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Sulfentrazone(CAS No. 122836-35-5)° gk YU H S &FHADD 2 LA

w23 GHA0ELE 2As] Sste] AAAZRE AT ZHYAANES
P stk E4A Y A3, Sulfentrazone Tl 93 F8 Hgow =AF 7

&, Agade d94x 74 (MCV, MCH, HGB, HCT), ®¥&9 =928 5

A= Al e F, B2, wd, dude Slsty] 98t MC-F62858 ©f
&3t 50 % 500 mg/kg bwo.2 A At WA BAHE =HES BE
Aol A @338 ATE FrEo] £AWeR wjdEE ZoE Yegon 4l
H] ApolE AT 2AHAA Y FEE wlg wWokom @A AMA|S}F 7ho A A

A w5 AFEH] HAFIT AWA gl AT &
AR =Y ) FE(=98.9 %)-& 3-hydroxymethyl-F62850] 2 VA 1 % u|vk
o] 3-carboxylic acid-F6285°]1t}. wetA F6285= 77 FofolA @A F=
Ha RS thAE o] 3-hydroxymethyl DAL E AW-S E3) wjAd =t e}
ZA M HFE oW TA 3 AAAA R &7 dob AN
A BTFFFES 2968 % oldold, AU 3 JhsAe gt Adskth

AEE o83 FAATEA LDyt 2855 nglkg bw (2283-3427 mglkg, 95%
AHFACE VFASHCE ENE 0|88 FAHIZAHL LDy > 2000 mg/
kg bwo 2 NVg(HEA)o s Ueyth HEE o83 g45Us4e Jiss
413 mg/L AgfellA A FEo] TAHA Got FUYFAE EZo| ofd ZoE
gastgion, BE71E5 o83 ARASHAY A ASAHo] glo] JFASAH

24 ojd ZoE BUHAL E/NE o8 FHYAFHANRY AFHe v

_\1
i)
o

e

AR ZAA FEmidy irritating), A2 zel A% ¥4 FHnon-irritating)e] 221
A AUHE o] g7 ARAAHAY A% P40l G BAR ERHUL
NEE o] &3t g FA oA NOAELS 250 mg/kg bwo 2 EFSHTE

fo
2



HAEE o] &3 909 BHEFo ABF=A4A9- 0, 500, 2500, 5000 ppme.&2 4
AlEdem, 5000 ppme] FAH 7rtEl et A RFA0RkE)7E 69 ol AEEER AL
2500 ppme| §FollA AT, ARANE A, 54 A4 T dAFEl U
ehytth. wreba NOAEL-S 500 ppm (5 29.7, oA 36.7 mglkg bw/day) o2 2
laai=)

AEE o] &3 0¥ RHEFRAFF=HGAEL 0, 50, 100, 300, 1000, 3000,
7000 ppme.E AAFHA oW, 7000 ppme EE FEo] 42U ArElgoH,
3000 ppme| A 1mpe}7zb 17l Agskinh. 3000 ppm ool ellA &
A e TY YAFEel vEseH, A ¥
NRBCs &7}, ®lZ 2 2t FA 7, v #¢x8 59 Wdiadol
. 1000 ppm ©o]/ge] h4rol A MCV, MCH, HGB, HCT X159 4
t}. webA NOAELS 300 ppm (A 19.9, ¢+A 23.1 mg/kg/day) . & sete ),

NE o] &3 90Y WHEFo AF=4AF2 0, 300, 800, 2000 ppme&2 4
oM, A AAE ATk 2000 ppm GFEAlA AF, SAH, AARAHF,
HBC, HCT, MCV, MCH ¥ APTT Zr4&7} ##=<Uom, PLT, GPT, ALP, & %t
FA 77 dEhgth =S 8% dolA AE B A EY A
o] #ZAHAY. wakA NOAEL 800 ppm (&< 28 mg/kg/day) o2 HH#E T}

E7E o] &3 219 WHERA AosAdAd-2 0, 10, 30, 100, 300, 1000 mg/kg
bw/day= AAEAoH AF7ZE F ABAY 4SS el 82 ¢l
Atk AeWs}, DFA54, dds, dQAsery AL A7) FA, FA4L4, 9
AP A AN A oA T ZA4SHA JFo] FAHA gsitt whEkA
NOAEL2 1000 mg/kg bw/day= 3} AT}

HAEE o] &3 2 WAFAESAE HEAIEL2 2 0, 600, 1000, 2000, 3000
ppm, &7 0, 300, 600, 1000, 2000 ppme.2 AA|SIHAT. 471 3000 ppmel A |
Z A7 #FEHFHJ O, 3 2000 ppm o] /el A HCT, HGB, MCV, MCH <X]
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o 7ta7h vbEbTE ok 1000 ppm ol AdlH AF 9 ABAHF 74, HCT,
HGB, MCV, MCH X9 747} Uehgtth welq g o] &3 wha/aoha
HE&AFo Ao NOAELS & 600 ppm (36.4 mg/kg bw/day), 4= 1000 ppm
(40 mg/kg bw/day)Z &2l A )

o2& o] &3 18719 I AIE-2 0, 300, 600, 1000, 2000 ppmo.Z A A
3% 2™ 1000 ppm ©]/e] koA HGB, HCT, MCV, MCH X7} 433t
NOAEL& F# oA 600 ppm (A 93.9, &A 116.9 mg/kg bw/day) .2 IAH= T}
324t MASAHAE A3, REAUE, FDAM AF 2 ZA
F A, ABAHT A QA7 F7PE e e, AATFL F2)el A A
F A, AES A, litter size 24, ARG F7171F Ve whebs, oW
54, W54 9 A7 549 NOAELLS ¢4 =5 200 ppm (7 14.12, &

16.56 mg/kg bw/day)e = FAe=m, & A 500 ppm o]l HAZFA o] &<l

P
[
i
o)
oo
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N

A
AT E o] g 754 AE A7, EFE 50 mg/kg bw/daydll A AEE, AF
=79
z¥o| #AZF o, i 25 mg/kg bw/day ool AFHA, FIHAA
AT, litter size [FEHAF/IFTEHAT T4, HAZTE, AREHAS
V7 BEEAG. wEhA, kAol 2A NOAELS 25 mg/kg bw/dayoZ, ez}
NOAEL2 10 mg/kg bw/daye = #tt=w, & AlF 10 mg/kg bw/dayelA T
=4 (MEFL, malformations or embryo-fetal lethality)o] &+<1% 1t}
E7E o]&3 V= AE A3, ReE 375 mg/kg bw/dayoll Al 4 ZA4ke
A5 9lom, 250 mg/kg bw/day oldelM EHF A i AF/FAFH/HA
F A, dAATFA A7 AEESAT A 250 mg/kg bw/day o]/l
A o), EH0l, 27IEFFE 57 HANESEEHAAT T4 BEES

o webA, =A9F gj#e] NOAELS =5 100 mg/kg bw/daye & #otsn, X

9 FAG g, QAATEA Ao, W] AUTA ga, wgE

T

ofN W&

_
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12
&)



2HZARo] Ak, 250 mg/kg bw/day

f

FHEAEL in vitro AFOE M-S ol &% EFASHAMIANEH v
lymphomaE o] &3 WolUA4AE, in vivo APOR FRe-AE o] &3 AN
S B7HEGT. BE AFA SA42F g E o] Sulfentrazoned 354 0]
e =d=2 H7HE T

SRS g8 AZH ARAA F 2540 M e ARTE FolA 9
Y N

o]l &3 7I1¥=AAIY NOAELEA, 10 mg/kg bw/day= &A= -
NOAEL®| H7l7} 7bed As=e ATFFFed =98 %= =50 w
A, tAA S 10022 Yie 0.1 mg/kg bw/daye 2P A =E 3] & FH(AOEL) o2

AAGY oM, A7 1 Foly R EHo] YEA ghol HAAGFE ol

4 Sulfentrazone S4EIt Y QHMI|E MY



2. NEBH
1) HL
Sulfentrazone-2 1985 FMCZ} 7§ PPO (protoporphyrinogen oxidase) A%
o] 25t AzARA, st FFH &, JF2E AT 4 ok Sulfentrazone
enzyme protoporphyrinogen oxidaseg #dlst= 28714 7FA L lof, ALS
(acetolactate synthase) & A4 Fxo a0l gla TiA o),
Sulfentrazone2 ol A g A WolH = FxE a2 o=z WA, 44

Aol s sdsiA A7t beste] e e A4 & Ao

2) AZTE X MBS TY

Sulfentrazone-> 1995 10€ol| Hehdeo] Hx FEEHO AAYES Al on
o] & w=rof 1997 2€ol FTEHAT I 9 192 AEY, A,
EEnlel, 7M &, v, WA=, FARE, gepdo], deH, dolzestEst

, TRl FutB e FEE AHEHI T

- ADI = 0.14 mg/kg bw/day (RE =7} 5Y)

3) 21X TOl OiSt ZHE Bt X AHHY

- Toxicity Class EPA (formulation) : III

HeF9 5



4) o|ztsty £4d
o 9t 3 | dAEE (Sulfentrazone) CAS No. 122836-35-5
3} 8t o | 27, 4'-dichloro-5"-(4-difluoromethyl-4,5-dihydro-3-methyl-5-oxo-1H-1,2,4-
(IUPAC) | triazol-1-yl) methanesulfonanilide
€& 8 =
P
H,C—5—~N
S Cl
o M. B 4.0x10° (uglg, 25C)
Pt " "cH
- 3
ue F
Bz 2 C1H10C1FaN,05S A -
A & 387.2 g/mol = 7] ¢ 8x10® mmHg (25C)
I Rl a2 I R Log P(Kow) 1.48
s 4 121 ~ 123C H] = 1.21 g/ml (20CC)
d Ao A A
7h b gl =5 kg
¥ ool 4| #ud w7k whg
TE A
EoF DT : 72 ~ 804 (=)
6 Sulfentrazone S4%7} Y QHH7|E A7




3. X =%

1) ¥Xof LTt CI=E=EY
7hH 4A 5888 8.9
e . = - Ald 7
ANFIFE | A A E A 3 =
LDsy (mg/kg)
IHATEA Rat A 2000, 3000, 2855 (2283~3427) FMC Toxicology Lab.
neere e (SD) ° 4000 mg/kg | B 3034 (2102~3967) (1988, m =)
£ 2689 (2008~3370)
Rabbit FMC Toxicol Lab.
FAANEA (I\?ZV(}) A9 | 2000 ng/kg LDsy > 2000 mg/kg (lggxécou‘]’g%y) a
4 .
FHEYEA é;t) (whole | 413 mg/l. | LCxD) > 413 mgfl, | TMC (fggxicoé?gg) Lab.
body) ’
Rabbit _ . FMC Toxicol Lab.
) B2 A (I\EIIZ\X;) HREX 05¢g Non-irritant (1;);((;@1:(])2) a
ohH B A2 A Rabbit | ¢+t 01 vl A&+ mild irritant | FMC Toxicology Lab.
SEAATE L Nzw) | =2 8 HEF non-irritant (1990, ™))
3] B2 G(l;{lzfge;lg Buehler 100% Non-skin sensitizer ZI(%%G};I ;-21_))
Rat 0, 250, 750, FMC Toxicology Lab.
ZAANAZX 7 -
HANBEE | (qp) 87 | 2000 nglkg | NOAEL = 250 mefke (1994, 7))
90% RHERA Rat e 0, 500, 2500, NOAEL = 500 ppm FMC Toxicology Lab.
ANAEA (SD) e 5000 ppm | (329.7, $36.7 mglkelday) (1995, ©)=)
0, 50, 100,
Rat AR 300, 1000, NOAEL = 300ppm FMC Toxicology Lab.
Y HFEE (F344F) = 3000, 7000 (219.9, #23.1 mg/kg/day) (1993, =]=)
A5 ppm
Dog AR 0, 300, 800, NOAEL = 800ppm Bio/dynamics, Inc.
(Beagle) | T 2000 ppm (28 mg/kg/day) (1992, w=)
219 WrE-Fo| Rabbit 7] 10(())’ 3180 3%)00 NOAEL = 1000 mefke/da FMC Toxicology Lab.
Av) 54 (NZW) ¢ o0 merkgray (1996, ©]=2)
mg/kg/day
3600, 1000, NOAEL =
2000, 3000 3 1000 ppm (40.0
THA [k Rat e ES ppm I p/%a ) ’ FMC Toxicology Lab.
@) (SD) = 2300, 600, ne/ke/cay (1994, 7))
$ 600 ppm (36.4
1000, 2000 nefkg/day)
ppm

HHI=Y
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Nd71#

=
. N 29 N
NEZFE | AIEA e 5o F NAAz @EIdE, 27h
kA Mouse AEEd 01’0880’2288’ NOAEL = 600 ppm FMC Toxicology Lab.
18719) (CD-1) v pﬁm (593.9, $116.9 mg/kg/day) (1994, W =)
A = Rat e 0, 200, 500, NOAEL = 200 ppm Pharmaco LSR Inc.
e (SD) R 700ppm ($14.12, £16.56 mg/kg/day) (1994, w]=p)
Rabbit e 0, 100, 250, NOAEL = 100 mg/kg/day | FMC Toxicology Lab.
(NZW) ° 375mg/kg/day (maternal, fetal) (1993, =)
71854 =
’ Rat 0, 1, 10, 25, NOAEL FMC Toxicology Lab.
D% AT 5Ome/ke/da 25 mg/kg/day (maternal) (1993, 1))
me/kglday 10 mg/kg/day (fetal) ’
Saé{’g;e”a 10, 33.3, 66.7,
Tal00, | M Vitro | 100, 3333, FMC Toxicology Lab
2AEAMo] © | Ames | 666.7, 1000, Negative gy ~ab.
TA1535, (1990, wl=p)
TA1537 test |3333.3, 6666.7,
T A1538’ 10000pg/plate
(without S-9)
1308, 1210,
1112, 1013,
915, 817, 718,
mhoos Yxul| 15178 620, 522, Microbiology
tﬂzl 0_]]3 X cell in vitro 424pg/ml Negative Associates, Inc.
el (with S-9) (1992, ®=)
1407, 1308,
1210, 1112,
1013, 915, 817,
620, 424ug/ml
Microbiology
A8 I\é%l;;f in vivo, IP 3850 151({) Negative Associates, Inc.
neree (1994, v
5 ATE A9 ¢43
& (96.8% °18)
A 2 A, 45 O
(12412 o]} 7% v A)
- phenyl-*C, B ol BEHoA ‘ .
doan | ey | AT | cabowiC | A, 34 bea gig | A0 HSOT.
50, 500mg/kg th A} 3-hydroxymethyl ' ’
(98.9%), 3-carboxylic acid
(K1%),
3-hydroxymethyl & €] 2
2WE Fal ujA
8 Sulfentrazone 4%t Y QHMI|E M7



2) SEMUW CHAIN

O A&
HEED)E ol &3 TEAW AR offo] Aol wet st
US EPA 85-1

Table 2-1. Radiolabelled sulfentrazone

N-[2,4-dichloro-5-[4-(difluoromethyl]-4,5-dihydro-
3-methyl-5-0x0-1H-1,2,4-triazol-1-yllphenyl Imethanesul fonamide

Name

1

2
a o / r
) )\ ')\* * Indicates position of C label.
=1 N
remical i é oy 1. Phenyl-*C F6285
UucCtu . oy

2. Carbonyl-**C F6285

o |

8
¢ oy

4
\

O 34
okA] MC-F6285(Sulfentrazone)S ofef o} o] AFFAse] F4, Ex, wjA

2 gk Slst

Table 2-2. Summary of study design

wo | Do [ D | Dmw [\ me| o
P1 50 5 Oral® 2 2
P2 50 5 Oral’ 2 2
A 50 5 Oral’ 5 5
B 50 5 Oral® 5 5
C 500 5 Oral’ 5 5

a : Groups P1, A, B, and C used phenyl labeled “C-F6285; Group P2 used carbonly labeled “C-F6285.
b : Single dose
¢ : Fourteen-day nonradiolabeled dose, followed by a single radiolabeled dose

BH=E 9



71 ®iA

AT FoE sulfentrazone o Fo7F 2 FZAA o BAQlC] FE 42WHOR
WM, 771 oz wiEH Atk & A9 group A, B, CollA wiEd F%F
& ARlollA 82.3-107 %E FEE Fof T 1243 ojujol v =it

g uIAY P1 9 P2 groupoll A ] AA 3FE& 2 99.7 2 104 %, ¢H 101
2103 %= 47 dEigem, AfsEC] 5% 37 Foll AgEHC] A A

A F9k7] wWZoll & AdelA 7= E2fsHA Fdnh

1

e

Table 2-3. Amount of Radioactive Dose in Feces, Urine, Cage Wash, and Cage
Wipe for Rats (Group P1) Dosed Orally with Phenyl-14C-F6285

o Percent of Radioactive Dose
Couecél;:;gteml Animal number (male) Animal number (female)
92951 ‘ 92952 ‘ Average | (92953 C92954 | Average
Feces
0-12 1.75 1.15 1.45 1.25 0.49 0.87
12-24 1.21 0.77 0.99 0.99 1.19 1.09
24-48 0.17 0.33 0.25 0.11 0.26 0.19
48-72 0.11 0.23 0.17 0.03 0.03 0.03
Total 3.24 2.48 2.86 2.38 1.97 2.18
Urine
0-12 79.24 87.05 83.1 83.44 80.93 82.2
12-24 9.91 6.50 8.21 12.63 12.45 12.5
24-48 2.24 2.74 2.49 1.38 1.62 1.50
48-72 0.81 0.66 0.74 0.35 0.44 0.40
Total 92.20 96.95 94.6 97.80 95.44 96.6
Cage wash and cage wipe
72? 3.12 0.74 1.93 0.68 3.75 2.22
75° 0.53 0.04 0.29 0.11 0.09 0.10
Total 3.65 0.78 2.22 0.79 3.84 2.32
Total
excreted 99.09 100.21 99.7 100.97 101.25 101
a Cage wash (1% TSP).
b Cage wipe.

10 Sulfentrazone =gE7t 9 QHH7|1E H7F



Table 2-4. Amount of Radioactive Dose in Feces, Urine, Cage Wash, and Cage
Wipe for Rats(Group P2) Dosed Orally with Carbonyl-14C-F6285

Percent of Radioactive Dose
Collection interval ) )
Hours) Animal number (male) Animal number (female)
C92955 | (92956 | Average | (92957 | (92958 | Average
Feces
0-12 1.70 3.43 2.57 1.54 0.81 1.18
12-24 1.84 1.89 1.87 0.94 1.08 1.01
24-48 0.13 0.19 0.16 0.13 0.45 0.29
48-72 0.06 0.04 0.05 0.05 0.07 0.06
Total 3.73 5.55 4.64 2.66 2.41 2.54
Urine
0-12 91.50 86.25 88.9 90.70 82.91 86.8
12-24 6.62 8.51 7.57 5.70 8.28 6.99
24-48 1.15 1.48 1.32 2.08 3.03 2.56
48-72 0.46 0.46 0.46 0.82 1.00 0.91
Total 99.73 96.70 98.2 99.30 95.22 97.3
Cage wash and cage wipe
722 0.82 0.67 0.75 1.15 5.72 3.44
75 0.05 1.04 0.55 0.02 0.26 0.14
Total 0.87 171 1.29 117 5.98 3.58
Total
excreted 104.33 103.96 104 103.13 103.61 103
a Cage wash (1% TSP).
b Cage wipe.

