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© £ ¢ (8.75Y8.5/12)FRY (20+£1°C)

D vk (22.8-22.9°C)

: pH 7.99-8.01 (1% wiv, 20°C)

:189.4+0.6°C

: (1) pour density 835 kg/m® tap density 913 kg/m®(20°C)

(2) D42° 1.4502+0.0096

. 2.65x10®Pa
: -k 10.23+0.01 g/L (20£0.5°C)

g 355 1 65.87 g/L in acetonitrile (20+0.5°C)

% 4’3 1 0.702 g/L in 0-xylene (20£0.5°C)

&)1t =2 1 76.07 g/L in dichloromethane (20+0.5°C)

it : 71.85 g/L in acetone (20£0.5°C)

f% @ 7.65 g/L in methanol (20£0.5°C)

fia : 14.65 g/L in ethyl acetate (20+0.5°C)

H 1 @ 377.62 g/L in N.N-dimethylformamide (20+0.5°C)
1.059 g/L in n-octanol (20£0.5°C)
0.002 g/L in n- hexane (20£0.5°C)
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L k4t (PE K)

PR 12 B0 % % (H0K 21.8°CT 5% 24.4°C)
logPow=1.24 + 0.01(= =t -k)

logPow=1.23 + 0.01(pH 4.0)

logPow=1.26 + 0.01(pH 7.0)

logPow=1.24 + 0.02(pH 9.0)
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LDsp = 4,930 mg/kg bw  (Rat, female) ==
LDsp > 5,000 mg/kg bw  (Rat, male) ==
LDsp > 5,000 mg/kg bw  (Mice) (G2
LDsp > 5,000 mg/kg bw  (Rat) % 5
LCs0 > 5.04 mg/L (Rat) (G2
A 4 % (GHS: Not classified) (Rabbit)

A 4 % (GHS: Not classified) (Rabbit)
*E R A (Gunea pig)

e R@Ep/R)R BEAN 53 M

NOAEL = 1,000 mg/kg bw/day (Rat, male)
NOAEL = 1,000 mg/kg bw/day (Rat, female)
NOAEL = 1127.8 mg/kg bw/day (Mice, male)
NOAEL = 1526.02 mg/kg bw/day (Mice, female)
NOAEL = 70 mg/kg bw/day
NOAEL = 83 mg/kg bw/day

NOAEL = 12.20 mg/kg bw/day
NOAEL = 12.15 mg/kg bw/day

* NOAEL = 53.18 mg/kg bw/day
NOAEL = 55.88 mg/kg bw/day
NOAEL = 15.92 mg/kg bw/day

NOAEL = 3.23 mg/kg bw/day

NOAEL = 73.8 mg/kg bw/day
NOAEL = 248.26 mg/kg bw/day (Mice, male)
NOAEL = 809.75 mg/kg bw/day (Mice, female)

(Rat, male)
(Rat, female)
(Dog, male)
(Dog, female)

(Dog, male)
(Dog, female)
(Rat, male)
(Rat, female)

* NOAEL = 283.83 mg/kg bw/day (Rat, male)

(Rat, female)

: NOAEL =35.78 mg/kg bw/day (Rat, *. male)

NOAEL = 36.83 mg/kg bw/day (Rat, #. female)
NOAEL = 208.67 mg/kg bw/day (Rat, # 7& male)
NOAEL = 219.74 mg/kg bw/day (Rat, # 7& female)

NOAEL = 110.51 mg/kg bw/day (Rat,
NOAEL = 111.05 mg/kg bw/day (Rat,

+ % male)
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NOAEL =250 mg/kg bw/day  (Rabbit, #.1)
NOAEL =500 mg/kg bw/day  (Rabbit, % 7))
NOAEL =500 mg/kg bw/day (Rabbit, =+ )
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"“C-DPX-RAB55: Absorption, Distribution, Metabolism, and Elimination
in the Sprague-Dawley Rat DuPont-34066

Figure 57
Proposed Metabolic Pathway for DPX-RABS5S3 in the Rat
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14C.DPX-RABS55: Absorption, Distribution, Metabolism, and Elimination
in the Sprague-Dawley Rat DuPont-34066

