraying
R 2004 0103/5 Neodur; 2) 0 2004 @X @) G 1 cm above material (g) 00509
0103-04 Durum 5.2004 °\ @ﬁ °\& tillering node (h) 0.02 mg/kg
Ttal Q@ 30. 07,%2 4o < © Q O grain <0.02 76
8 - 10 @@ @@\
>@ ©© ’&@ @& straw <0.05 76 | (1) 0.05 mgkg
S
AN \’<\©

°

b
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RESIDUE DATA FROM SUPERVISED TRIALS (SUMMARY) Active substance @= MKH 6561 @@
(Application on agricultural and horticultural crops) @ @:Q @
Responsible body for reporting (name and address) : Bayer CropScience AG, - Crop/Crop Group % &% : Cereals @ @9@
Country : Germany Page & 1- B
@ &) <O
Content of active substance (g/kg or g/L) : 443 g/l Indoor/outd@ Q %\ gtdoor
Formulation (e.g. WP) : 5320D Other gs. in ormulatlon (common@ﬁne and content) @ mefel )%dlethyl %g/L
Commercial product (name) : AE 0298618 01 ODO0S A2 Resu@ deter ed as )&@ 561 2- 0Xy
Producer of commercial product : Bayer CropScience AG X %sndues CK @% ¢ & @ @ 6561 droxy
& QO NaN (@
1 2 3 4 5 @ \6 a &9 7 & B @& (S N\ T
Q7 [ =\ < % | ¢ O
Study Commodity | Date of Method Application {% Dates@\ &W\%stage at q @omon < &)ﬁemdue& DALT/ | © Remarks
Trial No.; / Variety 1) Sowing or of per treatm@ tre )/ t treat; analyse@: E PRAD
Plot planting treatment @ &% Appi% ion 1nt%Q1> @@ @gﬂ( ) Q@%
L 2) Flowering W ° S z&
Location incl. 3) Harvest N\ FO’ or of @ z& @
postal code 4) Transplanting AN S @K @@ tr@‘@ents and @ 5\ @Q @@1& X @ﬁ °
’\\\A ast date/
Year of Trial (a) b) (©) @ @5 BBWater D kg @< © \§ Qe) ©@© (a) @J@ ©®© ®
- a s./ha’ (%1% a?\ Q> < @@ @ ©©
Py Q) & R
RA-2021/04 Wheat 1) 03.01.2004 Spr 0&@702 . 0.02340  423,93.2004/ Node 42t least 2 n \0Y9 0 (c) SPL:Spraying
R 2004 0702/5 Don Pedro 2) 10.04.2004 é @@ & AN @@ @& ©<> ©§% cm ove 90(%3 @;};:)f:eri K (g) 00509
0702-04 - 20.04.%0@ S @ O K AW © ,&o\ K o @\ @ (h) 0.02 mg/kg
Spain 3) 15.062 X o \ O o) R foin <0.02 85
= < B AP e S i
. . @Y @”\,% \ *\\ﬁ Ne O &o\ Q straw <0.05 85 (h) 0.05 mg/kg
S I S e | e
RA-2021/04 Wheat 1) 15.12.2003 S sp1 0.07% 300 0.0234@7 13.04.@ & Fist node at least green 0.34 0 (c) SPL:Spraying
R 2004 0703/3 FLORENCE | 2) 15.0 9 X\'l cm above material (g) 00509
o @
0703-04 AURORE | -20.05.2004 @:QQ ©@ | © o © &@@ 5,9 | tillering node (h) 0.02 mg/kg
F X h 3 6.2004 i .
Ffance soutl @62004 @@@ o @@’7& N f@’,& ©K o\ @\ grain <0.02 73
\’& . NS h o ) straw 0.08 73 (h) 0.05 mg/kg
o1 o¥ Q\ 1\ © '@@
2004 % S Q =k %%\ < 20
¢ O
e . & @
< Wt et AN
@ O
A R\ W (0
&& @@ © AW Qﬂ
& e 4 & e
& WO O
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