%IX-"EA-{ u



Table 2-5. Amount of Radioactive Dose in Feces, Urine, Cage Rinse, Cage
Wash, and Cage Wipe for Male Rats(Group A) Dosed Orally with

14C-F6285
Percent of Radioactive Dose
Collec(t}ilcz)rll1 risI;terval Animal number
C97761 | CI7762 | CI7763 | CI7764 | CI7765 | Mean SD
Feces
0-6 NS NS NS <0.01 NS <0.01 NA
6-12 0.45 0.62 1.17 NS 111 0.67 0.486
12-24 1.99 1.50 2.09 0.95 1.60 1.63 0.453
24-48 0.35 0.53 0.62 1.38 0.68 0.71 0.394
48-72 0.04 0.12 0.34 0.09 0.05 0.13 0.123
Total 2.83 2.77 4.22 2.42 3.44 3.14 0.708
Urine
0-6 37.26 39.98 61.48 68.74 36.57 48.8 15.16
6-12 59.12 18.74 26.88 12.09 46.56 32.7 19.64
12-24 8.57 14.16 10.85 8.12 20.82 12.5 5.23
24-48 241 4.38 4.61 15.41 1.36 5.63 5.631
48-72 0.07 0.47 0.12 0.26 0.14 0.21 0.160
Total 107.43 71.73 103.94 104.62 105.45 99.8 12.43
Cage wash and cage wipe
242 2.53 3.72 3.32 5.69 3.85 3.82 1.164
48? 0.14 0.32 0.17 0.75 0.28 0.33 0.245
72 0.07 0.11 0.21 0.08 0.07 0.11 0.059
72°¢ 0.31 0.28 0.20 0.11 0.38 0.26 0.104
Total 3.05 4.43 3.90 6.63 4.58 4.52 1.324
Total
excreted 113.31 84.93 112.06 113.67 11347 107 12.6
SD Standard deviation. a Cage rinse.
NS No sample. b Cage wash (1% TSP).
NA Not applicable. c Cage wipe

ND Not detectable.

12 Sulfentrazone Z4%7t % QMI|E M
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Table 2-6. Amount of Radioactive Dose in Feces, Urine, Cage Rinse, Cage
Wash, and Cage Wipe for Fmele Rats (Group A) Dosed Orally with

14C-F6285
Percent of Radioactive Dose
Collec(t}ilcz)rll1 risI;terval Animal number
C97776 | C97800 | C97801 | C97779 | C97780 | Mean SD
Feces
0-6 NS NS NS 0.01 NS <0.01 NA
6-12 NS 1.72 0.58 0.95 0.13 0.68 0.694
12-24 1.44 0.48 0.85 0.61 1.98 1.07 0.627
24-48 0.17 0.09 0.14 0.17 0.20 0.15 0.042
48-72 0.06 0.02 0.04 0.02 0.07 0.04 0.023
Total 1.67 2.31 1.61 1.76 2.38 1.95 0.369
Urine
0-6 81.35 75.37 75.76 67.92 67.93 73.7 5.75
6-12 16.12 29.02 24.50 23.72 26.95 24.1 4.91
12-24 7.77 6.37 9.05 9.60 7.64 8.09 1.271
24-48 0.92 0.38 0.74 0.90 1.47 0.88 0.394
48-72 0.35 0.03 0.07 0.21 0.21 0.17 0.128
Total 106.51 | 11117 | 110.12 | 102.35 | 104.20 107 3.8
Cage wash and cage wipe
242 4.19 1.54 2.32 8.24 7.96 4.85 3.121
48° 0.56 0.07 0.09 0.36 0.91 0.40 0.351
72 0.11 0.06 0.10 0.29 0.09 0.13 0.091
72°¢ 0.66 0.06 0.16 0.08 0.06 0.20 0.258
Total 5.52 1.73 2.67 8.97 9.02 5.58 3.414
Total
excreted 113.70 | 11521 | 114.40 | 113.08 | 115.60 114 1.0
SD Standard deviation. a Cage rinse.
NS No sample. b Cage wash (1% TSP).
NA Not applicable. c Cage wipe

URSY 13



Table 2-7. Amount of Radioactive Dose in Feces, Urine, Cage Rinse, Cage
Wash, and Cage Wipe for Male Rats (Group B) Dosed Orally with

14C-F6285
Percent of Radioactive Dose
Collec(t}ilcz)rll1 risI;terval Animal number
C97766 | CI7767 | CI7768 | CI7769 | C97770 | Mean SD
Feces
0-6 NS NS NS NS NS NS NS
6-12 0.33 NS 0.10 1.81 0.87 0.62 0.745
12-24 1.29 2.36 2.29 1.35 1.01 1.66 0.621
24-48 1.09 0.71 0.47 0.11 0.26 0.53 0.387
48-72 0.17 0.02 0.06 0.02 0.03 0.06 0.064
Total 2.88 3.09 2.92 3.29 2.17 2.87 0.423
Urine
0-6 54.65 68.49 66.70 80.06 59.49 65.9 9.69
6-12 20.27 25.10 18.57 17.32 35.14 23.3 7.26
12-24 9.99 4.33 12.08 2.67 5.86 6.99 3.935
24-48 1.80 0.54 1.56 0.36 0.78 1.01 0.637
48-72 0.23 0.05 0.05 0.08 0.11 0.10 0.075
Total 86.94 98.51 98.96 100.49 | 101.38 97.3 5.88
Cage wash and cage wipe
242 10.45 2.16 1.61 1.26 175 3.45 3.929
48? 0.62 0.10 0.05 0.06 0.11 0.19 0.243
72 0.36 0.06 0.05 0.06 0.04 0.11 0.138
72° 0.20 0.07 0.20 0.04 0.03 0.11 0.085
Total 11.63 2.39 1.91 1.42 1.93 3.86 4.359
Total
excreted 10145 | 103.99 | 103.79 | 105.20 | 105.48 104 1.6
SD Standard deviation. a Cage rinse.
NS No sample. b Cage wash (1% TSP).
NA Not applicable. c Cage wipe

14 Sulfentrazone =dE71 9 QM7
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Table 2-8. Amount of Radioactive Dose in Feces, Urine, Cage Rinse, Cage
Wash, and Cage Wipe for Female Rats (Group B) Dosed Orally
with 14C-F6285

o Percent of Radioactive Dose
Collec:(t;;:)rll1 r1;terval Animal qumber
C97781 | C97782 | CI7783 | C97784 | C97785 | Mean SD
Feces
0-6 0.56 NS NS NS NS 0.11 0.250
6-12 NS 0.20 1.03 0.60 0.60 0.49 0.400
12-24 1.93 1.42 1.13 0.76 0.29 1.11 0.625
24-48 0.23 0.19 0.16 0.21 0.59 0.28 0.177
48-72 0.03 0.02 0.02 0.03 0.05 0.03 0.012
Total 2.75 1.83 2.34 1.60 1.53 2.01 0.521
Urine
0-6 43.89 59.72 70.19 65.86 58.72 59.7 9.99
6-12 22.79 22.95 21.99 18.56 15.66 20.4 3.19
12-24 15.05 7.86 6.28 4.85 7.05 8.22 3.977
24-48 2.78 1.55 0.67 1.29 2.04 1.67 0.795
48-72 0.40 0.25 0.06 0.08 0.24 0.21 0.140
Total 84.91 92.33 99.19 90.64 83.71 90.2 6.24
Cage Rinse, Cage wash and, Cage Wipe
242 15.54 9.38 2.78 9.16 19.26 11.2 6.37
48? 0.74 0.94 0.11 0.35 0.76 0.58 0.340
72 0.15 0.19 ND 0.12 0.17 0.13 0.075
72° 0.41 0.09 0.04 0.14 0.19 0.17 0.143
Total 16.84 10.60 2.93 9.77 20.38 12.1 6.76
Total
excreted 104.50 | 104.76 | 104.46 | 102.01 | 105.62 104 1.3
SD Standard deviation. a Cage rinse.
NS No sample. b Cage wash (1% TSP).
ND Not detectable. c Cage wipe
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Table 2-9. Amount of Radioactive Dose in Feces, Urine, Cage Rinse, Cage
Wash, and Cage Wipe for Male Rats(Group C) Dosed Orally with

14C-F6285
Percent of Radioactive Dose
Collec(UHc:)Illlr 1;terval Animal number
Co7771 | C97772 | C97773 | C97774 | C97775 | Mean SD

Feces
0-6 NS NS NS 0.02 NS <0.01 NA
6-12 NS 1.58 NS NS 1.10 0.54 0.753
12-24 3.04 2.36 3.69 2.83 3.96 3.18 0.649
24-48 3.22 1.78 2.58 1.58 1.44 2.12 0.757
48-72 0.13 0.14 0.18 0.06 0.07 0.12 0.050
72-96 0.03 0.04 0.03 0.01 0.04 0.03 0.012
Total 6.42 5.90 6.48 4.50 6.61 5.98 0.871

Urine
0-6 15.52 20.29 23.12 21.02 6.58 17.3 6.61
6-12 26.13 26.23 11.79 13.44 43.24 24.2 12.65
12-24 27.48 29.00 38.45 34.65 22.16 30.3 6.35
24-48 19.08 17.72 15.94 19.19 12.78 16.9 2.67
48-72 0.48 0.28 0.11 0.58 0.25 0.34 0.188
72-96 0.10 0.06 0.02 0.13 0.04 0.07 0.045
Total 88.79 93.58 89.43 89.01 85.05 89.2 3.03

Cage Rinse, Cage wash and, Cage Wipe
24? 4.83 3.36 2.54 5.60 2.54 3.77 1.384
48 0.80 0.65 0.36 1.34 0.52 0.73 0.376
72° 0.07 0.06 0.02 0.29 0.04 0.10 0.110
96° 0.13 0.17 0.10 0.30 ND 0.14 0.109
96° 0.16 0.17 0.19 0.10 0.12 0.15 0.037
Total 5.99 4.41 3.21 7.63 3.22 4.89 1.908
Total
excreted 101.20 | 103.89 99.12 101.14 94.88 100 3.3
SD Standard deviation. NA Not applicable. a Cage rinse.
NS No sample. ND Not detectable. b Cage wash (1% TSP).
c Cage wipe
16 Sulfentrazone Z4E7F 9 oMI|E AT



Table 2-10. Amount of Radioactive Dose in Feces, Urine, Cage Rinse, Cage
Wash, and Cage Wipe for Female Rats (Group C) Dosed Orally
with 14C-F6285

Percent of Radioactive Dose
Collection interval X
(Hours) Animal number
C97786 | C97787 | C97788 | C97789 | C97790 | Mean SD

Feces
0-6 NS £0.01 NS 0.02 NS <0.01 NA
6-12 <0.01 NS NS NS NS <0.01 NA
12-24 NS NS 0.51 1.83 1.13 0.69 0.787
24-48 2.81 2.29 2.75 2.45 3.09 2.68 0.314
48-72 0.34 0.30 0.16 0.81 0.82 0.49 0.308
72-96 0.04 0.13 0.12 0.06 0.04 0.08 0.044
Total 3.19 2.72 3.54 5.17 5.08 3.94 1.121

Urine
0-6 4.99 10.24 3.04 17.15 12.28 9.54 5.676
6-12 10.22 ND 3.39 13.13 22.10 9.77 8.656
12-24 35.60 33.43 53.01 17.79 22.27 32.4 13.71
24-48 23.93 29.03 18.91 31.37 24.19 25.5 4.86
48-72 3.72 1.69 112 8.73 9.24 4.90 3.856
72-96 0.15 0.14 0.31 0.16 0.08 0.17 0.086
Total 78.61 74.53 79.58 88.33 90.16 82.3 6.68

Cage Rinse, Cage wash and, Cage Wipe

242 8.06 8.89 11.91 4.80 4.45 7.62 3.091
48? 1.42 1.59 1.43 1.39 0.95 1.36 0.240
722 0.26 0.13 0.22 0.28 0.16 0.21 0.064
96" 0.03 0.30 0.45 0.31 0.12 0.24 0.167
96° 0.12 0.15 0.17 0.07 0.05 0.11 0.051
Total 9.89 11.06 14.18 6.85 5.73 9.54 3.381
Total
excreted 91.69 88.31 97.50 100.35 | 100.97 95.8 5.55

SD Standard deviation.
NS No sample.

NA Not applicable.
ND Not detectable.

a Cage rinse.
b Cage wash (1% TSP).
c Cage wipe

2HI=y
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Table 2-11. Radioactive Dose (%) in Blood, Tissues and Excreta, “C-F6285

Percent of Radioactive Dose
Matrix Group A Group B Group C

Male Female Male Female Male Female
Urine 99.8 107 97.3 90.2 89.2 82.3
Feces 3.14 1.95 2.87 2.01 5.98 3.94
g;‘i%g X?jﬂe Rinse & 4.52 5.58 3.86 12.1 4.89 9.54
Blood ND ND ND ND ND ND
Bone (femur) <0.01 <0.01 ND ND ND <0.01
Brain ND ND ND ND ND ND
Carcass (residual) 0.12 0.11 0.08 0.16 0.10 0.23
Fat (reproductive) ND ND ND ND ND ND
Heart ND ND ND ND ND ND
Kidney <0.01 ND ND ND ND ND
Liver 0.04 0.01 0.02 <0.01 <0.01 0.01
Lungs <0.01 ND ND ND ND ND
Muscle (thigh) <0.01 ND ND ND ND ND
Ovaries NA ND NA ND NA ND
Spleen ND ND ND ND ND ND
Testes ND NA ND NA ND NA
Uterus NA ND NA ND NA ND
Total 108 115 104 104 100 96.02

18 Sulfentrazone S8E7I ¥ QHFHI|E A
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Table 2-12. Average percent of dose recoved

Average percent of dose recoved

Preliminary study
Urine Feces CO2 Tissue | Carcass Total
Phenyl P1 Male 96.8 2.86 ND NA NA 99.7
Female 98.9 2.18 ND NA NA 101
Carbonyl P2 | Male 99.5 4.64 ND NA NA 104
Female 101 2.54 <0.01 NA NA 103
Definitive study Average percent of dose recoved
Phenyl Label Urine Feces CO2 Tissue | Carcass | Total
Group A Male 104 3.14 NA 0.04 0.12 108
Female 112 1.95 NA 0.01 0.11 115
Group B Male 101 2.87 NA 0.02 0.08 104
Female 102 2.01 NA <0.01 0.16 104
Group C Male 94.1 5.98 NA ND 0.10 100
Female 91.8 3.94 NA 0.01 0.23 96.0
a : Includes cage rinse, cage wash (1% TSP) and cage wipe for the definitive study
ND : Not detected, NA : Not applicable
S A

|
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Table 2-13. Metabolite identification on urine and feces

Dose Column Percent as Percent as
Group Sex (ug/kg) Recovery(®) S—Qarboxyhc 3-hydroxymethy
acid-F6285 1-F6285
M 50 96.0 0.45 99.6
' F 50 90.5 ND 99 6
M 50 98.4 0.84 98.9
i F 50 98.3 ND 100.0
M 500 96.2 ND 100.0
- F 500 98.0 ND 100.0

AzHo, AL 500 mgkg LA ATFE FelHUL A A gy
A F4EH, thEEo] 3-hydroxymethyl-F6285 (sulfentrazone)© & thAFE T}
EZ A= wEA EdfEo AMeE AR diREEe 2F o HEFA o
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Table 4-1. Incidence of Clinical Signs Dosage Level 2000 mg/kg bw
Time After Treatment Day

Observation

01 2|3 |4(5[6|7| 8 9/10]11|12{13| 1
Male
Death (cumulative) | 0 | 0 | 0| 0| 0|0 0000|000 00
Female
Do el o000 |1 1|11 1|1 1|1]1 1]o0

Death (cumulative) 6cojo0;0j0}0j0y0}0,0]0]0J0]00]0O0

70 W3 S840 FAAAN A Ao A AFF(LDsp) 2000 mg/kg bw
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Table 5-1. Incidence of Clinical Signs Dosage Level 4.13 mg/L

Time After Treatment Day

Observation

0123|456, 7|8|9]10
Male
Chromodacryorrhea 170[{0]0]0]0,0]0]0]0]0
Chromorhinorrhea 170[{0]0]0]0,0]0]0]0]0
Eggif‘;ggn 502/0/0[0/0[0/0]0]|0]0
Dust on Fur 5/1/0,0]0]0]0[0,0[0}0
Lacrimation 171(0]0]0]0,0]0]0]0]0
Nasal Discharge 414,070/ 0]0[0]0]0]0}0

Animal Obscured
by Test Atmosphere

Rales 0y1/0(0[0]0|010]0]|O0]O0
Squinting Eyes 510000, 0]0]0,0]0]O0
Death (cumulative) 0,010[0]0]0O|010]0]|O0]O0
Female

é;?ﬁ;lgogemtal 111]0lolololololo]olo
Ataxia 1{0{0]0|0]0]O0]0]O00]0
Chromorhinorrhea 170[{0]0]0]0,0]0]0]0]0
Decreased Feces 0/ 470[0]0]0]0)0|0]0}O0
Egggfnasggn 5/1/0[0[0[0]0|0]0]0]0
Dust on Fur 5/13/0,0[0]0[0]010]O0]0
Lacrimation 3/]0,0/,0,010/0]0]00]0
Nasal Discharge 3137010, 0,0]0]0]00]0

Animal Obscured
by Test Atmosphere

Rales 0j1/]0[0|0[O0OJO0O]O0O|O|0]0O0
Squinting Eyes 510000, 0]0]0,0]0]O0
Death (cumulative) 0/0]0[0]O0]O0O]O0OJO0O|O0O]O0]|O
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Table 7-1. Individual Eye Score (1 hour)

Animal No. | Cornea Iris Conjuntivae Other
O/A Iritis Redness | Chemosis | Discharge | Comments
B7447™™ 0/0 0 0 0 1 0
B7449M 0/0 0 0 1 2 0
B7454M 0/0 0 0 0 3 0
B7394F 0/0 0 0 1 1 0
B7468F 0/0 0 0 1 0 0
B7434F 0/0 0 1 1 3 0
B7392F (w) 0/0 0 0 1 0 0
B7405M (w) 0/0 0 0 1 0 0
B7518F (w) 0/0 0 0 1 0 0
Primary Eye Irritation Index (Unwashed) = 5.0/110, (Washed) = 2.0/110
M : male, F : Female, O/A : Opacity/Area
Table 7-2. Individual Eye Score (24 hour)
Redness Chemosis | Discharge
B7447™™ 0/0 0 1 0 0 0
B7449M 1/3 1 2 0 2 0
B7454M 0/0 0 1 0 0 0
B7394F 1/1 0 1 0 0 0
B7468F 172 0 2 0 0 0
B7434F 11 0 2 0 2 0
B7392F (w) 0/0 0 0 0 0 0
B7405M (w) 0/0 0 0 0 0 0
B7518F (w) 0/0 0 0 0 0 0
Primary Eye Irritation Index (Unwashed) = 11.0/110, (Washed) = 0/110

HH=y 27



Table 7-3. Individual Eye Score (48 hour)