Table 51
Structures of DPX-RABS5S5 and Identified or Proposed Metabolites in Rats Administered
[Pyridine-2,6-l4C], [Fused pyrimidine-3-l4C], or [Methylene-'*C]DPX-RAB55

IN-# or
Proposed Detected
Structure® Component In Description of Reaction
0
PNy F
O‘\ i I DPX-RABS5 giii:
XX (parent) Parent molecule

Plasma
N Bile
P
N
OH
0]
P . F
N ¢ F Feces .
S VL§ F

NTg IN-R6U70 Urine Hydroxylation of DPX-RABS55
Bile
N7
.
N
0-Gluc
(o]
A - F
ZNT TC
' F o Urine
XN R6UT0-gluc Bile Glucuronidation of IN-R6U70
N7~
L
N
o 0SOH
L - F
Z N7 ¢
A £r
A e R6U70 sulfate Bile Sulfation of IN-R6U70
N7
g
N
OH
(o]
A - oH
Z "N C
J§ o Feces
IR IN-R6U72 Plasma Hydrolytic defluorination of IN-R6U70
Bile
N™
.
N
HO
0
F
PN .
J§ F F
x \N‘ o) IN-R6U71 Feces Hydroxylation of DPX-RABS5
N
L
N



%3 1 1.1C 2. DPX-RAB55 pyridine-2.6- C #2 pyridine-3- *C or methylene

14C 10 mg/kg bw ~ 200 mg/kg bw = PRIL S BE ~ 224 B o Hp[4L S

6 2 0 % (plasma) ? VCER »7 L2415 48 | B} R
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A T %gﬂ,\ it i IR o

3.10 mg/kg bw & & F > 43.3 T 52.6%4 w3 E ¢ ;5 39.9 1 47.8%
AT AR P E 3 0.364 1 0.586%7% § A A E'_T%\« ¢ oo

4. 200 mg/kg bw % & & T > 56.8 3 68.8% 4 & ¢ ; 25.0 1 35.3%
e fr}a%?ﬁjlv’ ; 73 0116 1 0.415%7 § A~ & > "-E"‘T%\"«" °

5.3 %1 168 | pF Ty & F‘«“ 27§35 3 <L0Q & 1.00%FF -
B avp 2ot 073 AR 5 89 1 102% » gk i # 1)
PARZBE G H R R TR AR 3 R
3 e

TAREE 24 SE TR S 433 1 52.6% ; RN S 39.9 3
47.8% -

8.1 & I A+ 37 IN-R6U70 - IN-R6U70-gluc ~ IN-R6U70 sulfate
IN-R6U72 2 IN-R6U71 % ; 3 & X 3+% + 5 IN-R6U70 -
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Bk 1

gt 2R N5 L DPX-RABSS: £ 452 3 B =% » 4 % & [pyridine-2,6-
14CIDPX-RAB55 ~ [methylene-1*C]DPX- RAB55 ¢ [fused pyrimidine-
3-C] DPX-RABS5 « 5 & &a® & % 4 5% 1 = (300 ga.i./ha)x ¥
o % % 2 = (35 ga.i./ha) »

3 x4 DPX-RABS5 2 3% 1 RS2 BAFTENES S
0.063-0.122 mg/kg ~ f=4# = 0.068-0.073 mg/kg ~ 5 #F = 0.032-0.064
mg/kg ~ #&F 5 0.012-0.014 mg/kg f=42 5 0.187-0.405mg/kg » i &
AN KAARATER ER O HE 2 I RELBATE S
# + 0.107-0.280 mg/kg ~ f=42 0.073-0.120 mg/kg~ ++ #% 0.308-0.550
mg/kg ~ £+ 0.067-0.118 mg/kg =12 0.021-0.043 mg/kg > & & 7 F
R M e 3 E L AT R AR BE B L 36.5-82.5 TRR(4 %
s A F £ total radioactive residue, TRR) 5 £ & *5 £ 2 = 30K 4%
ZMEBZLES 51.8-95.1 WTRR - (T4 P A F o3t 1 3w &
1 :'EB?? » 4 & 4 DPX-RAB5S5 ;fs i & A F(8.1-18.9%TRR) »
£ 8 i R Fd > 1 IN-SBVO6 *+ 5 #F 5 4 & 3547 (2.9-7.8%TRR) >
H b F 5 35<6.2%TRR > *kEF & N F e 01 o 154 ¢ 5
FaEXNNEGWHE 2 pF o £ A A4 DPX-RABSS L4 & A
7(2.9-36.2%TRR) » £ 7 B i #H4~ » 12 IN-RPA19 *+ F 3 5 1 & &
#4 (4.1-19.4%TRR) » 12 IN-R3Z91(0.4-19.1%TRR) 4= IN-RPD47
(1.8-10.9%TRR)> 5 4 & 1 & <3844 > IN-Y2186 vt 5 1 & &
#H (5.A%TRR) » H is (384 2% §F 5 35<7.7%TRR - i* #4 & 3= IN-
RPA16 ~ IN-RPD47 ~ IN-RPA19 ~ IN-R6U70 ~ IN-RUB93 ~ IN-R3Z91 ~
IN-SBV06 4+ IN-Y2186 % - DPX-RABS5 et i j& & J2 5 % it )
* § ¥ v IN-R3Z91-~zg £ it 25 & IN-R6U70~-k 225 & INRPAL9~
¥ 2352 IN-SBVO06 v IN-RUB93 ~ g L it ¥ ¥ it = IN-RPDA47 fr
IN-Y2186 ¥ & i %] iz = IN-RPA16 % -
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Table 1. Chemical nomenclature and structures of the test item and the related reference standards

(from Triflumezopyrim_303_JMPR report).

= "N
. ! F
‘ s F
5 2-(2-pyridyl)-N-(pyrimidin-5-ylmethyl)- F
IN-RUB93 2-[3-(trifluoromethyl)phenyl]acetamide HN 0
N X
(g
N
= "N
“~ |
0] F
N-[(2.4-dioxo-1H-pyrimidin-5- F
IN-SBY68 yhmethyl]-2-(2-pyridyloxy)-2-[3- HN o F
(trifluoromethyl)phenyl]acetamide
HN X
)\N \O
0 H
OH
>
IN-RPAI16 pyrimidine-5-carboxylic acid N‘ = o
L.
N
N
I imidin-5 idin-2 X l NH
IN-RPAI9 N -@}’111111(1111—. -ylmethyl)pyridin-2-
amine
N™ X
L.
N
2-hydroxy-3-[3-
IN-RPD47 (trifluoromethyl)phenyl]pyrido[1.2- o
a]pyrimidin-4-one
NS
OH
o]
o . L OH
5-[2.4-dioxo-1-(pyrimidin-5- N7 e
IN-ReU72 ylmethyl)pyrido[1,2-a]pyrimidin-1- A ,& o]
(hydroxy acid) | ium-3-id-3-yl]-2-hydroxy-benzoic N0
acid N
L.
N
= "N
“ |
, . . F
2-(2-pyridyloxy)-N-(pyrimidin-5- © c
IN-SBV06 ylmethyl)-2-[3- NS0 F
(trifluoromethyl)phenyl]acetamide
N™ ™%
([
N
IN-Y2186 3-(trifluvoromethyl)benzoic acid o F
F
CH F
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Table 1. Chemical nomenclature and structures of the test item and the related reference standards
(from Triflumezopyrim_303_JMPR report) (continued).

0
A A
1-[(1-oxidopyrimidin-1-ium-5- NG F
J X \NJ{““O ]

IN-R3Z91 yl)methyl]-3-[3-
(N-oxide) (trifluoromethyl)phenyl]pyrido[1.2-
aJpyrimidin-1-ium-3-ide-2.4-dione Nm s
N

(trifluoromethyl)phenyl]-1-

IN-R6U70 (pyrimidin-5-ylmethyl)pyrido[1.2- N
aJpyrimidin-1-ium-3-ide-2.4-dione N /i)
L
N
0

0
OH
0
3-[4-hydroxy-3- = NJ'LC—ZO;<F
F
= \J% F

0SOH

R6U70 sulfate | [4-[2.4-dioxo-1-(pyrimidin-5- _~ )L - F

ylmethyl)pyrido[1,2-a]pyrimidin-1- e F
(sulphate um-3-id-3-y1]-2- NI Y -
conjugate of - y