Animal No. | CoTea Iris Conjuntivae Other
O/A Iritis Redness | Chemosis | Discharge | Comments
B7447M 0/0 0 0 0 0 0
B7449M 1/1 0 0 0 0 0
B7454M 0/0 0 0 0 0 0
B7394F 0/0 0 0 0 0 0
B7468F 0/0 0 0 0 0 0
B7434F 0/0 0 1 0 0 0
B7392F (w) 0/0 0 0 0 0 0
B7405M (w) 0/0 0 0 0 0 0
B7518F (w) 0/0 0 0 0 0 0
Primary Eye Irritation Index (Unwashed) = 1.8/110, (Washed) = 0/110
Table 7-4. Individual Eye Score (72 hour)
Animal No. | CoTea Iris Conjuntivae Other
O/A Iritis Redness | Chemosis | Discharge | Comments
B7447M 0/0 0 0 0 0 0
B7449M 0/0 0 0 0 0 0
B7454M 0/0 0 0 0 0 0
B7394F 0/0 0 0 0 0 0
B7468F 0/0 0 0 0 0 0
B7434F 0/0 0 1 0 0 0
B7392F (w) 0/0 0 0 0 0 0
B7405M (w) 0/0 0 0 0 0 0
B7518F (w) 0/0 0 0 0 0 0
Primary Eye Irritation Index (Unwashed) = 0.3/110, (Washed) = 0/110
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Table 7-5. Individual Eye Score (Day 4)

Animal No. | CoTea Iris Conjuntivae Other
O/A Iritis Redness | Chemosis | Discharge | Comments
B7447M 0/0 0 0 0 0 0
B7449M 0/0 0 0 0 0 0
B7454M 0/0 0 0 0 0 0
B7394F 0/0 0 0 0 0 0
B7468F 0/0 0 0 0 0 0
B7434F 0/0 0 0 0 0 0
B7392F (w) 0/0 0 0 0 0 0
B7405M (w) 0/0 0 0 0 0 0
B7518F (w) 0/0 0 0 0 0 0
Primary Eye Irritation Index (Unwashed) = 0/110, (Washed) = 0/110

Table 7-6. Eye Irritation Score

Indexes
Scoring
Unwashed Washed

1 Hour 5.0 2.0
24 Hours 11.0 0
48 Hours 1.8 0
72 Hours 0.3 0
Day 4 0 0
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Table 9-1. FOB observation list
FOB

Observation (Day 0, 7, 14)

Posture, Convulsions/tremors, Feces cosistency, Biting,
Home cage .
Palpebral(eyelid) closure

Ease of removal from cage, Lacrimation/chromodacryorrhea, Piloerection,
Handling Palpebral closure, Eye prominence, Red/crusty deposits, Ease of handling
animal in hand, Salivation, Fur appearance, Respiratory rate/character,
Mucous membranes/eye/skin color, Muscle tone

Mobility, Rearing, Convulsions/tremors, Grooming, Bizarre/stereotypic

Open field behavior, Time to first step (seconds), Gait, Arousal, Urination/defecation,
Gait score, Backing
Approach response, Startle response, Pupil response, Forelimb extension
Sensory ir ri

Air righting reflex, Touch response, Tail pinch response, Eyeblink response
Hindlimb extension, Olfactory orientation

Hindlimb extensor strength, Grip strength-hind and forelimb, Hindlimb foot
Neromuscular
splay Rotarod performance

Physiological

Catalepsy, Body weight, Body temperature

=Y 31
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Table 9-2. Summary of FOB data in males

Group

Day 0

Day 7

Day 14

250

750

2000

(=)

250

750

(=}

250

750

g

Rat tested

=
o

10

10

10

—_
o

10

10

—_
(=}
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10

—
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Home cage behavior

Normal
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—
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[u—
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Immobile, unusual posture

Stereotyped behavior

Localized spasms/twitching

Whole body tremors

Staggered gait

Mobile, abnormal posture

Convulsions

Bizarre behavior

Rolling over

uncoord. movement/ataxia
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Home cage gait

Normal
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Uncoord, movement/ataxia

Walking on toes

Splayed hindlimbs

Exaggerated hindlimb flexion

Staggerred gait

Dragging hindlimbs

Unable to walk

Unable to describe
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Handling Base

Limp; no resistance

Normal

10

10

10

10

10

10

10

10

10

10

10

10

Tense, Rigid

Aggressive

Lacrimation

None

101010

101010

101010
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Day 0 Day 7 Day 14
Group
0 | 250|750 {20000 O | 250 | 750 {2000 O | 250 | 750 | 2000
Rat tested 10 /1010 (10|10 |10|10|10|10| 10|10 10
Slight to moderate 0,000 0]0]0]0,0]0]01]0
severe ojo0oj0jo0j0}0]0[0]0]0]O0]0
Color of ocular discharge
None 10110 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Red o(0|0]0]O0]0]O0]0,0]0/07]0
Clear o0, 0]0]O0]0]O0]0,0]0]07]0
Other o000} 0]0]0]O0]0,0]007]0
Palpebral closure
Eyelids wide open 10110 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Eyelids slightly drooped 0,000 0]0]0]0,0]0]01]0
One-half closed o(o0,0}0]0]0]O0]0,0]007]0
Completely closed Ooj0]0,0]0]0,0]0]0]01]01]0
Exophthalmos
Absent 10010 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Present o(o0o,0j0j0}0]0]0,0]007]0
Pupillary state
Normal 10110 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Mydriasis o(0|,0]0]0]0]O0]0,0]007]0
Miosis 01010 00|00 ,0]0)071]0
Salivation (degree)
None 1010|106 | 1010|1010 10|10/ 10|10
Slight o(0,0}3]0]0]0]0,0]007]0
Moderate o(o0o,0}1]0}0]0]0,0]007]0
Severe o(o0o,0j0j0}0]0]0,0]007]0
Salivation (color)
None 1010|106 |10 | 10| 10|10 | 10| 10| 10 | 10
Red 0O(0 |0 4]0]0]0]0,0]0/07]0
Clear o(0,0]0]0]0]O0]0,0]007]0
Other o(0,0]0]0]0]O0]0,0]007]0
Chromorhinorrhea
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Day 0 Day 7 Day 14
Group
0 | 250|750 {20000 O | 250 | 750 {2000 O | 250 | 750 | 2000
Rat tested 101010 | 10| 10| 10| 10| 10| 10 | 10 | 10 | 10
Absent 1010|108 101|101 |10]10/ 1010
present oj0j0y210]010]0]0]01]01]0
General appearance
Healthy 10110 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Unthrifty o(0|0]0]O0]0]O0]0,0]0/07]0
Dehydrated/emaciated 0,000 0]0]0]0,0]0]01]0
Fur apprearance
Clean/groomed 10 /10| 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Unkkmpt/rought coat 0,000 0]0]0]0,0]0]01]0
Solied by body fluids o(o0o,0}0j0}0]0]0,0]007]0
Alopecia
Absent 1010 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Present o0, 0]0]O0]0]O0]0,0]0/07]0
Piloberction
Absent 1010 | 10 1 10|10 | 10 | 10 | 10 | 10 | 10 | 10 | 10
Present Oojo0j0(0]0}0]O0[O0O]0]0]O0]0O0
Fecal boli
Mean: 3.10 [ 4.70 | 0.60 [ 2.00 | 1.70 | 1.00 | 1.10 | 0.60 | 1.80 | 1.60 | 2.80 | 2.30
STDERR: 1.08 1 0.67{0.3410.71 ] 0.54 | 0.37 | 0.53 | 0.22 | 0.44 | 0.56 | 0.66 | 0.87
P-value: 0.930{0.012|0.033 0.107 0.362
Urine pools
Mean: 0.40 | 0.80 | 0.40 | 0.80 | 0.60 | 0.80 | 1.10 { 1.00 | 1.10 | 0.90 | 0.90 | 0.90
STDERR: 0.16 | 0.1310.16 | 0.13 | 0.16 | 0.13 | 0.50 { 0.39 | 0.23 | 0.18 | 0.28 | 0.28
P-value: 0.238 0.326 0.587
Open filed behavior
Normal 1010|103 1010109 |10]10]1/10
[mmobile, unusual posture 0| 07000} 0]0[O0]0]0]O0]0
Stereotyped behavior 0Oj0]0,0]0]0,0]0]0]01]01]0
Localized spasms/twitching 0,0, 0]0|0]0]0]0,0]0]01]0
Whole body tremors 0O;0]0,0]0]0,0]0]0]01]01]0
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Day 0 Day 7 Day 14
Group
0 | 250|750 {20000 O | 250 | 750 {2000 O | 250 | 750 | 2000

Rat tested 101010 | 10| 10| 10| 10| 10| 10 | 10 | 10 | 10
Staggered gait 0,006 0]0]0]1,0]0]01]0
Mobile, abnormal posture ojo0j0y710]010] 120,01} 01]0
Convulsions ojo0oj0jo0j0}0j0[0]0]0]O0]0
Bizarre behavior Oojo0j0(0]0}0]O0[O0O]0]0]O0]0
Rolling over Ooj0j0(0]0}0]0[O0]0]0]O0]0
uncoord. movement/ataxia 0| 0]0]0]0]0]0[O0]0]0]O0]0
Arousal/aleriness
Comatose ojo0j0j0j0}0]0[O0O]0]0]O0]0O0
Decreased activity 0] 0] 0 1170700000010
Normal activity 1010109 10101011010/ 10/10
Incresed activity 0,000 0]0]0]0|0]O0]01]0
Convulsions 0] 0]0]0,0]07]0 0] 07]01]0
Gait desription (open filed)
Normal 101|104 101109 |10]10]1]10
Uncoord, movement/ataxia 0] 0000 ]O0JO0O[O0OLO]0)0]0
Walking on toes 0O 0]0,0]0]0,0]0]0]01]01]0
Splayed hindlimbs o(o0|,0 ] 1]0]0]O0]0,0]0/07]0
Exaggerated hindlimb flexion O;0]0,0]0]0L0]0]0]01]01]0
Staggerred gait 0Ooj 0060|001 ]0]01]01]0
Dragging hindlimbs 0,000 0]0]0]0,0]0]01]0
Unable to walk o001} 0]0]0]O0]0,0]0/07]0
Unable to describe 000 0]O0O]O0,O0O[O0OLO]0)0]0
Gait impairment
Normal 1010104101109 ]10]10/]10/10
Sightly impaired 00|06 |0]0]0] 1, ,0]0]07]0
Moderately impaired o(0|,0]0]O0]0O]O0]0,0]0]0]0
Severely impaired 0,000 0]0]0]0,0]0]01]0
Auditory response
Absent o(0,0]0]0]0]O0]0,0]007]0
Startle response 1010] 10|10 10| 10| 10 | 10 | 10 | 10 | 10 | 10
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Day 0 Day 7 Day 14
Group
0 | 250|750 {20000 O | 250 | 750 {2000 O | 250 | 750 | 2000
Rat tested 10 /1010 (10|10 |10|10|10|10| 10|10 10
Exaggerated response 0,000 0]0]0]0,0]0]01]0
Righting reflex
Lnds with feet on ground 1010 ]10 |8 |10{10]10]10|10] 10|10 | 10
Ucoordinated landing O 0]0,0]0]0L0]0]0]01]01]0
Lands on back Ooj0j0(0]0}0]0[O0]0]0]O0]0
Landing foot splay (cm)
Mean: 6.36 | 5.73 | 6.81 | 6.43 | 6.58 | 5.91 | 6.64 | 6.43 | 6.04 | 5.76 | 6.13 | 6.28
STEDRR: 0.3910.3110.35|0.46 | 0.30 | 0.27 | 0.49 { 0.33 | 0.24 | 0.28 | 0.32 | 0.28
P-value: 0.455 0.864 0.388
Forelimb grip strength (kg)
Mean: 0.948/1.003/0.890{0.933| 1.011|1.043| 1.057|0.973| 1.056 | 1.172| 1.148 | 1.081
STEDRR: 0.021]0.0290.019{0.044|0.051{0.030{0.029|0.027|0.046|0.051|0.037{0.053
P-value: 0.249 0.536 0.813
Hindlimb grip strength (kg)
Mean: 0.760{0.8050.78910.782|0.935|0.878| 0.857|0.809| 0.904|0.986 | 1.030{0.948
STEDRR: 0.01910.0422,0.038|0.047|0.040|0.043| 0.021|0.037|0.023|0.054 | 0.0640.043
P-value: 0.777 0.067(0.018 0.425
Tail flick latency (sec)
Mean: 344 131813.00(3.70|3.13]2.99|3.23 282|337 311|277 3.03
STEDRR: 0.2210.18 1 0.09 | 0.38 | 0.14 | 0.13 | 0.25 { 0.15 | 0.28 | 0.23 | 0.19 | 0.12
P-value: 0.581 0.386 0.156
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Table 9-3. Summary of FOB data in females

Day 0 Day 7 Day 14

Group
0 | 250|750 | 200 | O (250|750 | A | O | 250 | 750

Rat tested 100{10(10 9 |10 (10| 10| 7 |10 | 10 | 10

Home cage behavior

fu—
()
—
(=)
fu—
(=)
(e}
—
(=)
—_
(=)
—
(=)
fa—
(=)
fu—
(e}
fu—
(=)

Normal

Immobile, unusual posture

Stereotyped behavior

(== )

Localized spasms/twitching

—

Whole body tremors

Staggered gait

Mobile, abnormal posture

Convulsions

Bizarre behavior

Rolling over

O | O | O O O o ol o o o
O | O | Ol O o o ol oo o
O | O | O O o o ol o o o
O | O | O O o o ol o o o
O | O | O O O o ol o o o
O | O | O O O o ol o o o
O | O | Ol o o ool o o=
O | O | O O O o ol o o o
O | O | Ol O o o ol oo o
O | O | Ol O o o ol oo o

O | O | O o o ©

uncoord. movement/ataxia

[== R K B e B B =R I w2 B =R I T B R I =R N |

Home cage gait

—
(=)
—_
()
—_
()
—_
(=)

Normal

Uncoord, movement/ataxia

Walking on toes

Splayed hindlimbs

Exaggerated hindlimb flexion

Staggerred gait

Dragging hindlimbs

O | O | O O O o o | ©w
O | O | O Ol o o ©|
O | O | O O O o o | w
O | O | O O O o ©| @

Unable to walk

O | O | Ol o o o o ©o
=N O | O | O O o o o N
o | O O | O O O o ©|
w | O Ol ol o o O © |
O | O | O O O o o ©
O | O Ol ol o o o ©
O | O | Ol o o o o ©o

—
Do
—
Do

Unable to describe

O | O ol o ool oo =N

Handling Base

Limp; no resistance 0yo0 0 1[0, O0O]O0O[O0O]O0]0]0

Normal 101010} 8 | 10]10| 10| 7 |10 10 | 10
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Day 0 Day 7 Day 14
Group
0 [250 (750 | 00| O (250|750 | 200 | O | 250 | 750 | 200
Rat tested 10(10(10|9 1010|100 | 7 |10|10 10| 7
Tense, Rigid 00000, O0O[O0OLO0O]O0O0]0] 0
Aggressive O{o0oyo0{0LO0[O0OLO0O][0,0] 0070
Lacrimation
None 1010109 (1010|107 [10[10]10]7
Slight to moderate 07000 ]0[0]0]0]0,0/]O0]0
severe 01010 00000000
Color of ocular discharge
None 1010109 (1010|107 [10[10]10]°7
Red o000, 0|O0O]O0O]O0O|0|0]07]0
Clear o(o0j0|O0O|,0|O]O]O0O]00]0]0
Other o000 O0|O]O]O0O]0|0]07]0
Palpebral closure
Eyelids wide open 10/ 1091010107 ]10]|10]10]|7
Eyelids slightly drooped 010100 ]O0LO0O]O0O]0L0]0]0]0
One-half closed o(o0j0|O0O,O0fO]O0O]O0O]0]0]0]0
Completely closed O{oyof{O0LO0O{O0OLO[O0OLO0O]O0]|07]0
Exophthalmos
Absent 1010109 (1010|107 [10[10]10]7
Present o000, O0|O]O]O0O|0|0]0]0
Pupillary state
Normal 1010108 (1010|107 [10[10]10]7
Mydriasis Oj0]0[1]0]0]0]0]0,0/]O0/0
Miosis o(o0j0|O0O,0lO]O0O]O0O 00070
Salivation (degree)
None 1010107 [10]10]107 [10[10]10]7
Slight o(ojo0|1,0[0]O0][O0 000710
Moderate o000, O0|O]O0O]O0O|0|0]07]0
Severe o(ojo0|1,0l0]0][0|00]07]0
Salivation (color)
None (000700070 0 07
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Day 0 Day 7 Day 14
Group
0 | 250|750 | 200 | O |250 | 750 | A0 | O | 250 | 750 | 200
Rat tested 10(10(10|9 1010|100 | 7 |10|10 10| 7
Red Oj0L0] 210,000, 0]0]0]0
Clear 0010|120, 0]0]0,0]0]0]0
Other 0100|000 ]O0]0L0]0]0]0
Chromorhinorrhea
Absent 0/10]9 |8 ]10]10 107 |]10]|10]10]|7
present o014 1{0,0[0}0]0,0]0/,0
General appearance
Healthy 1010|108 10|10 10| 6 |10]10)|10]|7
Unthrifty 0100|2000 1 ,0]0]0]0
Dehydrated/emaciated 0700000 ]0[0]0,0/]O0]0
Fur apprearance
Clean/groomed 1010108 (1010|106 [10[10]10]7
Unkkmpt/rought coat 0100|000 ]O0O]0L0]0]0]0
Solied by body fluids O[]0 0[ 1200010100/ 0
Alopecia
Absent 0/10]109 10|10 10]7]10]10]10]|7
Present o0} 0y0}0y0[O0|0]O0,0]0/ 0
Piloberction
Absent 1010109 (1010|107 [10[10]10]°7
Present 0100|000 ]O0]0L0]0]0]0
Fecal boli
Mean: 0.50 | 0.30 | 0.60 | 0.00 | 0.00 | 0.10 | 0.20 | 0.14 | 0.10 | 0.10 | 0.10 | 1.29
STDERR: 0.50 | 0.21 1 0.50 | 0.00 | 0.00 | 0.10 | 0.13 | 0.14 | 0.10 | 0.10 | 0.10 | 0.75
P-value: 0.489 0.291 0.500{0.014
Urine pools
Mean: 0.10 1 0.50 | 0.20 | 0.33 | 0.70 | 0.30 | 0.30 | 0.00 | 0.50 | 0.00 | 0.10 | 0.29
STDERR: 0.10]0.3110.13]0.17 | 0.21 | 0.21 | 0.21 | 0.00 | 0.22 | 0.00 | 0.10 | 0.18
P-value: 0.653 0.076|0.033 0.445