= (trifluoromethyl)phenyl] hydrogen
IN-R6U70) sulfate N
L
N
0

O-Glucuronide
6-[4-[2.4-dioxo-1-(pyrimidin-5- @iﬁ
R6U70 " PPN o F
glucuronide ylmethyl)pyrido[1.2-a]pyrimidin-1- Z N7 c

. mm-3-1d-3-yl]-2- s F
(gl.““““?“c (trifluoromethyl)phenoxy]-3.4.5- N0
acid conjugate trihydroxy-tetrahydropyran-2- N
of IN-R6U70) carboxylic acid (g
N

12



R P i

ProroseD METABOLIC PATHWAY IN RICE
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FiGURE 37
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-
X .
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N

IN-RPD47

CH

(o]

o
N IN-RPA16

N' (o] _F o e rj
SRR
Y °ﬁQ\<F e
o \ / OoH e NS
IN-R3Z91 2
- s F IN-Y2186 N
CL 5 IN-RPA1S
NN, R F
- N
ngﬁ e ”
" o
L DPX-RABS5 )-r@{:
0% “NH AN
Sy . \.N. F F
L) N
IN-SBVOS N N
N KN’)
| £
T
F IN-RBUTO
o] l’l‘i B
) |
mruges )
N
S ERBEPERERRTH
K fZ2 1 Tz >1year P P Kca
ko4 fz2 ook ¥ Typ=21-2.8days ¢
4 4 Tip=12.1days X
R RF 2 Tue=302.7 days F- X gid
¥ F 2 Tip=52.9-71.9 days X
K R RF Ok Tue = 512-692 days F
¥ § k3 T = 282.9-319.8 days e
# # f0 eti Koc = 348 mL/g P S s
2 1% Jja Rr=0.083-0.25
¥ #c 11 DTso=2.9-5.3days (v F¥)

DTso = 3-4 days
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kB 4 ZF A4 & L Triflumezopyrim £ ¢ % k734 (0.23¢g/L) fr¥ & e g i
Foor md Y EREM o AFHRFfon B2 EDHT LR
2 AR kR TODTs09 5 83 % > &p ~h2 B
BLena FiEE T35 DTs 5 28-36 % o
2. Triflumezopyrim F &7 g 4o "3 fR2E R > a3 2
Bk ER o Y P RER S B A 0 4o IN-
RPD19,IN-Y?2186,IN-SBY68,IN-SBV06,IN-RPA16  f= IN-
RPDA7 o J @+ T € 4vig -k38 & 5@ Triflumezopyrim <»
HE o pF ook RIEF Y Y EED] Triflumezopyrim € £
L

-~

]

o

NP R A R T

kA4 A kA LCso > 107 mg/L (Oncorhynchus mykiss, 96 hrs) i< 3

& %124 ECso> 122 mg/L (Daphnia magna, 48 hrs) LS

EamEat: rJR4 M LDso> 1350 mg/kg bw (Bobwhite quail) =4

a3+ LCso>5620 ppm (Bobwhite quail) LS

B33 M1 v RF (72 /] BF) LDso = 0.39 pg a.s. /bee ¥+

B84 [4(72 ) FF) LDso = 0.51-pg a.i. /bee AE
HIEWE P RE § < 25% (no-effect)
R e v 3 (% < 259 (no-effect)

il 44 ¢ LCso > 1,000 mg/kg dry weight soil (Eisenia fetida) (A

#A ¢ € + 10%SC
PRAE D R % R
3 wk © Mild, Oily characteristic
it 4 & pHT7.4 (1% w/v)
2RCYE): D2 1.06
Ak 1 601cP (25 rpm) ; 593cP (25 rpm) ; 361cP (50 rpm) ; 358cP (50
rpm) ;
218cP (100 rpm) (22.2<C)
oL ki >80°C (2 3| % & ¢ no flash to boiling)
BOF 0 & BYF (Shock and thermal sensitivity)
B A 1 - HDPE 537 & &l
(1) 20 - 309C for 2 years in commercial packaging (HDPE)
" (2)2 # (HDPE, 542,14 =)
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v PRE S 1 ¢ LDsg > 2,500 mg/kg bw (Rat, female) f
LDso > 5,000 mg/kg bw (Rat)

L&
S

edp e
e A4 0 LCso>5.09 mg/L (Rat) 0
B {1 ot 0 A 4 % (GHS: Not classified) (Rabbit)
A fljgt 1 & & % (GHS: Not classified) (Rabbit)
S LR TS E AR N W E R (Guinea pig)

ERNF R JI T

kA4 BA M kA LCso > 120 mg/L (Cyprinus carpio, 96 hrs) (G
& %44 60 <ECso< 120 mg/L (Daphnia magna, 48 hrs) i 4

a3 B LDso=0.92pga.s. /bee e

v PR LDso=0.92 ug a.s. /bee e

e BE ERE O EwE 02-025 S H B g
#E % 27.5gas/ha> kB H b #(RQ) 5 27.5/0.92
=30 ] i T h Gkt B (50) MR HER G FV L
B %™ MZEMERRENELES LEHS
oo EREP ELET TWANBEHE Y F o 0L
FRFAGT .
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~F R TR

- EPTRAESB(AD)E B 5 P T RLMME (AD) T RAL EEI H2 5
kMR R Y £ )4 & NOAEL & 3.23 mg/kg bw/day (100 ppm) » =% dp # & PE~ &
e TR f? F£ %_%]+ 100 (uncertain factor) = ¥ 0.032 mg/kg bw/day - #g iz p &
&% ¢ (2017) ADI & -

1. JMPR (2017)B~+ & 2 & {1+ 5 (+3#5% ¢ NOAEL i (#¢ 15.9 mg/kg bw/day ; & 17.3
mg/kg bw/day) » 3= dp 1k 5 pp < BAE T 2 B £ T % ¥ 2 NOAEL & 15.9 mg/kg
bw/day (500 ppm) > £ K,éft 7 F& T_%]+ 100 (uncertain factor) = ¥ 0.2 mg/kg bw/day -

2. US EPA (2017)~ 2+ B 2 #H 23 5% ¢ NOAEL & (#¢ 15.9 mg/kg bw/day ; =&
17.3 mg/kg bw/day) » ;= dgth s sp+ RABEL ™ "% 2 &% EUPEE 4 4 ¢ NOAEL & 17
mg/kg bw/day £ f 7 ¥z ®_F]+ 100 (uncertain factor) & # 0.17 mg/kg bw/day -

I RWMBM D B BEARMEERME M RS Hf]t:ﬁ"ﬂfi % 2.86% (8,000 ppm) » g+ B+ ¥ Hﬁl
’:é:‘_ FRE Y R By 0-3.3% 5 pE~ S g kR e MR 4 5 5.71% (8,000 ppm)
PR RG F Rk e MR 4 SR ¢ R Ik 0-15% 5 v BT E;FF”’% 4 F 2.86%
(8,000 ppm)» ¥ % B3 Flm P2 Hﬁtﬁ”? 4 F R H R By 0-1.7%; 22 &”””ﬁtﬁ”f 2 & 15%-
10% ~ 6.7% ~ 20% ~ 28% (0 ~ 200 ~ 800 ~ 2500 ~ 7,000 ppm) ; ¥ | & L § ¢ Wiz B
B 4 5(%)3.33~0~1.67 ~6.67 ~10(0 ~ 200 ~ 800 ~ 2500 ~ 7,000 ppm) » vzt + 357 &g

¥ o

1. triflumezopyrim (DPX-RAB55) 7 # & LnCAP & MCF-7 ‘m* som dt'dze s 2 &
PRI E SRS -

2. kY trlflumezopyrlm (DPX-RAB55) %t “F i *» *‘f SD < &z + 7 % Sw 0 il
£ 0~300 2 500 mg/kg bw/day 3= % 3% % + ¥ it -

3. J %8 triflumezopyrim (DPX-RAB55)%t ICR 22| B FEIT * 4|33 5% » 272 A48 2 &
A ¥ = v & (phenobarbital) & i f 22 = =X 48 (constitutive androstane receptor, CAR)#134
- 5o

3~é&%%%ﬁMMMﬁ:
1. 23 ARIDT 2 R R 2 A 2/ 3 BF 4 2R BREMA 53 % ? NOAEL
2 100 mg/kg bw/day » £ *# # 7z _¥]+ 100 (uncertain factor) @ ¥ 1 mg/kg bw - US
EPA(2017) ~ JMPR (2017)% p ~ & % ¢ (2017)3224p e & -

16



I

1.

10.

11.