Open filed behavior

Normal

\10\10\9\2\10\10\10\3\10\10\10\7
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Day 0 Day 7 Day 14
Group
0 | 250|750 | 200 | O |250 | 750 | A0 | O | 250 | 750 | 200
Rat tested 10{10(10| 9 |10 (10| 10| 7 (10| 10|10 7
Immobile, unusual posture 01070 2]0[0]0]0]0,0/]0/0
Stereotyped behavior O{o0oyo0{0LO0[O0OLO0O][0,0] 0070
Localized spasms/twitching 0100000 ]0[0]0,0]O0]0
Whole body tremors 0] 010 170(0 0[O0 0] 00710
Staggered gait 00050, 0[O0|4]0)0]0/ 0
Mobile, abnormal posture Oj0 160003000/, 0
Convulsions o0} 0y0}0y0[00]0 0|0/ 0
Bizarre behavior o0} 0y0}0y0[0L0]0,0]0/ 0
Rolling over oO{oyo0of{O0LO][OJO][O0OLO]O0]|0]0
uncoord. movement/ataxia ojojojo0,0y0y0f0]0}07]07]0
Arousal/aleriness
Comatose o001 }{0y0[0,0]0,0]0/ 0
Decreased activity Oj0]0[2]0[0]0[0]0,0]0/0
Normal activity 0]10]10]6 1010|107 |10|10]10]7
Incresed activity 01000 ]0]0]0]0]0,0]O0/0
Convulsions o(0j0y0}0L0[O0O|0]O0O,0]0/ 0
Gait desription (open filed)
Normal 1010|103 ]10]10 10| 3 /]10]10]10]|7
Uncoord, movement/ataxia ojojojo0,0y010f0]0}0]0]0
Walking on toes O{oyo0o{O0LO][O0OLO][O0OLO0O]O0]07]0
Splayed hindlimbs 0100|000 ]O0O]0L0]0]0]0
Exaggerated hindlimb flexion 00 jo0L0}0L0[O0OJO0O]O0O0]0]0
Staggerred gait O[040 |{5,0[0,0[4 00070
Dragging hindlimbs Oj070]0]0]0]0]0]0,0]0/0
Unable to walk 0100|000 ]O0O]0L0]0]0]0
Unable to describe 0100|212 ]0,0]0]0,0]0]0]0
Gait impairment
Normal 10 | 10 | 10 1010|103 |10 |10 1] 7
Sightly impaired 0100|5000 4,0]01]01]0
Moderately impaired O{oyof{O0LO|[OLO][OLO]O0]|0]0
=Y 4



Day 0 Day 7 Day 14
Group
0 | 250|750 | 200 | O |250 | 750 | A0 | O | 250 | 750 | 200
Rat tested 10{10(10| 9 |10 (10| 10| 7 (10| 10|10 7
Severely impaired O(o0j0 10, 0[0}0]O0,0]0/,0
Auditory response
Absent 0100|000 ]O0]0L0]0]0]0
Startle response 0(10{109|1010]107 |[10]10]10] 7
Exaggerated response 000,00y 0[O0O|O0O]O0O,0]0] 0
Righting reflex
Lnds with feet on ground 0110107 (1010 ]107 100|101 7
Ucoordinated landing 0] 0710 110(0 0[O0 0] 00710
Lands on back o001 {0,0[00]0,0]0/,0
Landing foot splay (cm)
Mean: 6.10 [ 6.72 | 5.62 | 5.30 | 5.44 | 6.01 | 5.30 | 5.82 | 5.51 | 6.88 | 5.61 | 5.49
STEDRR: 0.2410.40 1 0.38]0.25 ] 0.39 1 0.32 | 0.19 | 0.46 | 0.37 | 0.50 | 0.27 | 0.31
P-value: 0.156{0.031 0.784 0.463
Forelimb grip strength (kg)
Mean: 0.72310.73210.699|0.6190.7490.770{0.759/0.690 | 0.840{0.817 | 0.8601 0.749
STEDRR: 0.027]0.028/0.016{0.0760.031|0.034{0.026 {0.032 |0.039{0.033{0.018| 0.066
P-value: 0.074 0.208 0.210
Hindlimb grip strength (kg)
Mean: 0.65810.583/0.632|0.5270.633/0.591{0.7030.566 | 0.686|0.703{0.713| 0.710
STEDRR: 0.031]0.0220.029|0.060{0.0320.022{0.028 0.039 |0.032|0.027 {0.037| 0.035
P-value: 0.309{0.048 0.524 0.591
Tail flick latency (sec)
Mean: 3200299297371 |2.75]296 | 271301292 |321 310 2.69
STEDRR: 0.17 1 0.07 1 0.08 | 0.80 | 0.10 | 0.11 | 0.18 | 0.23 | 0.18 | 0.22 | 0.13 | 0.24
P-value: 0.386 0.452 0.374
ojg) BAFE F obx) Tojo EASH JFe AU
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BAR=EZANE A3, 750 mglkg bw o] FollA HIEAH T

HEE oM, 2000 mg/kg bwollAl FA & 7H47F #

S, 2 AP 750 mg/kg bw o] de] Fo&FANA AAZAS FEdes AL
2 #odnh
Table 9-4. Summary of acute neurotoxicity study in rats
Dose group Male Female
(mg/kg bw)
2000 n ZA T D2 A
n Ao] A A A s} Aol Az M3}
750 o] % » HEAY, 254 44 59 FOB HEAY, 54 24 59 FOB
o454 (09) oldFd (0%)
250 =42 8l =471 A5
10) 90& BIEEN MI=STAY (HE
O A&
FEGD)E ol &3 0 T AAZHANDeR oo A wet

S EEES

- US EPA Pesticide assessment, neurotoxicity series 81, 82, 83
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<
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Table 10-1. FOB observation list

FOB Observation

Posture, Convulsions/tremors, Feces cosistency, Biting,

Home cage .
Palpebral(eyelid) closure
Ease of removal from cage, Lacrimation/chromodacryorrhea, Piloerection,
Palpebral closure, Eye prominence, Red/crusty deposits, Ease of handling
Handling animal in hand, Salivation, Fur appearance, Respiratory rate/character,

Mucous membranes/eye/skin color,
Muscle tone

Mobility, Rearing, Convulsions/tremors, Grooming, Bizarre/stereotypic
Open field behavior, Time to first step (seconds), Gait, Arousal, Urination/defecation,
Gait score, Backing

Approach response, Startle response, Pupil response, Forelimb extension,
Sensory Air righting reflex, Touch response, Tail pinch response, Eyeblink response,
Hindlimb extension, Olfactory orientation

Hindlimb extensor strength, Grip strength-hind and forelimb, Hindlimb foot

Neromuscular

splay Rotarod performance
Physiological Catalepsy, Body weight, Body temperature
O Az

ArE A# 5000 ppmell Al =3 7ekE], &3l 100k 7 69U kA AbEkdTh

500 ppm 57 1rhelsh, 2500 ppm 54 2¢}el7} olwhe] Aol Ae] 7]of QHA}
stgom, oAl Fole] ZASH L ohd ZoE BRI

DTS 2 5000 ppmel A FHEAYA7] EA BR FAY, 2R, s, o
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3, 47 5000 ppmP ¢FA 2500 ppm oAl A tiERT el AF
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A 5000 ppm3+ <A 2500 ppm o] Aol A thzT thHl A}

&+

FOB2} motor activity A3}, 5000 ppm A 8F7+A H iz

&2

ZH47F YERgth 5000 ppm A 8F7A] Bl A A
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Sl B3 90U WEF] NAZHAG A, 2500 ppm ol FlH SFA
a5 YHFYN AF 8 ASHAY B2, G0 Z& 59 FOB o4
of B

Atk wakA, Al F518%F NOAEL)S ¢4 EF 500 ppm (3
=
=

Table 10-2. Summary of dose received in 90-day neurotoxicity study for rats

Dietary concentration level (ppm)

Parameter Male Female
500 2500 5000 500 2500 5000
Daily ‘/‘;:ake 297 1495 264.6 36.7 180.2 292.4
(mg/kg +5.37 +24.65 +31.17 +5.24 +20.80 +97.87

bw/day)

Table 10-3. Summary of toxic effect in 90-day neurotoxicity study for rats

Dose grou
(pp?rrl) P Male Female
n }u]—
s AE A
5000 Is s A
= ABHATF B2
s FOB o]
n 25 A T Y TF
n A5 A
O =) 7l E0] Ol AFEA
2500 o]}?)]’ =58 a4a o-/] nooo} . A]—E@—ﬂ%@'i
= FOB o]/}, motor activity 2+
500 2L S =447 fls
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Table 11-1. Clinical Observations Summary in male rats

Dietary Concentration level (ppm)
Observation Male
0 50 100 300 | 1000 | 3000 | 7000
ABDOMINOGENITAL STAINING 0 0 0 0 0 0 48(10)
ABDOMINOGENITAL
STAINING(RED) 0 0 0 0 0 0 101(10)
ALOPECIA(BACK) 0 0 0 0 0 0 22(2)
ALOPECIA(GENITAL AREA) 0 0 0 0 0 0 9(2)
ATAXIA 0 0 0 0 0 0 3(1)
BLACKENED FECES 0 0 0 0 0 0 32(5)
BROWNISH- RED FECES 0 0 0 0 0 0 141(10)
BULGING EYE 92(2) 0 0 0 0 0 0
CHROMODACRYORRHEA 15(2) | 1(1) 1(1) 0 27(1) 0 0
CHROMORHINORRHEA 0 0 0 0 0 0 1(1)
DECREASED FECES 0 0 0 0 0 0 85(10)
DECREASED LOCOMOTION 0 0 0 0 0 0 71(10)
DEHYDRATION 0 0 0 0 0 0 166(10)
DISTAL END OF TAIL BROKEN 0 0 0 0 49(1) 0 0
DISTAL TAIL PURPLE IN COLOR 0 0 0 0 0 0 5(3)
HYERSENSITIVITY TO TOUCH 0 0 0 0 0 0 28(7)
NO FECES 0 0 0 0 0 0 1(1)
OPACITY 113(2) | 68(2) 0 0 994) | 28(1) | 5(2)
ORAL DISCHARGE 0 0 0 0 0 0 6(4)
PALE EARS 0 0 0 0 0 0 171(10)
PALE EYES 0 0 0 0 0 0 90(8)
PALE FEET 0 0 0 0 0 0 4(1)
PROTRUDING PENIS 0 0 0 0 0 0 6(2)
SCABON FOREHEAD 0 0 0 0 0 21(1) 0
SCAB ON TIP OF TAIL 0 0 0 0 0 0 7(2)
SHEDDING FUR 0 0 0 0 0 0 13(6)
SWOLLEN PENIS 0 0 0 0 0 0 5(1)
UNIHRIFTINESS 0 0 0 0 0 0 212(10)
WALKING ON TOES 0 0 0 0 0 0 162(9)
DEAD 0 0 0 0 0 0 (10
TERMINAL SACRIFICE (10) (10 (10) (10) (10 (10 0
RECOVERY PER100
BULGING EYE 33(1) - - 0 0 -
CHROMODACRYORRHEA 21(2) - - - 0 0 -
DISTAL END OF TAIL BROKEN 0 - - - 33(1) 0 -
GROWTH ON LOWER JAW 6(1) - - - 0 0 -
OPACITY 33(1) - - - 0 0 -
DEAD 0 - - - ) 0 -
TERMINAL SACRIFICE (10 - - - 9 (10) -

*Numbers in this table represent the total number of times that a given finding occurred during this study.
The numbers in parentheses represent the number of animals that had a particular finding.
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Table 11-2. Clinical Observations Summary in female rats

Dietary Concentration level (ppm)
Observation Female
0 50 100 | 300 | 1000 | 3000 7000
ABDOMINOGENITAL STAINING 3(1) | 35(1) | 3(1) | 8(3) | 39(6) | 89(16) | 31(10)
ABDOMINOGENITAL
STAINING(RED) 0 0 0 0 0 | 150(15) | 91(10)
ALOPECIA(BACK) 0 0 0 0 0 31(3) 14(1)
ALOPECIA(GENITAL AREA) 0 0 0 0 0 81(6) 23(2)
BLACKENED FECES 0 0 0 0 0 0 11(1)
BROWNISH- RED FECES 0 0 0 0 0 | 162(20) | 34(7)
CHROMODACRYORRHEA 59(6) | 110(4) | 6(1) | 23(3) | 34(3) | 32(2) 1(1)
CYANOSIS 0 0 0 0 0 0 3(1)
DECREASED FECES 0 0 0 0 0 60(12) | 107(10)
DECREASED LOCOMOTION 0 0 0 0 0 18(8) | 106(10)
DEHYDRATION 0 0 0 0 0 26(9) | 111(10)
DISTAL TAIL PURPLE IN COLOR 0 0 0 0 | 491 0 3(2)
DYSPNEA 0 0 0 0 0 0 1(1)
EYE CLOSED 0 0 0 0 0 1(1) 0
GENITAL AREA HARD 0 0 0 0 0 0 5(1)
GENITAL AREA SWOLLEN 0 0 0 0 0 0 18(1)
HYERSENSITIVITY TO TOUCH 0 0 0 0 0 10(9) 7(4)
LACRIMATION 0 3(1) 0 0 0 0 3(3)
NO FECES 0 0 0 0 0 0 2(1)
OPACITY 0 0 0 0 | 994) | 148(3) 0
ORAL DISCHARGE 0 0 0 0 0 0 3(2)
PALE EARS 0 0 0 0 0 41(6) 46(7)
PALE EYES 0 0 0 0 0 23(2) 4(1)
PROTRUDING URETHRAL
OPENING 0 0 0 0 0 0 2(1)
RECUMBENCY 0 0 0 0 0 0 2(2)
RED STAINING(VENTRAL
SURFACE) 0 0 0 0 0 0 1(1)
SHEDDING FUR 0 0 0 0 0 24(8) 8(3)
UNIHRIFTINESS 0 0 0 0 0 | 213(19) | 114(10)
WALKING ON TOES 0 0 0 0 0 |186(20) | 64(9)
DEAD 0 ) 0 0 o) ) (10)
TERMINAL SACRIFICE (10) O] 10 | 10 | 9 9 0
RECOVERY PER100
ABDOHINOGENITAL STAINING 6(2) - - - 34(5) 0 -
CHROMODACRYORRHEA 40(5) - - - 4003) | 92 -
LACRIMATION 0 - - - 1(1) 0 -
OPACITY 16(1) - - - 1(1) | 67(1) -
TERMINAL SACRIFICE (10) - - - (10) (10) -

* Numbers in this table represent the total number of times that a given finding occurred during this study.
The numbers in parentheses represent the number of animals that had a particular finding.
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Table 11-3. Mean Body weights and Weight Change in male rats

Dietary Concentration level (ppm)
Week Male
0 50 100 300 1000 3000 7000*

Day 1 128 128 130 128 128 128 127
Week 1 155 156 156 156 154 146 101
Week 2 181 180 179 185 177 164+ 97++
Week 3 199 198 197 205 195 178++ 101++
Week 4 213 211 210 221 208 190++ 113++
Week 5 228 223 224 236 222 205++ 95++
Week 6 240 234 237 248 232 216L++

Week 7 249 242 245 258 240 223++

Week 8 258 252 255 267 249 232++

Week 9 269 264 266 279 260 243++
Week 10 278 272 274 287 268 252++
Week 11 284 281 282 294 275 259++
Week 12 290 285 287 298 278 262++
Week 13 296 290 292 304 284 267++
CHANGE 168 161 163 176 156 140++

Recovery phase

Week 1 311 - - - 288+ 276++ -
Week 2 318 - - - 298+ 286++ -
Week 3 324 - - - 305+ 296++ -
Week 4 328 - - - 309+ 300++ -

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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Table 11-4. Body weights and Weight Change in female rats

Dietary Concentration level (ppm)
Week Female
0 50 100 300 1000 3000 7000*
Day 1 114 114 115 115 114 115 115
Week 1 129 129 129 127 127 107++ 95++
Week 2 139 140 138 137 137 93++ T7++
Week 3 145 147 146 145 145 110++ 84
Week 4 151 153 153 152 152 129++ 101
Week 5 158 159 157 158 157 144++ 101
Week 6 161 163 160 161 160 150
Week 7 163 163 162 163 161 148
Week 8 168 169 166 167 166 153
Week 9 171 173 169 171 169 155
Week 10 175 177 172 176 173 160++
Week 11 178 179 175 179 176 161
Week 12 180 181 178 181 178 163
Week 13 181 181 179 183 179 163++
CHANGE 67 68 64 68 65 48
Recovery phase
Week 1 188 - - - 190 169++ -
Week 2 192 - - - 193 174 -
Week 3 194 - - - 197 179++ -
Week 4 198 - - - 201 181 -
CHANGE** 78 82 62++

+ significantly different from the control, P < 0.05

++ significantly different from the control, P < 0.01

HHI=Y
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Table 11-5. Mean Food Consumption in male rats

Dietary Concentration level (ppm)

Week Male

0 50 100 300 1000 3000 7000
Week 1 101 101 103 103 101 94 47
Week 2 108 107 108 110 104 96++ 50++
Week 3 110 107 110 113 106 97++ 61++
Week 4 107 106 107 113 106 96+ 75++
Week 5 103 101 105 110 103 96 37++
Week 6 105 102 106 112 104 96 -
Week 7 106 100 107 112 102 98 -
Week 8 105 102 107 111 104 98 -
Week 9 106 106 108 112 105 100 -
Week 10 107 107 108 112 105 100 -
Week 11 109 109 111 114 106 102 -
Week 12 107 108 110 115 107 104 -
Week 13 111 109 111 115 109 102 -

Recovery phase

Week 1 116 - - - 109 108+ -
Week 2 117 - - - 112 113 -
Week 3 122 - - - 113+ 115 -
Week 4 118 - - - 110+ 112 -

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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Table 11-6. Mean Food consumption in female rats

Dietary Concentration level (ppm)

Week Female

0 50 100 300 1000 3000 7000
Week 1 89 85 91 90 91 61 32
Week 2 91 97+ 93 89 91 40++ 40++
Week 3 95 95 92 91 92 7 o7
Week 4 88 93 91 90 90 89 85
Week 5 86 87 84 85 86 86 29
Week 6 86 88 85 84 85 84 -
Week 7 83 87 84 85 84 83 -
Week 8 83 87 80 79 81 79 -
Week 9 85 91 83 84 84 78 -
Week 10 83 83 80 82 82 74 -
Week 11 85 89 86 86 84 76++ -
Week 12 85 87 84 85 85 76 -
Week 13 86 89 83 87 86 76++ -

Recovery phase

Week 1 92 - - - 96 92 -
Week 2 91 - - - 91 90 -
Week 3 90 - - - 96 95 -
Week 4 91 - - - 94 88 -

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01

HH=Y
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Table 11-7. Mean Nominal Compound Consumption in male rats

Dietary Concentration level (ppm)
Week Male
0 50 100 300 1000 3000 7000
Week 1 - 4.6 9.5 28.3 93.8 277.4 460.6
Week 2 - 4.2 8.6 25.6 84.0 250.7 517.1
Week 3 - 3.9 8.0 23.6 7.7 234.0 607.2
Week 4 - 3.6 7.3 22.0 72.9 217.8 665.0
Week 5 - 3.2 6.6 19.9 66.5 200.5 391.7
Week 6 - 3.1 6.4 19.3 63.8 191.3
Week 7 - 3.0 6.2 18.5 60.8 188.3
Week 8 - 2.9 6.0 17.8 59.5 180.0
Week 9 - 2.9 5.8 17.2 57.8 176.2
Week 10 - 2.8 5.6 16.7 56.1 170.3
Week 11 - 2.8 5.6 16.6 55.3 168.6
Week 12 - 2.7 9.5 16.5 95.1 169.9
Week 13 - 2.7 54 16.2 54.9 164.1
MEAN - 3.3 6.7 19.9 65.8 199.3 534.9
54 Sulfentrazone S4Y7I % HI|1E 4




Table 11-8. Mean Nominal Compound Consumption in female rats

Dietary Concentration level (ppm)
Week Female
0 50 100 0 1000 3000 7000

Week 1 - 4.7 10.1 30.2 101.9 245.5 334.8
Week 2 - 4.9 9.6 27.9 %.1 184.2 520.2
Week 3 - 4.6 9.0 27.1 91.3 299.7 678.6
Week 4 - 4.3 8.5 25.4 85.2 294.7 841.6
Week 5 - 3.9 7.6 23.1 78.1 254.5 584.2
Week 6 - 3.9 7.5 22.3 75.8 241.7 -
Week 7 - 3.8 74 22.2 74.2 240.5 -
Week 8 - 3.7 6.9 20.3 69.9 219.7 -
Week 9 - 3.8 7.0 20.9 70.7 216.3 -
Week 10 - 34 6.6 20.1 67.5 198.0 -
Week 11 - 3.6 7.0 20.5 68.1 202.8 -
Week 12 - 34 6.7 20.1 68.5 201.5 -
Week 13 - 3.5 6.6 20.5 68.8 198.8 -
MEAN - 4.0 7.7 23.1 78.1 230.5 404.3++