CREPp o FRT ) IFRFE R T ER ORI E RS AL AT E
% *5 % § (50 ga.i./ha, 1500X) %2 5 % & (25ga.i./ha, 300X)*t 5 % {5 21 % » AR T
£ 4w 5 0.01 mg/kg 2 %+ 0.01 mg/kg - 5 %15 28 = A F £ ¥ > 0.01 mg/kg e
® oo ¥y 3’;‘#56%&?—? » Ak EE 5 375 g aita & 25 g ailha %x.iin‘ 2
trlflumezopyrlm 3 H & b- pyrlmldlnecarboxyllc acid #& ¥ & ' >t 0.01 mg/kg -

5 & E LA ,; g2 T % #%2(0.02 ppm) v FiE ik triflumezopyrim %+ f»ﬁm
F3FE 5 002ppm s = %ﬂxﬁﬂ 5221 % o

L ES KB R &= triflumezopyrim # * ADI=0.032 mg/kg body weight/day 3+
o Z2RAEARTFFEEE002ppm > B#HhE <& pFEFBE(TMDN)Z 55 5 p
#HP 4% (EDN) A 9] 5 0.57%ADI 2 0.06%ADI -

EHES KB R &R triflumezopyrim 3 * ARfD=1mg/kgbw & > & B s K
EA SN2 EDHES K B A & (ESTI)<1I00%ARTD -

L~ %% Fe(-% B A)

PAGZER £ 22017 R&z=imd b)) 7L 4V E ) a(triflumezopyrim) -
http://lwww.fsc.go.jp/english/evaluationreports/agrichemicalsl_el.data/kya20170215174 202.
pdf

¥ L R ¢ R ¥ RETAFN A AR AT ATHE AL
(Nilaparvata lugens) - http://azai.tari.gov.tw/Alsearch/datasheet.ntml?id=211 -

IR ¥4 R ¢ R LS A P E% T - 2017 o T Triflumezopyrim 10% SC | 1 ik &
i fie B % 3 2 2 0681G16RFT12(P0117) -

Caliper Life Sciences. 2010. Triflumezopyrim (DPX-RAB55) Technical: In Vitro Testosterone
and Estrogen Receptor Binding Assay. (unpublished)

Codex: Pesticide Residues in Food and Feed http://www.fao.org/fao-who-
codexalimentarius/codex-texts/dbs/pestres/pesticide-detail/en/?p_id=303

E.l. du Pont de Nemours and Company DuPont Haskell Global Centers for Health &
Environmental Sciences (USA). 2015. 6 Day Uterotrophic Assay for Detecting Estrogenic
Activity and Prolactin Changes in Overiectomized Rats. (unpublished)

E.l. du Pont de Nemours and Company DuPont Haskell Global Centers for Health &
Environmental Sciences (USA). 2015. Triflumezopyrim (DPX-RAB55) Technical: Liver
Mechanistic Study in Male Mice. (unpublished)

Japan. Maximum Residue Limits (MRLs) List of Agricultural Chemicals in Foods.
http://db.ffcr.or.jp/front/pesticide_detail?id=80014

Joint FAO/WHO Meeting on pesticide residues. 2017. Triflumezopyrim (303).

MPI Research, Inc. USA. 2015. Triflumezopyrim (DPX-RAB55) technical: combined chronic
toxicity/oncogenicity study 2-year feeding study in rats. (Lab Project ID: DuPont-34939, MPI
Research Study No: 125-162,unpublished)

MPI Research, Inc. USA. 2015. Triflumezopyrim (DPX-RAB55) technical: oncogenicity
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12.

13.
14.

study 18-month feeding study in mice. (Lab Project ID: DuPont-34940, MPI Research study
no.: 125-163,unpublished)

Simon Chapleo and Jennifer Johnson. E. I. du Pont de Nemours and Company. 2015. The
metabolism of [**C]DPX-RAB55 in Rice. MRID : 49382204.

US EPA. 2016. Triflumezopyrim; Pesticide Tolerances.

USEPA Electronic Code of Federal Regulations. e-CFR Database. https://www.ecfr.gov/cgi-
bin/text-

idx?SID=debd81c04bb62eb07b2a42a9abb68301&mc=true&node=pt40.24.180&rgn=div5#se
40.26.180_1107
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