++ significantly different from the control, P < 0.01
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Table 11-9. Mean Hematology Values in male rats

Dietary Concentration level (ppm)
Parameter Male
0 50 100 300 1000 3000
RBC(10*/10) 8.18 8.33 8.39 8.38 8.44 8.63
HGB(g/dl) 16.3 16.3 16.4 16.0 15.5++ 13.5++
HCT(%) 49.4 49.8 50.1 49.4 47 8++ 41.7++
MCV(fl) 60 60 60 59++ ST+t 48++
MCH(pg) 19.9 19.6 19.5 19.1 18.4 15.7
MCHC(g/dl) 32.9 32.8 32.7 32.5 32.5 32.5
PLT(10*/ ut) 740 715 729 657T 611 669
WBC(10%/ 10) 7.5 7.4 75 7.4 7.3 10.1++
SEG 1109 1508 1537 1775++ 1566 1337
Lymph(%) 6160 5679 5810 5526 5587 6417
BASO(10%/ ut) 0.0 6.2 0.0 0.0 0.0 7.0
EOS(10%/ u0) 63.9 125.7 85.0 62.3 58.2 107.6
NRBC 0.3 0.7 0.8 0.6 1.0 26.3
Mono(10%/ pf) 116.9 91.6 68.4 77.1 56.7 111.3
Recovery phase
SEG 1602 - - - 1366 1117
LYMPH 6013 - - - 6322 6369
MONO 23.7 - - - 30.1 24.3
EOS 61.0 - - - 62.2 60.2
NRBC 0.4 - - - 0.7 0.5

++ significantly different from the control, P < 0.01

56 Sulfentrazone S4%7F ¥ HI|1E 4

A



Table 11-10. Mean Hematology Values in female rats

Dietary Concentration level (ppm)
Parameter Female
0 50 100 300 1000 3000
RBC(104/ nd) 7.66 7.65 7.76 7.79 7.86 7.74
HGB(g/dl) 16.1 15.9 16.2 16.2 14.9 11.6
HCT(%) 49.6 49.8 50.3 50.2 46.5 36.8
MCV(fl) 65 65 65 65 S9L++ A7++
MCH(pg) 21.0 20.9 20.9 20.8 18.9++ 14.9++
MCHC(g/dl) 324 32.0 32.2 32.2 31.9 31.4
PLT(104/ 1) 773 728 785 739 057+ 661+
WBC(lOZ/;Le) 5.8 5.4 6.1 6.0 6.4 10.1++
SEG 811 991 1032 863 949 1374
Lymph(%) 4906 4322 4960 4999 5357 4096
Mono(%) 73.9 45.9 28.1 43.5 20.2 42.2
EOS(lOZ/[I,(),) 49.2 31.2 89.2 54.0 51.8 47.2
BAND 0.0 0.0 0.0 0.0 0.0 7.1
NRBC 2.2 0.9 1.3 1.0 3.2 86.4
Recovery phase
WBC 5.0 - - - 4.9 4.9
RBC 7.88 - - - 8.21+ 8.60++
HGB 16.6 - - - 16.4 17.1
HCT 50.7 - - - 50.3 51.4
MCV 64 - - - 61 60
MCH 21.0 - - - 20.0++ 19.8++
MCHC 32.7 - - - 32.6 33.2
PLT 803 - - - 660 647
SEG 835 - - - 743 649
LYMPH 4083 - - - 4103 4181
MONO 24.4 - - - 13.2 14.3
EOS 37.5 - - - 61.2 25.1
NRBC 2.4 - - - 0.8 0.8
+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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Table 11-11. Mean Clinical Chemistry Values in male rats

Dietary Concentration level (ppm)
Parameter Male
0 50 100 300 1000 3000
CL(MMOL/L) | 100.2 100.1 99.9 100.2 99.4 100.7
KMMOL/L) 4.50 4.66 4.65 4.60 4.75 4.78
NAMMOL/L) | 140.5 140.7 141.0 140.3 141.2 141.88++
CAMG/DL) 12.0 12.2 12.3++ 12.3++ 12.2 12.2
PHOSMG/DL) | 8.5 8.2 8.5 8.4 8.0 8.6
GLUMG/DL) | 101 106 102 113+ 100 97
CREAMG/DL) | 0.6 0.6 0.6 0.6 0.6 0.6
BUNMG/DL) | 17 16 16 17 16 16
TBILIMG/DL) | 0.4 0.4 0.4 0.4 0.4 04
TP(G/DL) 6.7 6.9 7.0+ 7.1++ 6.9 6.8
ALT(IU/L) 57 57 57 67 53 41
AST(IU/L) 98 101 95 111 93 89
ALB(G/DL) 1.5 1.5 1.5 1.5 1.5 15
A/G(RATIO) 0.29 0.28 0.28 0.28 0.28 0.29
Recovery phase
CL(MMOL/L) | 104.8 - - - 106.0 107.0
KMMOL/L) 6.94 - - - 7.49 8.01
NAMMOL/L) | 1444 - - - 145.7++ 145.8++
CAMG/DL) 12.2 - - - 12.5 12,5
PHOSMG/DL) | 9.1 - - - 9.3 9.3
GLUMG/DL) | 113 - - - 110 108
CREAMG/DL) | 0.6 - - - 0.7 0.6
BUNMG/DL) | 21 - - - 22 22
TBILMMG/DL) | 0.6 - - - 0.6 0.7
TP(G/DL) 7.3 - - - 7.4 7.6++
ALT(IU/L) 65 - - - o6+ 54++
AST(IU/L) 132 - - - 120 112
ALB(G/DL) 1.6 - - - 1.6 17
A/G(RATIO) 0.28 - - - 0.29 0.29

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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Table 11-12. Mean Clinical Chemistry Values in female rats

Dietary Concentration level (ppm)
Parameter Female
0 50 100 30 1000 3000
CL(MMOL/L) 101.8 102.5 102.3 102.5 102.4 102.3
KMMOL/L) 4.84 4.88 4.82 5.02 4.88 5.05
NAMMOL/L) | 140.8 141.2 141.3 141.5 141.1 141.2
CAMG/DL) 12.2 12.1 12.1 12.2 12.1 11.9
PHOSMG/DL) | 7.4 7.4 7.5 74 7.5 8.0
GLU(MG/DL) 94 99 105+ 103 104+ 99
CREAMG/DL) | 0.5 0.5 0.6 0.5 0.6 0.6
BUN(MG/DL) 16 16 16 16 16 15
TBIL(IMG/DL) | 0.5 0.5 0.5 0.5 0.4 0.4
TP(G/DL) 6.5 6.6 6.6 6.8+ 6.8+ 6.7
ALT(IU/L) 50 50 47 52 44 43
AST(IU/L) 94 93 92 94 91 90
ALB(G/DL) 1.5 1.5 1.5 1.6 1.6 1.6
A/G(RATIO) 0.30 0.31 0.30 0.30 0.31 0.31
Recovery phase
CL(MMOL/L) 108.4 - - - 109.9 110.8++
KMMOL/L) 8.95 - - - 8.12 9.47
NAMMOL/L) | 1445 - - - 145.9 146.6++
CAMG/DL) 12.4 - - - 12.5 12.4
PHOS(MG/DL) | 8.2 - - - 8.5 8.9
GLUMG/DL) 109 - - - 112 108
CREAMG/DL) | 0.6 - - - 0.7 0.6
BUN(MG/DL) 19 - - - 20 20
TBIL(IMG/DL) | 0.8 - - - 0.8 0.9
TP(G/DL) 7.5 - - - 7.7 7.6
ALT(IU/L) 64 - - - 87 56
AST(IU/L) 118 - - - 150 119
ALB(G/DL) 1.8 - - - 1.8 1.8
A/G(RATIO) 0.31 - - - 0.30 0.31

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01

HHI=Y
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Table 11-13. Mean Absolute Organ Weights in male rats

Dietary Concentration level (ppm)

Organ Male
0 50 100 an 1000 3000

Adrenals 0.046 0.047 0.051 0.052 0.054 0.049

Brain 1.74 1.80 1.83 1.81 1.83 1.81

Heart 0.87 0.89 0.88 0.92 0.90 0.86
Kidneys 1.76 1.94 1.93 1.98T 1.84 173

Liver 8.71 9.01 9.39 9.79 9.17 8.85

Spleen 0.64 0.66 0.68 0.68 0.68 0.82++

Testes 2.81 293 2.85 298 2.80 2.78

Recovery Phase

Adrenals 0.053 - - - 0.056 0.052
Brain 1.85 - - - 1.81 1.86
Heart 1.01 - - - 0.90++ | 0.90++

Kidneys 2.20 - - - 2.09 1.99
Liver 10.51 - - - 9.82 9.72
Spleen 0.64 - - - 0.59++ | 0.59++
Testes 3.03 - - - 3.08 3.01

++ significantly different from the control, P < 0.01
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Table 11-14. Mean Absolute Organ Weights in female rats

Dietary Concentration level (ppm)
Organ Female
0 50 100 a0 1000 3000

Adrenals 0.055 0.056 0.056 0.053 0.052 0.061

Brain 1.69 1.76 1.70 1.72 1.67 1.69
Heart 0.63 0.69 0.64 0.65 0.66 0.69
Kidneys 1.26 1.39 1.26 1.35 1.21 1.37

Liver 6.16 642 6.13 6.28 6.28 6.82
Spleen 0.63 0.66 0.64 0.67 0.70 1.45++
Ovaries 0.08 0.08 0.08 0.08 0.07 0.08

Recovery Phase

Adrenals 0.059 - - - 0.065 0.061

Brain 1.73 - - - 1.69 1.75
Heart 0.66 - - - 0.69 0.68
Kidneys 1.37 - - - 1.37 131

Liver 6.48 - - - 6.57 6.10+
Spleen 0.56 - - - 0.57 0.64++
Ovaries 0.07 - - - 0.08 0.08

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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Table 11-15. Mean Organ / Body Weight Ratio in male rats

Dietary Concentration level (ppm)
Organ Male
0 50 100 0 1000 3000

Adrenals 0.017 0.017 0.017 0.017 0.020 0.019

Brain 0.635 0.636 0.639 0.609 0.666 0.719++

Heart 0.318 0.314 0.306 0.310 0.328 0.338
Kidneys 0.642 0.682 0.669 0.665 0.670 0.681

Liver 3.17 3.18 3.25 3.27 3.34 3.49++
Spleen 0.232 0.231 0.235 0.226 0.246 0.323++

Testes 1.025 1.037 0.995 1.003 1.023 1.095

Recovery Phase

Adrenals 0.017 - - - 0.019 0.018
Brain 0.586 - - - 0.614 0.644+
Heart 0.319 - - - 0.305 0.312

Kidneys 0.697 - - - 0.708 0.689
Liver 3.34 - - - 3.31 3.36
Spleen 0.204 - - - 0.200 0.205
Testes 0.963 - - - 1.042+ | 1.045++

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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Table 11-16. Mean Organ / Body Weight Ratio in female rats

Dietary Concentration level (ppm)
Organ Female
0 50 100 0 1000 3000

Adrenals 0.032 0.031 0.032 0.030 0.031 0.038

Brain 0.978 0.980 0.970 0.967 0.989 1.058
Heart 0.366 0.380 0.364 0.367 0.388 0.433
Kidneys 0.730 0.771 0.716 0.758 0.715 0.854

Liver 3.56 3.54 3.46 3.52 3.70 4.26++
Spleen 0.363 0.365 0.363 0.378 0411 0.902++
Ovaries 0.044 0.043 0.046 0.044 0.040 0.047

Recovery Phase

Adrenals 0.031 - - - 0.034 0.035

Brain 0.917 - - - 0.875 1.010++
Heart 0.350 - - - 0.356 0.392++
Kidneys 0.726 - - - 0.709 0.754

Liver 343 - - - 3.40 3.51
Spleen 0.298 - - - 0.293 0.366++
Ovaries 0.039 - - - 0.042 0.046

++ significantly different from the

control, P < 0.01
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Table 11-17. Mean Organ / Brain Weight Ratio in male rats

Dietary Concentration level (ppm)
Organ Male
0 50 100 0 1000 3000
Adrenals 2.65 2.65 2.74 2.88 2.94 2.72
Heart 50.54 49.51 48.07 51.12 49.48 47.19
Kidneys 101.90 107.58 105.05 109.76 | 100.65 | 95.26
Liver 50298 | 50092 | 511.88 | 54133 | 50326 | 487.25
Spleen 36.94 36.40 36.93 3740 36.95 45.19++
Testes 162.34 163.24 | 155.73 165.04 | 15414 | 153.06
Recovery Phase
Adrenals 2.88 - - - 3.07 2.79
Heart 54.82 - - - 50.05 48.63+
Kidneys 119.79 - - - 115.75 | 107.42+
Liver 572.35 - - - 543.08 | 523.86
Spleen 3492 - - - 32.75 31.98
Testes 165.01 - - - 17040 | 162.55

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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Table 11-18. Mean Organ / Brain Weight Ratio in female rats

Dietary Concentration level (ppm)

Organ Female
0 50 100 o 1000 3000

Adrenals 3.24 3.18 3.30 3.09 313 3.60

Heart 37.54 39.30 37.73 37.95 39.31 41.08
Kidneys 74.86 79.34 74.17 78.28 7250 | 80.36

Liver 365.60 | 365.34 | 360.28 | 365.53 | 37496 | 404.44

Spleen 37.26 37.48 37.69 39.15 4157 | 86.13L++

Testes 459 437 476 452 4.04 449

Recovery Phase

Adrenals 3.44 - - - 3.89 3.47
Heart 38.24 - - - 40.70 38.93

Kidneys 79.40 - - - 81.21 74.83
Liver 375.16 - - - 389.96 | 348.40+
Spleen 32.65 - - - 33.51 36.33
Testes 422 - - - 4.87 4.55

+ significantly different from the control, P < 0.05
++ significantly different from the control, P < 0.01
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O Z&
°FA| = protoporphyrinogen oxidase &4% HJAst= 8712 7HAH, A}
S 2 protoporphyrin IXo] A #Et} o] 3 &4 9]
GdFgEFS Fof Nldado] WAst= ACE ATHT

FEo] thek 90 REFo BAFE4AE 23, 1000 ppm ool A A, &
A 4, AT 2 AERHATF 74, WBC, NRBCs(%) %57F, MCV, MCH, HGB,
HCT <2 244, ALT <A 24, v 3 ke 74 S71 Hidx2 e Iz
o] #AHTH whebA, Al 38 HNOAEL)S 300 ppm (7 19.9, 24
23.1 mg/kg bw/day)o. 2 HctH T},

Table 11-19. Summary of dose received in 90-day study for rats

Dietary concentration level (ppm)

Parameter Male Female
50 | 100 | 300 | 1000 | 3000 | 7000 | 50 | 100 | 300 | 1000 | 3000 | 7000

Daily intake
(mg/kg 33 | 67 | 199 | 658 (1993|5349 40 | 7.7 | 231 | 781 |230.5|404.3
bw/day)

Table 11-20. Summary of toxic effect in 90-day study for rats

(B3 AN Male Female
(ppm)
7000 s A » A
n 25 A T S TE | o« A (AvlE)
n AF A n 254 A Y YA TF
- ABHAF B2 - AZF Ba
3000 o] 4 » WBC =7} NRBCs (%) &7} " A}Eﬁjﬂ%’ﬁ A _
s ALT Z:H: s WBC =7}, NRBCs =7}
= 0% A P AURA Fh | e wE g Ao 2
s AU FA ST o A FA S
s B[RO FH0)zd 5 HEAA | w HFY F49ZxY T HEAA
1000 o]+ = MCV, MCH, HGB, HCT Z+4& = MCV, MCH #Z+4&
300 ol 5427 9% =427 9e
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Table 11-21. Mean body weight in male dogs

Mean Body Weight Values - Kilograms
Males

W-1| Wo | W1 | w2 | w3 | w4 | w5 | we | w7 | ws | wo wio|wit|wiz2|wi3
Group I -0PPM
Mean 86| 89| 91| 90| 91| 94| 94| 96| 97| 98 99 10.1| 10.2| 102| 104
SD. 04/ 07| 08| 09| 09| 12| 1.0/ 09| 10 14 14| 15/ 12| 14| 16
N 4 4] 4] 4] 4] 4] 4 4] 4| 4| 4] 4 4 4| 4
Group |I - 300 PPM
Mean 88| 89| 91| 94| 96| 10.0| 100| 10.1| 10.1| 10.5| 10.7| 10.7| 10.7| 11.3| 11.5
S.D. 07/ 10/ 08| 11| 10{ 10| 10/ 11| 12| 12/ 13| 12| 14| 17| 19
N 4 4] 4] 4] 4| 4| 4 4] 4| 4| 4] 4] 4 4| 4
Group |II - 800 PPM
Mean 86|89 (9192|9497 95|98 |101|104 (104|104 | 104| 109| 11.0
S.D. 02|05[05|04 07|07 |08 |09|09|09/[09]09]| 10/ 11| 09
N 4 | 4 | 4| 4 | 4| 4| 44 4| 4] 4|4 4 4| 4
Group |IV - 2000 PPM
Mean 87| 89| 89| 87| 85| 85| 87| 88| 88 91 95 95/ 97| 100| 104
S.D. 03| 06| 06| 04| 05| 06/ 08 08 12/ 08 09/ 10| 09| 09| 09
N 4 4] 4] 4] 4] 4| 4 4] 4| 4| 4] 4] 4 4| 4
Table 11-22. Mean body weight in female dogs

Mean Body Weight Values - Kilograms
Females

W-1| W0 | W1 | W2 | w3 | wa | W5 | We | w7 | ws | wo |wio|wit|wi2|wi3
Group [ -0 PPM
Mean 67| 73| 76| 75| 75| 78| 81| 82 83| 87 87| 88| 89| 91| 91
S.D. 04/ 05/ 06| 07| 07| 08/ 10/ 12| 14| 16 14| 16| 16| 17| 19
N 4 4] 4] 4] 4] 4| 4 4] 4| 4| 4] 4] 4 4| 4
Group |1 - 300 PPM
Mean 68/ 73| 75| 77| 78| 78| 79| 79/ 80 81 81| 81| 84| 86 88
S.D. 02| 04| 04| 04| 04| 05/ 05/ 04| 03| 04 03] 03] 09| 09 1.0
N 4 4| 4| 4] 4] 4 4] 4] 4| 4 4 4 4] 4 4
Group |II - 800 PPM
Mean 68 |73 |75|77 797879 |79|80|81/|81]|81| 80/ 83| 84
S.D. 02| 04|04 |04 |04|05[05|04|03|04/[03]03]| 04/ 03| 03
N 4 | 4 | 4| 4| 4| 4] 4] 44444 4] 4| 4
Group |IV - 2000 PPM
Mean 68/ 73| 71| 71| 71| 73| 71| 72| 73| 76 77| 77| 79| 81| 84
S.D. 03| 05/ 05| 07| 06| 11| 14| 14| 17| 14 13| 12| 10| 05 06
N 4 4] 4] 4] 4] 4| 4| 4] 4| 4| 4] 4] 4] 4| 4
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Table 11-23. Mean body weight change in male dogs

Mean Body Weight change Values - Kilograms
Males

W1 | W2 | W3 | W4 | W5 | We | W7 | w8 | W9 | w10 | W11 | W12 | W13
Group [ -0PPM
Mean 02| 01| 02| 05 05/ 06| 08 09 09 11| 13| 13| 15
S.D. 02| 06| 06| 09 07| 06| 09| 13| 14| 14| 12| 12| 13
N 4 4 4 4 4 4 4 4 4 4 4 4 4
Group |1 - 300 PPM
Mean 02| 06, 07, 11| 11| 12| 12, 16| 18 18| 18| 24 26
S.D. 03| 03| 03 02 03] 03] 04 07 08 07/ 09 10| 12
N 4 4 4 4 4 4 4 4 4 4 4 4 4
Group |II - 800 PPM
Mean 02 | 03 | 05|08 |06 |09 | 12|15 16 |15 | 16 | 20 24
S.D. 05 030202 04 |04 04 | 05| 04 | 05| 05 | 06 0.5
N 4 4 4 4 4 4 4 4 4 4 4 4 4
Group |IV - 2000 PPM
Mean 00| -02, -04, -04| -02, -01| -02, 02| 06| 05 07 11, 15
S.D. 01 06| 06| 04| 08 08 12| 09 1.0/ 12| 11| 11| 13
N 4 4 4 4 4 4 4 4 4 4 4 4 4

Table 11-24. Mean body weight change in female dogs

Mean Body Weight change Values - Kilograms

Females

Wi | w2 | w3 | wa | ws | we | w7 | ws | wo | wio|wit | wi2 | wi3

Group [ -0PPM

Mean 03/ 02 02 05 08 09 10 14 144 15 16/ 18 18

S.D. 02/ 02 04, 03 05 07 08 11, 09 11, 11 12, 14

N 4 4 4 4 4 4 4 4 4 4 4 4 4

Group |II - 300 PPM

Mean 07, 02 03 04/ 05 07 08 10 10 13 11 13} 15

S.D. 16, 04, 03| 03| 04 044 05/ 07 06/ 06/ 05 06/ 07

N 4 4 4 4 4 4 4 4 4 4 4 4 4

Group |II - 800 PPM

Mean 02 | 04 | 06 | 05|06 | 06|07 |08 | 08| 08/ 08/ 07 11

S.D. 01 0303|0203 )03 |04 |04 ) 04| 03] 05| 04 0.5

N 4 4 4 4 4 4 4 4 4 4 4 4 4

Group |IV - 2000 PPM

Mean 02| -02( -02| 00| -02| -01| 00| 03| 04| 04| 06/ 08 11

S.D. 02| 04| 03| 08 10{ 10 14| 10 09 09 07/ 06/ 05

N 4 4 4 4 4 4 4 4 4 4 4 4 4
2H=Y 69
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Table 11-25. Mean food consumption in male dogs

Mean food consumption Values - Kilograms
Males

WO| W1 | W2 | W3 | W4 | W5 | W6 | W7 | W8 | W9 |W10| W11 | W11 | W11 | W11

Group | [ - 0 PPM

Mean |32.3| 34.2| 329| 355| 329| 36.2|35.2|33.5| 34.3| 33.0| 33.7| 33.6| 32.0| 34.2| 35.2

S.D. 50| 20| 64| 63| 41| 32| 62136 31| 50| 87 82| 93| 7.7 77

Group | I - 300 PPM

Mean |34.0| 33.6| 37.5| 354| 35.0| 35.5|35.0|35.1|34.7) 31.5| 32.0| 35.2| 32.9| 32.0| 32.9

S.D. 1.8 4.0f 19| 304 21| 14| 34| 25 36| 24| 45 44| 51| 65 438

Group |II - 800 PPM

Mean |32.2| 36.5 | 35.7 | 35.6 | 35.3 | 37.1 |37.8|37.3|35.6/33.0|32.0|33.1| 34.0| 34.1| 33.6
S.D. 581 26 | 36 | 26 | L7 | 19 | 1.8 30|29 25|30 |19 | 28 23] 25

N 4 4 4 4 4 4 4 1414|444 4 4 4

Group |IV - 2000 PPM

Mean | 30.9|24.2%%|21.8%*| 23.2** | 22.7% | 25.1**| 28.3| 26.1| 31.5| 31.5| 32.1| 32.2| 32.2| 33.6| 35.7

S.D. 79/ 16| 25, 40| 43| 58 13|1L1} 29| 34| 27| 45| 13| 30| 42

N 4 4 4 4 4 40 41 4| 4 4] 4] 4 4 4 4
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Table 11-26. Mean food consumption in female dogs

Mean food consumption Values - Kilograms
Males
WO | W1 | W2 | W3 | W4 | W5 | W6 | W7 | W8 | W9 | W10 | W11 W12 | W13 | W14
Group | I - 0 PPM
Mean | 39.0| 349| 36.6| 388| 369| 379| 33.6| 32.6| 377 323| 306 334| 32.7| 343| 373
S.D. 41| 52| 17| 48| 39| 42| 17| 60| 67| 50/ 47| 59/ 95| 83| 82
N 4 4 4, 4| 4 4 4 4 4 4 4 4 4 4 4
Group | I - 300 PPM
Mean | 375| 379| 389| 374| 343| 347| 318| 327| 308| 297| 275| 278| 281| 293| 354
S.D. 49| 38| 35| 29| 12| 36 40| 32| 32| 42| 33| 29| 25| 21| 24
N 4 4 4 4| 4 4 4 4 4 4 4 4 4 4 4
Group |II - 800 PPM
Mean | 379|369 (389|378 |331|368 | 364|374 335|313 |322|291| 327| 317| 352
S.D. 77 169 |59 |59 |71 |65|74|91 63|69 |79 |58, 84/ 79| 40
N 4 | 4 | 4 4 4 4 4 4 4 4 | 4 4 4 4 4
Group |IV - 2000 PPM
Mean | 38.0| 31.1| 300| 351| 37.2| 331| 36.8| 348 364| 390 402| 380| 36.2| 38.6| 408
S.D. 54| 35| 135| 19| 02| 116| 82| 144, 46| 69| 76 86| 51| 84| 49
N 4 4 4, 4| 4 4 4 4 4 4 4 4 3 3 3
HHHA A3}, 2000 ppmell A HGB, HCT, MCV, MCH®] x]7} 3/ L7441 2
adtgith $8FA PLT S2& Z7kstgon], APTT 5207k IALA 248

Rem 2, IJhdel AR

d&Fe HEHIH.

gl srsd AL Al 2000 ppm ¢ERoll A GPT, ALP 4217} Z7kskith. 2000 ppm
FAANA TP, ALB $x]7} w) <k
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Table 11-27. Mean pretest Hematology Values in male dogs

Mean Hematology Values Pretest - Males

HGB | HCT | RBC Ret PLT | MCV | MCH | MCHC | PT | APTT | WBC

Units >>>> g/d %| miLfj.| %RBC| thoush.|, L pg| gdl| sec/ sec| thousil
Group I - 0PPM

Mean 145 430 6.58 11 383| 65.4| 220] 337/ 57| 103 11.97
S.D. 0.6 15 0.20 0.1 78] 1.3 0.5 03| 01 1.0 0.60
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM

Mean 145] 432 6.55 12 329 66.1| 221| 335/ 56| 102 13.54
S.D. 0.9 2.7 0.48 0.4 16| 1.2 0.5 02| 02 0.9 3.26
N 4 4 4 4 4 4 4 4 4 4 4
Group 1 - 800 PPM

Mean 140 | 413 6.38 14 454 64.7 | 220 | 340 | 56 | 10.2 1312
S.D. 1.2 35 0.49 0.4 63 1.0 | 03 01 [ 02 06 1.94
N 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM

Mean 146| 429 6.56 16 378| 65.4| 222 340/ 56| 101 10.52
S.D. 0.6 16 0.24 0.3 9% 17 0.7 04| 03 0.5 119
N 4 4 4 4 4 4 4 4 4 4 4
Table 11-28. Mean pretest Hematology Values in female dogs

Mean Hematology Values Pretest - Females
HGB | HCT | RBC Ret PLT |MCV | MCH | MCHC | PT | APTT | WBC

Units >>>> gld %| mLuL| %RBC| thousl| fL pg| gd.| sec| sec| thousiL
Group I - 0PPM

Mean 14.3| 422 6.26 14 363| 676, 230/ 339| 54| 100 11.62
S.D. 1.2 3.3 0.64 04 38| 2.7 0.8 02| 03 0.5 0.68
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM

Mean 139 411 5.99 14 330| 687, 231 337 57| 10.0 11.94
S.D. 0.5 14 0.11 0.6 76 21 0.7 05| 0.2 0.2 2.10
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 800 PPM

Mean 143| 423 6.34 1.2 482| 66.8| 226 33.8| 56| 105 12.41
S.D. 1.0 2.7 0.43 0.4 82| 0.3 0.4 06 02 0.4 1.93
N 4 4 4 4 4 4 4 4 4 4 4
Group V. - 2000 PPM

Mean 14.2| 427 6.49 1.9 393| 659 220f 333| 56 9.6 12.40
S.D. 1.3 4.0 0.78 0.8 9 20 0.9 05| 02 0.2 3.26
N 4 4 4 4 4 4 4 4 4 4
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Table 11-29. Mean Month 1 Hematology Values in male dogs

Mean Hematology Values Month 1 - Males
HGB | HCT | RBC Ret PLT | MCV | MCH [MCHC| PT |[APTT| WBC
Units >>>> g/d %| miLfl| %RBC| thousful fL pg| gdl| sec| sec| thousfl
Group I -0PPM
Mean 155| 447 6.81 1.2 341| 657 227| 346 58| 98 11.44
S.D. 08| 26 0.37 0.3 63| 06 04, 09/ 02| 06 2.08
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM
Mean 14.9| 427 6.58 17 326| 650 226/ 348 57| 92 11.82
S.D. 09/ 20 0.37 0.7 108| 13 02, 07, 03] 03 2.26
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 800 PPM
Mean 145| 423 6.49 14 436| 652 223| 343 55| 92 1311
S.D. 05 17 0.19 0.6 29| 09 03 08/ 02| 02 2.51
N 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM
Mean 12.7%| 36.3« 6.00 0.7 546 60.5%* | 21.0**| 34.8| 57| 8.8 13.55
S.D. 19| 55 0.87 0.3 254| 14 0.7y 09/ 02/ 03 3.16
N 4 4 4 4 4 4 4 4 4 4 4
Table 11-30. Mean Month 1 Hematology Values in female dogs
Mean Hematology Values Month 1 - Females
HGB | HCT | RBC Ret PLT | MCV | MCH [MCHC| PT [APTT| WBC
Units >>>> g/d %| milfu.|] %RBC| thousful fL pg| gd.| sec| sec| thousil
Group I -0 PPM
Mean 152| 435 6.51 14 328| 672 233| 348] 57| 101 9.27
S.D. 09, 27 0.65 0.1 2| 37 13 02| 01} 09 1.02
N 4 4 4 4 4 4 4 4 4 4 4
Group II - 300 PPM
Mean 158| 46.1 6.70 1.2 312| 687 236| 343| 56| 96 9.49
S.D. 10| 30 0.20 0.5 69| 25 08/ 03 01| 02 2.56
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 800 PPM
Mean 150| 434 6.68 11 452| 65| 224| 344| 57| 96 11.06
S.D. 10| 30 0.41 0.1 89 12 05/ 04| 01| 06 2.26
N 4 4 4 4 4 4 4 4] 4 4 4
Group V. - 2000 PPM
Mean 12.6%| 37.0 6.07 0.8 383| 60.8%x | 20.7+x| 34.1| 56| 8.7+ 13.05
S.D. 17 51 0.80 0.4 50 13 04| 04| 02| 02 3.64
N 4 4 4 4 4 4 4 4 4 4 4
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Table 11-31. Mean Month 2 Hematology Values in male dogs

Mean Hematology Values Month 2 - Males

HGB | HCT | RBC Ret PLT | MCV | MCH |MCHC| PT |APTT| WBC
Units >>>> g/d %| milfu.| %RBC| thousful fL pg| gd.| sec| sec| thoushi
Group I -0PPM
Mean 15.3| 466 6.77 1.8 330| 688 225| 328| 57| 97 10.94
S.D. 06/ 19 0.23 0.4 %l 10 03 02/ 01} 03 1.67
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM
Mean 151] 46.2 6.78 1.6 339 681 222 326| 58 91 11.62
S.D. 06| 21 0.23 0.2 110 1.0 01 03] 02| 06 2.38
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 800 PPM
Mean 149| 457 6.81 16 425 67.1| 219| 327 57| 94 13.62
S.D. 04, 09 0.13 0.1 6| 08 03] 08 02| 04 3.08
N 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM
Mean 10.0%* | 32.0% 5.65 2.4 809|56.5%x | 17.7xx| 314| 62| 94 3118
S.D. 24| 75 1.20 11 486 2.8 08| 29/ 05| 04 3.30
N 4 4 4 4 4 4 4 4 4 4 4
Table 11-32. Mean Month 2 Hematology Values in female dogs

Mean Hematology Values Month 2 - Females

HGB | HCT | RBC Ret PLT |MCV| MCH |[MCHC| PT |APTT| WBC
Units >>>> g/d %| milful.| %RBC| thousfl| fL pg| gdL| sec| sec| thoushiL
Group I -0PPM
Mean 154| 475 6.70 1.8 343| 70.8] 230 324 57| 99 10.54
S.D. 09 24 0.31 0.5 491 29 12| 04| 02| 06 2.38
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM
Mean 156| 475 6.67 14 29| 713| 233 327 59| 102 10.05
S.D. 02| 06 0.26 0.2 66| 2.2 08/ 01} 02| 07 2.63
N 4 4 4 4 4 4 4 4 4 4 4
Group Il - 800 PPM
Mean 158| 486 7.21 15 417| 67.4| 219| 325 57| 99 9.54
S.D. 12] 40 0.52 0.3 8| 15 06/ 04, 01} 02 1.08
N 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM
Mean 11.4%* | 37.6%x 6.36 1.8 470|597+ | 18.0%x| 30.1xx| 57| 9.1 12.89
S.D. 22| 6.0 1.36 0.2 77 39 05 L1} 02] 05 3.01
N 4 4 4 4 4 4 4 4 4 4 4
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Table 11-33. Mean Termination Hematology Values in male dogs

Mean Hematology Values Termination - Males
HGB | HCT | RBC Ret PLT |MCV| MCH [MCHC| PT | APTT| WBC

Units >>>> g/d %| mlfl| %RBC| thoushlh| fL pg| gdl| sec| sec| thousful
Group I -0PPM

Mean 15.6| 476 6.92 0.8 323| 688 226 328 56| 104 12.03
S.D. 02| 0.6 0.14 0.3 770 05 03] 03] 02 11 2.40
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM

Mean 152| 456 6.76 0.9 307 674 224 332| 57| 94 11.59
S.D. 0.7 22 0.26 0.2 20 09 02| 01} 03] 03 2.03
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 800 PPM

Mean 150| 451 6.79 11 399 665 221 333| 54| 98 12.54
S.D. 06| 15 0.24 0.4 28] 1.0 03] 04] 02 1.2 1.20
N 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM

Mean 10.9| 364 6.96 2.1 623| 525| 15.6| 298| 59| 96 12.88
S.D. 20| 47 112 2.0 224| 23 14] 23] 02| 03 4.17
N 4 4 4 4 4 4 4 4 4 4 4

Table 11-34. Mean Month 2 Hematology Values in female dogs

Mean Hematology Values Termination - Females
HGB | HCT | RBC | Ret PLT | MCV | MCH |MCHC| PT | APTT | WBC

Units >>>> g/d %| miLfl.| %RBC| thousiul fL pg| gd.| sec| sec| thoushi
Group I -0PPM

Mean 156 478 6.80 0.7 334| 705 230 325 57| 104 11.10
S.D. 11 37, 062 0.3 61| 32 1.0 05 03] 18 1.73
N 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM

Mean 16.1| 490| 6.9 1.0 289 706| 232 329| 57| 102 10.31
S.D. 10| 40| 061 0.8 59 21 08 07/ 01/ 07 2.73
N 4 4 4 4 4 4 4 4] 4 4 4
Group I - 800 PPM

Mean 158 478 7.20 0.7 378| 663 220 332 57| 98 9.60
S.D. 15 47| 068 0.2 67| 12 06| 04] 01| 06 0.85
N 4 4 4 4 4 4 4 4 4 4 4
Group V. - 2000 PPM

Mean 11.8%*| 38.4* 6.99 1.2 504% | 55.1**| 16.9**| 30.6**| 59| 8.9 12,51
S.D. 09/ 31| 060 0.8 119) 34 0.7/ 11} 02, 03 1.18
N 4 4 4 4 4 4 4 4] 4 4 4
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Table 11-35. Mean Pretest Clinical Chemistry Values in male dogs

Mean Clinical Chemistry Values Pretest - Males

GOT | GPT | ALP |BUN | CRE |GLU | TP | ALB |GLB | A/G | TBIL | NA+| K+ | Cl- |Ca2+| P
Units >>>>| UL | IUL | UL [mgfdL |mg/dL mg/d.| gfdL | g/dl | g/dl | % |mg/d|mEq/ | mEgL |mBqL | mg/d | mg/d
Group 1 -0PPM
Mean 17| 19| 106 10.0| 06| 109| 52| 28| 25| 12| 02| 146| 49| 112| 10.2| 65
S.D. 2| 4] 30| 26/ 01| 6/ 01/ 01| 01| 01, 01| 2| 04, 3] 03] 03
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Group I - 300 PPM
Mean 15| 19| 102| 125| 06| 96| 56| 30| 26| 13| 01| 146| 52| 108| 104| 6.9
S.D. 4\ 3| 25| 35/ 01| 6| 04| 01| 04| 02| 01| 1| 04| 3] 01| 05
N 4\ 40 4] 4 4 4| 4 4 4| 4| 4] 4] 4| 4] 4] 4
Group I - 800 PPM
Mean 16| 15| 96| 1L5| 07| 104| 57| 29| 28| 11| 01| 146| 50| 110| 104| 6.9
S.D. 2 2| 200 21, 01| 9| 01 02| 01} 01} 00| 2| 07| 2| 04] 07
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM
Mean 17| 19| 132| 89| 06| 97| 55| 31| 24| 13| 01| 145| 51| 109| 103| 7.1
S.D. 30 1| 37] 14| 01| 6| 06/ 02| 04| 02/ 01| 1] 05 2| 03] 04
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Table 11-36. Mean Pretest Clinical Chemistry Values in female dogs

Mean Clinical Chemistry Values Pretest - Females

GOT | GPT | ALP |BUN |CRE |GLU | TP | ALB | GLB | A/G | TBIL | NA+| K+ | Cl- |Ca2+| P
Units >>>> UL | UL | UL | mg/dL |mg/dL | mg/dL | gfdL | g/dL | g/dL | % | mg/dl | mEq/ | mEqgL mEqL | mg/d | mg/d
Group 1| -0PPM
Mean 19| 18| 103| 10.1| 06| 107| 56| 31| 25| 12| 02| 146| 47| 110| 104| 6.7
S.D. 2| 4| 29| 14| 01| 10| 04| 02| 03] 02| 01| O 04| 2| 03| 04
N 41 4 4] 4] 4 4] 4 4 4] 4 4 4] 4 4] 4] 4
Group 1 - 300 PPM
Mean 21| 20| 115| 119| 0.6] 101| 56| 31| 25| 13| 01| 146 48| 109| 10.3| 65
S.D. 3) 1) 23] 19 01| 7| 04| 03] 02 01| 00 03] 1| 04] 05
N 41 40 4] 4] 4 4] 4] 4 4] 4| 4 4 4| 4] 4
Group Il - 800 PPM
Mean 22| 19 129| 124| 06| 101| 54| 30| 25| 12| 01| 146 48| 109| 102| 6.2
S.D. 3] 3] 11} 25/ 01| 8] 03] 01| 02| 01} 00| 2| 05/ 2[ 02] 03
N 41 40 4] 4] 4 4] 4 4 4] 4 4 4] 4 4] 4] 4
Group IV - 2000 PPM
Mean 18| 17| 100| 10.2| 06| 104| 55| 31| 24| 13| 01| 147| 46| 110| 104| 6.8
S.D. 41 5/ 20| 18] 00 21| 01| 02| 02| 02| 00 02| 1| 03] 05
N 41 40 4] 4] 4 4| 4 4 4] 4| 4 4 4| 4] 4
76 Sulfentrazone ZHEIt % QUMI|E M




Table 11-37. Mean Month 1 Clinical Chemistry Values in male dogs

Mean Clinical Chemistry Values Month 1 - Males
GOT | GPT | ALP |BUN |CRE |GLU | TP | ALB | GLB | A/G | TBIL | NA+| K+ | ClI- |Ca2+| P

Units>>>| IUL | UL | UL | mg/dL | mg/dL | mg/dL| g/dL | g/dL | g/dl | % |mg/dl | mEq/l|mEyL | mEgL | mg/dl | mg/d

Group 1 -0PPM

Mean 191 19| 97 11.9| 08| 95 63| 32| 31| 10| 01| 152| 52| 112| 10.3| 6.0

S.D. 2| 5| 25| 08| 01| 9| 06| 02| 04/ 01} 01| 2| 05| 3] 04| 09

N 41 4| 4| 4 4 4 4 4] 4] 4] 4] 4] 4 4] 4 4

Group 1 - 300 PPM

Mean 18] 21| 9| 125| 08| 95 63| 33| 30| 11| 01| 151| 50| 111| 104| 6.2

S.D. 5 1) 25| 24 01 9/ 05/ 02| 04] 02| 01 3| 03] 2| 02| 06

N 41 4] 4| 4 40 4 4 4] 4] 4] 4] 4] 4] 4] 4 4

Group 11 - 800 PPM

Mean 19] 17| 121) 157 09| 9%| 63| 32| 31| L1| 01| 151} 53| 112| 10.3| 6.1

S.D. 10 20 8 40] 01} 8| 07; 02| 07) 03] 00/ 2| 07/ 2| 02| 04

N 41 4| 4| 4 4 4 4 4] 4] 4] 4] 4] 4] 4] 4 4

Group IV - 2000 PPM

Mean 3B 97| 3%*| 154| 09| 87| 537|128 25| 11| 02| 154| 48] 117%| 10.3| 6.1

S.D. 33| 8| 225 57| 01 20, 01 01 02| 01] 01 1) 04] 2| 07| 08

N 41 4] 4] 4| 4| 4| 4| 4 4 4 4] 4] 4] 4] 4] 4

Table 11-38. Mean Month 1 Clinical Chemistry Values in female dogs

Mean Clinical Chemistry Values Month 1 - Females
GOT | GPT | ALP |BUN |CRE |GLU | TP | ALB | GLB | A/G | TBIL | NA+| K+ | Cl- |Ca2+| P

Units >>>> [UL | IUL | UL |mg/dL |mg/dL | mg/dL| g/dL | g/dL | g/dL | % |mg/dl|mEq/l mEgL mEgl | mg/d | mg/d

Group 1 -0 PPM

Mean 23| 22| 93| 120 08| 105| 6.0| 35/ 25/ 15| 01| 151| 48] 111| 10.3| 6.2

S.D. 2 3 120 08] 01} 13| 04] 02| 05| 04| 00 0.3 1 02| 04

N 41 4| 4| 4 4 4 4 4] 4] 4] 4 4 41 4

Group I - 300 PPM

Mean 22| 25| 104| 14.6| 01| 101| 59| 35/ 24| 15| 02| 151| 45| 112| 104| 54

S.D. 2 8| 21| 41} 01, 10| 03/ 02| 01| 01| 02 1] 0.1 1 03] 05

N 41 4| 4| 4 4 4 4 4] 4] 4] 4] 4] 4] 4] 4 4

Group Il - 800 PPM

Mean 241 20| 122| 143| 08| 92| 58| 33| 25/ 13| 02| 151| 48] 113 10.0| 55

S.D. 2 2| 24, 16| 01} 8] 02| 03] 05/ 03] 01 0.5 1 05| 02

N 41 4| 4] 4 4 4 4 4] 4] 4] 4 41 4] 4] 4

Group IV - 2000 PPM

Mean 27 74| 334*| 16.6| 08| 98| 5.37|2.9%*| 24| 13| 02| 152| 4.4]114* 99| 58

S.D. 5/ 118 170| 15| 01| 17| 04| 05| 04| 04| 01 02] 2| 05| 06

N 41 4] 4] 4| 4| 4| 4] 4 4 4 4 41 4] 4] 4
=y 77



Table 11-39. Mean Month 2 Clinical Chemistry Values in male dogs

Mean Clinical Chemistry Values Month 2 - Males

GOT | GPT | ALP |BUN |CRE |GLU | TP | ALB | GLB| A/G | TBIL | NA+| K+ | Cl- |Ca2+| P
Units>>>| IUL | UL | UL | mg/dL | mg/dL | mg/dL| g/dL | g/dL | g/dl | % |mg/dl | mEq/l|mEyL | mEgL | mg/dl | mg/d
Group I -0PPM
Mean 23] 23] 87| 11.8| 08| 94| 6.3| 33| 30| 11| 01| 150 49| 114| 104| 57
S.D. 5( 5| 19| 15| 01| 8| 04| 01} 02/ 01} 01] 2| 03] 3] 02| 08
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Group 1 - 300 PPM
Mean 23] 26| 97| 131 08| 96| 64| 33| 31| 11| 01| 149| 47| 113 106 58
S.D. 5 1) 29) 28| 01| 10/ 04| 01| 04| 01| 00 1| 02| 2| 02| 03
N 41 4] 4| 4 40 4 4 4] 4] 4] 4] 4] 4] 4] 4 4
Group 11 - 800 PPM
Mean 23| 21| 134| 130 08| 102| 63| 32| 31| 11| 01| 149| 50| 113| 10.6| 58
S.D. 2| 3| 47| 18| 01| 10| 06| 01} 07/ 02/ 00| 1| 08 2| 03] 04
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM
Mean 421 106% |4%**| 13.9| 0.7| 88| 54*|2.3**| 31| 08| 05| 149| 45| 117|9.6*| 59
S.D. 21 76| 75| 49| 01| 15| 03| 03] 05/ 02| 05| 2| 05/ 3] 03| 03
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Table 11-40. Mean Month 2 Clinical Chemistry Values in female dogs

Mean Clinical Chemistry Values Month 2 - Females

GOT |GPT | ALP |BUN |CRE |GLU | TP | ALB | GLB| A/G | TBIL | NA+| K+ | Cl- |Ca2+| P
Units>>>> UL | IUL | UL |mg/dL |mg/dL | mg/dL| gfdl | g/dL | g/dL | % |mg/dl|mEq/l | mEqgL mEql | mg/d | mg/d
Group 1 -0 PPM
Mean 28] 26| 88| 141] 0.7 90| 63| 35 28 13| 01| 149| 48] 112] 10.7| 59
S.D. 31 3/ 16| 11| 01 16| 05| 01| 06| 04| 01} 1| 02| 3| 02| 04
N 41 4] 4| 4 4] 4] 4 4 4 4] 4] 4] 4] 4] 4
Group 1 - 300 PPM
Mean 25| 31| 9% 137| 08| 102| 63| 35/ 28 13| 02| 151| 46| 114| 10.6| 53
S.D. 30 13] 20f 37| 01| 9| 02| 01} 02 01| 01 03] 1] 03] 05
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Group I - 800 PPM
Mean 271 23] 109| 129| 0.9*| 99| 59| 34| 25| 14| 01| 151| 49| 115 104| 52
S.D. 3] 5] 8| 18| 01| 10| 02| 02| 04| 03] 00 05 2| 04| 02
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Group IV - 2000 PPM
Mean 31| 41| 401%| 154| 07| 94| 56| 28| 28| 10| 01| 150/ 45|116*| 10.1| 6.4
S.D. 11| 47| 126/ 20| 01 16| 0.7] 06| 03| 03] 0.1 03] 3] 07] L1
N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
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Table 11-41. Mean Termination Clinical Chemistry Values in male dogs

Mean Clinical Chemistry Values Termination - Males
GOT | GPT | ALP | BUN | CRE |GLU| TP | ALB |GLB| A/G | TBIL | NA+| K+ | Cl- | Ca2+ | P

Units >>>>| [UL | IUL | UL |mg/dL |mg/dL | mg/dL | g/dL | g/dL |g/dL| % | mg/dl|mEq/l| mEgL | mEqgL| mg/d |mg/d

Group 1 -0PPM

Mean 23| 21| 76| 134 08| 94| 60| 32| 28| L1| 02| 148 45 11| 103| 47

S.D. 50 70 16| 13| 01| 7| 03| 02| 02 02| 01| 2| 04, 1} 03] 07

N 4 4 4 4 4 4 4 4] 4 4 4 4 4 4 4 4

Group 1 - 300 PPM

Mean 21| 24| 91| 152| 08| 93| 60| 32| 28| 12| 01| 148 46| 112/ 105| 50

S.D. 20 3] 32| 29| 01| 8 04| 01 04 02| 01| 1} 02, 2, 01| 05

N 4 4 4 4 4 4 4 41 4 4 4 4 4 4 4 4

Group I - 800 PPM

Mean 191 20| 130| 154| 08| 97| 61| 32| 29| 11| 01| 148 48| 111| 10.35| 53

S.D. 3 4] 48] 18| 01| 7| 05| 02| 05[] 02| 01| 2| 05/ 3| 04| 06

N 41 4] 4] 4 40 4 40 4 4 4 4 4] 4 4 41 4

Group IV - 2000 PPM

Mean 27| 37|38 | 17.4| 08| 89| 5.1%|24%| 2.7| 09| 03| 149 45 115 98| 55

S.D. 8| 27| 45| 24| 01| 11| 04| 04| 05 03| 02| 1| 04, 3| 05 02

N 41 4] 4] 40 40 4 40 4] 4 4 4 4] 4] 4 41 4

Table 11-42. Mean Pretest Clinical Chemistry Values in female dogs

Mean Clinical Chemistry Values Pretest - Females
GOT |GPT | ALP |BUN |CRE |GLU | TP | ALB |GLB | A/G | TBIL | NA+| K+ | Cl- |Ca2+| P

Units >>>>| UL | IUL | UL |mg/dL |mg/dl | mg/dL| g/dl | g/dl | g/dL | % |mg/dl|mEq] mEgL mFgl | mg/d | mg/d

Group 1 -0PPM

Mean 25| 26| 88| 147| 0.7] 100| 59| 33| 26| 13| 01| 149| 44| 112] 10.7| 49

S.D. 20 5] 21| 16| 01| 6| 04| 02| 05 03] 00 02] 2] 03] 02

N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Group I - 300 PPM

Mean 27\ 28| 87| 147| 08| 9| 59| 33| 26| 13| 02| 148 45| 113] 10.5| 48

S.D. 6 11| 25| 32| 01| 9| 02| 03] 03] 02 01 01| 1] 05| 05

N 41 4| 4] 4 4 4 4 4] 4] 4] 4 41 4] 4] 4

Group Il - 800 PPM

Mean 240 191 99| 158] 09| 92| 55| 32| 22| 15 02| 149 47| 113] 10.5| 45

S.D. 30 6] 6 21| 01| 11| 03] 02| 03] 03] 01 04 2| 04| 05

N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Group IV - 2000 PPM

Mean 25| 20| 330%| 15.0| 0.7 97| 54| 28| 26| 11| 01| 149| 44| 114] 10.3| 53

S.D. 70 4] 131] 14| 01| 14| 04| 02| 03] 02/ 01| 1| 01| 2| 04| 04

N 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
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Table 11-43. Absolute and relative liver weight in dogs

Male Female
Group
Wt per BW per Brain Wt per BW per Brain
Mean 286.8 2.81 3.84 2494 2.719 3.58
0 S.D. 43.8 0.36 0.38 39.3 0.22 0.83
N 4 4 4 4 4 4
Mean 319.1 2.89 4.05 239.0 2.80 3.36
300 |S.D. 44.7 0.33 0.70 19.2 0.19 0.30
N 4 4 4 4 4 4
Mean 352.3% 3.28 4.38 231.9 2.85 3.32
800 |S.D. 0.6 15.8 0.20 20.2 0.22 0.70
N 4 4 4 4 4 4
Mean 360.3% 3.51* 4.79 308.3* 3.85%% 4.02
2000 |S.D. 22.0 0.30 0.33 13.3 0.28 0.21
N 4 4 4 4 4 4
* Statistically Significant at p < 0.05.

**  Statistically Significant at p < 0.01.
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Table 11-44. Summary of dose received in 94-day study for dogs

Dietary concentration level (ppm)

Parameter Male Female
300 800 2000 300 800 2000
Daily intake
(mg/kg 10 28 57 10 28 73
bw/day)

Table 11-45. Summary of toxic effect in 94-day study for dogs

Dose group Male Female
(ppm)
w AT SAF A w AZE ZAT gAa
» ASHAT Ha » ASHHYE Fa
= HGB, HCT, MCV, MCH %4 = HGB, HCT, MCV, MCH Z4
9000 s PLT 57}, APTT 24 s PLT &7}, APTT 74
= GPT, ALP 57}, TP, ALB #4& = GPT, ALP &7}
s A S s P 5A ST
w ZA-ZZHY, AE Y w ZH-TAERY, TAE Y
Bk, Bk,
800 444 fle =447 e
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Table 12-1. Summary of clinical signs in males
Finding 10 30 100 300 1000

Abdominogenital staining

Anorexia

Blood in feces

Decreased feces

Dragging hindlims

Unscheduled sacrifice

[e <3N eI I e B e N I =l B e i i e B i =]
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Terminal sacrifice

8 animals / group

Table 12-2. Summary of clinical signs in females

Finding 0 10 30 100 300 1000
Abdominogenital staining 3 0 1 0 0 1
Dragging hindlims 1 0 0 0 0 0
Unscheduled sacrifice 1 0 0 0 0 0
Terminal sacrifice 7 8 8 8 8 8

8 animals / group

E7e @ 219 WEFS FuS5dAE A3, BE FoE&TFolM oA Fo
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Table 12-3. Summary of toxic effect in 21-day dermal study for rabbits

Dose group
Male Female
(mg/kg)
1000 2427 98 s427 9%
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Table 13-1. Survival (%) of Rats

Males Females
Week Week
PP 51 79 99 pem 51 79 103
0 87% 74% 36% 0 90% 88% 34%
600 93% 72% 24% 300 98% 80% 47%
1000 87% 78% 26% 600 95% 86% 38%
2000 97% 4% 32% 1000 98% 84% 50%
3000 95% 84% 46% 2000 93% 88% 48%
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Table 13-2. Abnormalities (%) of Rats

Males Females
Abnormality ppm ppm
0 600 | 1000 | 2000 | 3000 0 300 | 600 | 1000 | 2000

Red Ocular 250 | 150 | 16.7 | 26.7 | 250 | 467 | 36.7 | 33.3 | 317 | 417
Discharge

Red Nasal 433 | 333 | 283 | 217 | 133 | 517 | 233 | 283 | 26.7 | 233
Discharge

Malocclusion 11.7 | 3.3 6.7 83 | 183 | 18.3 | 13.3 | 10.0 | 11.7 | 10.0
Sore/Swollen/Foot 350 | 300 | 21.7 | 33.3 | 36.7 | 3.3 6.7 | 13.3 | 10.0 | 5.0

WAL A3, oA Fofo] EA4TH G g

WA, A G2, e EE Fo] TREHUO U, Sl glo] 3ol o
AT Aoz Aztsol oA Folo] BASH P ohd Ao AT
Table 13-3. No. of Individual for Eye Abnormalities

. Males Females
Abnormality
0 ppm 3000 ppm 0 ppm 2000 ppm

Cataract 4 8 1 5
Corneal 1 1 0 0
Corneal Lesion/Vascularization 4 4 2 2
Synechiae 0 1 0 0

Hazy Lens 1 1 0 0
Opacity 0 1 1 7
Corneal Lesion 1 0 1 0
Phthisis bulbi 0 0 1 0

AZWs Az, A 3000 ppmat A 1000 ppm o)A Fo] iR E] 77k
S T tiel AFarE $EEHA
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Table 13-4. Mean Body Weight for Male Rats

Group |Mean| SD |Mean| SD |Mean| SD |Mean| SD |Mean| SD |Mean| SD
Day 1 Day 8 Day 15 Day 22 Day 29 Day 36
Control | 287.8 | 18.0 | 338.7 | 23.5 | 383.4 | 28.3 | 420.3 | 36.1 | 451.5| 40.6 | 479.6 | 45.6
600 285.8 | 15.4 |338.1| 14.7 | 381.8 | 23.0 | 420.1 | 28.4 |453.1| 32.1 | 481.7 | 37.7
1000 | 285.6 | 18.2 | 336.1| 19.9 | 383.0 | 26.3 | 420.2 | 31.1 | 455.3 | 34.6 | 483.8 | 37.7
2000 |289.6 | 16.9 | 336.1| 18.9 |379.2 | 22.9 | 415.5| 28.0 |447.8 | 32.3 | 476.9 | 34.6
3000 |275.7| 17.1 | 32727 | 19.9 | 36657 | 25.0 | 40037 | 27.3 | 43107 | 32.0 | 486" | 35.1
Day 42 Day 50 Day 57 Day 64 Day 71 Day 78
Control | 504.4 | 45.8 | 523.7 | 48.6 | 544.8 | 52.1 | 526.7 | 55.4 | 57.6 | 59.1 | 594.5| 61.2
600 504.8 | 39.4 | 527.2 | 43.4 | 550.2 | 45.6 | 568.9 | 48.5 | 581.3 | 50.7 | 598.3 | 53.6
1000 | 507.9 | 40.0 | 529.9 | 42.5 | 551.4 | 44.7 | 570.3 | 48.4 | 584.5| 50.8 | 601.2 | 53.4
2000 | 500.0 | 36.6 | 518.5| 39.6 |540.3 | 41.8 | 560.0 | 44.2 | 576.0 | 49.7 | 591.0 | 51.0
3000 | 4857 | 38.6 | 5043 | 40.0 | 5180" | 41.8 | 53457 | 45.0 | S6L7F | 49.2 | 56317 | 50.8
Day 85 Day 92 Day 120 Day 148 Day 176 Day 204
Control | 608.4 | 62.9 | 618.2 | 63.7 | 670.7 | 74.2 | 707.2 | 81.8 | 743.8 | 83.8 | 765.7 | 86.4
600 611.4| 57.1 | 619.9 | 60.5 | 671.1 | 67.7 | 704.7 | 76.4 | 735.1 | 85.6 | 757.5| 91.2
1000 | 613.0 | 55.8 | 628.0 | 58.8 | 674.8 | 68.6 | 714.0 | 78.5 | 749.6 | 86.8 | 771.8 | 91.2
2000 | 604.7 | 53.3 | 619.3| 53.1 | 668.6 | 60.0 | 705.1 | 68.2 | 745.2 | 75.8 | 773.8 | 81.1
3000 | 5786 | 53.0 | 589.3* | 54.6 | 6399* | 62.8 | 674.5| 73.0 | 708.8 | 80.2 | 738.3 | 87.4
Day 232 Day 260 Day 288 Day 316 Day 344 Day 372
Control | 787.7 | 86.7 | 812.0 | 94.1 | 832.1 | 105.0 | 856.9 | 104.9 | 876.0 | 109.7 | 884.1 | 103.0
600 780.8 | 96.4 | 801.6 | 107.1 | 823.2 | 110.4 | 839.4 | 114.9 | 858.9 | 117.9 | 873.5 | 124.9
1000 | 798.4| 95.8 | 821.8 | 103.7 | 839.6 | 107.6 | 855.6 | 113.2 | 874.6 | 120.9 | 877.5 | 122.5
2000 | 802.4 | 84.4 |826.1| 90.1 |851.0 | 94.0 | 867.2 | 92.4 | 884.7| 90.9 | 892.2| 92.4
3000 | 762.7| 91.6 | 785.4 | 97.9 | 806.7 | 102.0 | 824.9 | 105.4 | 850.3 | 111.3 | 847.9 | 112.5
Day 400 Day 428 Day 456 Day 484 Day 512 Day 540
Control | 894.7 | 103.1 | 900.9 | 111.5 | 914.9 | 107.9 | 907.8 | 119.3 | 909.2 | 107.8 | 884.6 | 130.9
600 884.7 | 126.4 | 881.5 | 120.8 | 885.6 | 133.0 | 879.8 | 139.3 | 879.9 | 140.7 | 878.7 | 115.4
1000 | 889.9 | 124.0 | 907.7 | 125.4 | 920.6 | 130.3 | 821.8 | 127.2 | 916.3 | 129.3 | 900.7 | 142.6
2000 {907.5| 91.2 | 912.6 | 89.3 | 907.8 | 117.3 | 910.7 | 109.5 | 935.6 | 87.6 | 927.6 | 92.6
3000 | 855.0 | 122.3 | 867.7 | 125.8 | 890.5 | 128.7 | 876.3 | 114.2 | 888.6 | 112.4 | 881.6 | 115.2
Day 568 Day 596 Day 623 Day 651 Day 680 | Day 694/695?
Control | 894.0 | 152.8 | 908.2 | 139.1 | 896.6 | 154.0 | 880.9 | 139.0 | 836.7 | 140.8 | 819.3 | 136.9
600 882.8 | 110.6 | 864.0 | 121.9 | 804.9 | 127.0 | 815.1 | 114.5 | 792.6 | 118.6 | 762.9 | 112.9
1000 | 912.4 | 134.1| 877.7 | 149.3 | 846.7 | 183.4 | 834.6 | 171.6 | 845.6 | 120.7 | 793.9 | 116.6
2000 | 935.1|106.3|929.5|115.5|904.7 | 134.4 | 890.8 | 110.8 | 864.0 | 88.5 | 788.7 | 112.2
3000 | 872.0 | 134.4 | 881.6 | 136.8 | 883.6 | 130.2 | 877.3 | 138.8 | 863.0 | 113.0 | 829.4 | 114.7
@ Terminal Body Weight.
* Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
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Table 13-5. Mean Body Weight for Female Rats

Group |Mean| SD [Mean| SD [Mean| SD |[Mean| SD [Mean| SD [Mean| SD
Day 1 Day 8 Day 15 Day 22 Day 29 Day 36
Control |205.1] 14.9 [ 230.5] 16.9 | 251.8 | 20.4 | 270.0 | 20.3 | 284.0 | 22.4 | 300.6 | 25.1
300 [ 1984* | 12.9 | 223.4 | 16.6 | 2429% | 19.3 [ 260.9 | 22.0 | 274.2 | 22.7 | 2890 | 24.6
600 |200.7 | 15.1 | 227.0 | 18.0 | 246.7 | 21.7 | 260.9 | 23.2 [ 276.4 | 25.4 | 293.0| 27.1
1000 [202.1| 14.6 | 225.3] 15.1 | 24077 | 16.4 | 25617 | 16.9 | 26847 | 18.2 | 127 | 21.0
2000 [199.7 | 15.6 | 21557 | 16.6 | 2017 | 19.0 | 24257 | 20.0 | 2525" | 21.3 | 20437 | 22.8
Day 43 Day 50 Day 57 Day 64 Day 71 Day 78
Control |309.1] 26.0 [ 316.7 | 25.6 | 324.7] 27.7 | 331.9] 28.2 [ 341.4| 29.9 | 343.8 | 32.2
300 3023|273 [307.9 27.7 [ 313.6 | 27.8 | 321.2 | 28.9 [329.2| 29.0 | 332.8| 29.5
600 |302.6 | 28.9 [307.8| 30.2 [ 314.8| 30.7 |322.2 | 30.8 | 3267 | 32.0 | 333.4| 32.1
1000 | 28797 | 22.2 [ 2247 [ 20.7 [ 30067 | 21.3 [ 30717 | 21.2 | 31207 | 23.5 | 31557 | 22.6
2000 | 27167 | 25.4 | 27667 | 25.3 | 28067 | 25.5 | 8777 | 25.4 | 2427 | 28.0 | 29687 | 27.5
Day 85 Day 92 Day 120 Day 148 Day 176 Day 204
Control |350.6 | 34.4 [ 357.3] 35.6 | 375.8 | 40.7 [ 390.3 | 44.6 | 403.8 | 49.6 | 418.8 | 54.9
300 [340.1| 31.0 |344.4 | 32.0 | 360.7* | 26.2 | 375.8 | 38.3 |389.5| 44.3 | 403.6 | 50.5
600 |340.8 | 34.3 | 345.2| 35.1 | 3596* | 40.0 | 3710% | 43.2 | 389.3 | 51.1 | 402.6 | 55.4
1000 [ 306" | 24.1 [ 3607 | 27.0 [ 33997 | 28.0 [ 325" | 30.2 | 306" | 35.4 | 3447 | 38.6
2000 | 30127 | 29.6 | 30417 | 28.2 | 31357 | 27.9 [ 3127 | 32.6 | 340" | 34.4 | 3527 | 36.2
Day 232 Day 260 Day 288 Day 316 Day 344 Day 372
Control |431.3] 57.8 | 466.5| 66.8 | 457.9 | 66.6 | 470.3 | 71.9 | 485.4 | 760.0 | 493.6 | 85.2
300 | 4155 52.7 [ 429.5| 58.3 [ 442.9] 60.0 | 453.1 | 66.5 | 469.5| 73.9 | 481.2 | 82.9
600 | 418.6 | 59.0 | 434.2 | 66.7 | 446.1| 69.0 | 464.1 | 78.4 | 482.1| 84.2 | 505.3 | 88.7
1000 [ 39917 | 43.1 [ 41007 | 45.2 [ 41807 | 50.4 | 43137 | 83.8 | 4347 | 58.1 | 45007 | 60.3
2000 | 35807 | 41.2 | 36307 | 41.1 | 37137 | 43.6 | 34T | 48.0 [ 3617 | 52.8 | 486" | 56.6
Day 400 Day 428 Day 456 Day 484 Day 512 Day 540
Control |505.0 [ 89.3 [522.4 ] 95.9 | 540.6 | 99.5 | 545.4 | 101.8 | 556.5 | 117.8 | 558.4 | 105.5
300 | 473.4| 84.1 [493.7| 91.9 [ 507.2] 99.2 | 520.9 | 103.2 | 529.8 | 110.0 | 539.2 | 104.0
600 |515.3| 87.2 [526.1| 93.2 [ 532.0| 97.1 |547.0 | 104.6 | 543.4 | 122.1 | 559.4 | 104.4
1000 | 46117 | 64.7 | 4m5T | 69.0 | 47957 | 75.4 | 5000% | 78.2 | 5062% | 83.2 | 5057F | 77.1
2000 | 41167 | 58.5 | 42357 | 60.9 | 43197 | 65.8 | 4237 | 70.4 | 45037 | 74.8 [ 45397 | 68.5
Day 568 Day 596 Day 623 Day 651 Day 680 | Day 726/727%
Control |556.8 ] 95.2 | 558.2[107.2 | 556.1 | 112.7 | 558.4 | 129.6 | 552.0 | 142.7 | 536.9 | 120.7
300 | 546.8 | 103.4 | 556.3 | 98.9 |552.1]103.8 |553.0 | 104.1 | 540.7 | 107.6 | 536.1 | 125.6
600 | 561.0 [ 108.9 | 561.4 | 121.1 | 562.8 | 123.1 | 560.8 | 119.6 | 552.6 | 114.8 | 511.7 | 133.4
1000 | 5006* | 81.3 | 5138* | 75.6 | 5013* | 80.1 | 517.2 | 83.1 | 521.1| 76.6 | 499.0 | 89.5
2000 | 45307 | 70.4 | 45407 | 83.9 | 4377 | 80.4 | 46637 | 88.0 | 46047 | 100.1 | 4426* | 110.5
@ Terminal Body Weight.
* Statistically Significant at p < 0.05.
T Statistically Significant at p < 0.01.
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Table 13-6. Mean Food Consumption(g/day) for Male Rats

Group | Mean | SD | Mean | SD | Mean ‘ SD | Mean ‘ SD |Mean| SD |Mean | SD
Day 8 Day 15 Day 29 Day 57 Day 85 Day 176
Control | 275 | 25 | 283 | 25 | 288 | 28 | 293 | 29 | 289 | 29 | 304 | 42
600 | 57.8 | 21 | 284 | 23 | 30.0 | 3.8 | 293 | 29 | 292 | 29 | 306 | 2.9
1000 | 283 | 24 | 291 | 2.7 3027 | 2.7 | 29.0 | 25 | 293 | 27 | 316 | 33
2000 | 274 | 23 | 281 | 25 | 295 | 2.8 | 289 | 25 |302%| 28 | 325 | 3.0
3000 | 25.67 | 2.4 | 2677 | 23 |276%| 22 2767 | 3.0 | 29.2 | 25 | 31.6 | 36
Day 288 Day 344 Day 428 Day 512 Day 596 Day 680
Control | 31.7 | 3.0 | 31.5 | 28 | 326 | 37 | 323 | 35 | 327 | 51 | 26.8 | 6.7
600 | 325 | 35 | 31.0 | 50 | 328 | 44 | 314 | 38 [ 296 | 71 | 262 | 6.1
1000 | 321 | 31 | 314 | 45 | 338 | 31 | 305 | 48 |30.1 | 86 | 269 | 4.9
2000 | 326 | 2.6 | 314 | 47 | 329 | 33 | 314 | 32 | 302 | 57 | 27.3 | 4.9
3000 | 322 | 35 | 316 | 3.7 | 334 | 3.9 |307F| 32 | 313 | 57 | 286 | 3.1
*  Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
Table 13-7. Mean Food Consumption(g/day) for Female Rats.
Group | Mean | SD | Mean | SD | Mean | SD | Mean | SD | Mean | SD | Mean | SD
Day 8 Day 15 Day 29 Day 57 Day 85 Day 176
Control | 195 | 19 | 21.1 | 23 | 216 | 29 | 209 | 20 | 20.7 | 3.2 | 230 | 3.1
300 |18.8% | 1.7 [ 199" | 1.9 | 208 | 2.0 | 20.2 | 2.1 | 20.8 | 24 | 222 | 3.0
600 198 | 33 | 206 | 25 | 21.0 | 25 | 205 | 23 | 209 | 24 | 222 | 34
1000 | 18.8* | 1.5 | 1977 | 1.6 | 20.3* | 1.8 | 20.3 | 1.7 | 1957 | 17 | 221 | 23
2000 | 1697 | 1.6 [ 1817 | 1.9 | 1867 | 1.7 | 19.07 | 1.8 | 184" | 1.9 |20.17 | 2.2
Day 288 Day 344 Day 428 Day 512 Day 596 Day 708
Control | 25.3 | 53 | 241 | 5.0 | 271 | 52 | 262 | 48 | 228 | 6.3 | 25.1 | 6.0
300 240 | 26 | 233 | 34 | 257 | 41 | 244 | 56 | 2617 | 29 | 26.2 | 5.3
600 241 | 33 | 240 | 3.7 | 26.6 | 49 | 242 | 6.3 | 246 | 51 | 235 | 86
1000 2277 23 | 231 | 29 [ 25.0% | 3.7 | 246 | 49 | 235 | 55 | 229 | 71
2000 |21.3"7 | 3.4 | 22.0%| 29 | 2327 | 3.1 | 238 | 45 | 21.7 | 53 | 232 | 45
* Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
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Table 13-8. HGB, HCT, MCH and MCV Value (%) - male

HGB
s Weeks
20 26 52 79 100
600 -3.7 -1.9 -2.5 -6.8 -9.2
1000 -4.9 -4.2 -0.2 -8.8 -1.6
2000 -105t1 -12.9t -6.0 -4.3 -6.0
3000 -16.11 -155t -10.8F -8.5 -1761
HCT
o Weeks
20 26 52 79 100
600 -3.1 -1.7 -0.6 -7.8 -8.4
1000 -4.4 -3.9 1.0 -10.7 -0.5
2000 -6.6* -11.6 1 -3.2 -5.1 -4.6
3000 -12.2t -12.8T -7.5 -8.6 -15.7
MCH
s Weeks
20 26 52 79 100
600 -4.3 -2.8 -1.8 -2.0 -3.0
1000 =571 -4.4* -4.2 -3.4 -4.8
2000 -1951 -16.51 -16.2t -11.1t -13.4t
3000 -24.1t1 -23.0t -17.7t1 -175t -17.8t
MCV
s Weeks
20 26 52 79 100
600 -3.5 -2.6 0.0 -2.9 -2.3
1000 -54t -4.1 -3.2 -5.5 -3.8
2000 -16.21 -15.1t -13.8t -1157 -12.2t
3000 -20.71T -20.6T -14.6F -1761 -16.11

*  Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
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Table 13-9. HGB, HCT, MCH

and MCV Value (%) - female

HGB
Weeks
B 20 2 52 79 100
300 =757 -5.4* -6.0* -0.5 4.1
600 -6.1% -1.4 -2.3 -3.8 3.0
1000 -14.8 1 -8.87F -9.01 -3.5 -3.7
2000 -24.6F -19.31 -19.47 -154t -5.9
HCT
s Weeks
20 26 52 79 100
300 -6.1% -5.1 -6.0* -0.7 4.9
600 -5.7 -2.8 -3.0 -4.7 2.2
1000 -12.57F =77 -8.0F -3.4 -2.6
2000 -22.3T -1851 -19.47 -16.01 -4.9
MCH
Weeks
B 2 2% 52 79 100
300 -4.9% -2.6 2.6 3.8 -7.1
600 -8.81 -4.6% -1.7 2.1 -5.2
1000 -2351 -17.31 -10.11 -11.2t -10.5%
2000 -29.2+ -24.8 1 -23.47 -194+ 2171
MCV
Weeks
B 20 26 52 79 100
300 -3.5 -2.2 2.8 3.5 -5.9
600 -84t -5.9F -2.5 1.5 -5.7
1000 -214+ -16.31 -9.01 -11.2 -9.2%
2000 -27.01 =241 -23.47 -19.9 -26.6 T
* Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
BA2A A, oA Rl E45d JFe A
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Table 13-10. Interim Necropsy Absolute Organ Weight - Male

Dose(ppm) | Mean | SD | Mean | SD | Mean | SD | Mean | SD | Mean | SD

Absolute Organ Weight(g)

Kidney Testis Brain Spleen Liver
Control 6.33 | 0.00 | 386 | 0.00 | 242 | 0.00 | 167 | 0.00 | 32.43 | 0.00
600 521 | 1.02 | 294 | 144 | 236 | 018 | 115 | 0.23 | 30.44 | 8.01
1000 6.29 | 1.08 | 352 | 0.00 | 241 | 0.06 | 197 | 0.84 | 52.04 | 20.57
2000 552 | 0.78 | 376 | 049 | 230 | 015 | 116 | 0.20 | 32.10 | 5.76
3000 6.09 | 093 | 395 | 025 | 235 | 010 | 115 | 0.27 | 35.36 | 8.43

Organ-to-Body Weight(%)

Kidney Testis Brain Spleen Liver

Control 0.598 | 0.000 | 0.364 | 0.000 | 0.228 | 0.000 | 0.158 | 0.000 | 3.06 | 0.00

600 0.631 | 0.086 | 0.347 | 0.162 | 0.291 | 0.042 | 0.140 | 0.029 | 3.62 | 0.56

1000 0.584 | 0.082 | 0.327 | 0.011 | 0.224 | 0.001 | 0.182 | 0.072 | 4.81 | 1.76

2000 0.620 | 0.083 | 0.422 | 0.046 | 0.262 | 0.053 | 0.130 | 0.022 | 5.59 | 0.54

3000 0.649 | 0.085 | 0.423 | 0.039 | 0.252 | 0.026 | 0.122 | 0.021 | 3.74 | 0.57

Organ-to-Brain Weight(%)

Kidney Testis Spleen Liver

Control | 261.66 | 0.00 | 159.43 | 0.00 | 69.01 | 0.00 |1341.21| 0.00
600 219.23 | 30.89 | 123.06 | 58.71 | 48.67 | 9.22 | 1280.27 | 294.31
1000 260.99 | 38.28 | 146.07 | 3.90 | 81.47 | 32.59 | 215151 | 798.73
2000 240.20 | 31.07 | 163.80 | 22.42 | 50.65 | 10.43 | 1403.01 | 263.64
3000 259.61 | 41.86 | 168.16 | 9.66 | 48.87 | 11.04 | 1505.87 | 342.38

No comparative statistical evaluation was performed.
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Table 13-11. Interim Necropsy Absolute Organ Weight - Female

Dose(pp m) | Mean | SD | Mean | SD | Mean | SD | Mean | SD | Mean | SD
Absolute Organ Weight(g)
Kidney Ovary Brain Spleen Liver
Control 389 | 0.38 | 0.142 | 0.038 | 2.05 | 0.06 | 1.68 | 1.62 | 2251 | 3.23
600 3.61 | 0.030 | 0.173 | 0.126 | 2.05 | 0.11 | 132 | 166 | 18.21 | 2.81
1000 2927 | 053 | 0.140 | 0.035 | 2.05 | 0.08 | 0.64 | 0.14 [1528" | 3.56
2000 338 | 054 | 0.160 | 0.033 | 2.08 | 0.10 | 0.86 | 0.50 |18.06% | 2.11
3000 2917 | 041 | 0.146 | 0.032 | 202 | 012 | 066 | 0.11 |15647 | 2.58
Organ-to-Body Weight(%)
Kidney Ovary Brain Spleen Liver
Control 0.809 | 0.125 | 0.0303 | 0.0125 | 0.428 | 0.071 | 0.384 | 0.429 | 4.64 | 0.53
600 0.756 | 0.110 | 0.0369 | 0.0289 | 0.432 | 0.069 | 0.283 | 0.373 | 3.79 | 0.57
1000 0.690 | 0.077 |0.0332 | 0.0076 | 0.495 | 0.090 | 0.152 | 0.027 | 3.57* | 0.39
2000 0.754 | 0.133 | 0.0361 | 0.0101 | 0.469 | 0.077 | 0.194 | 0.128 | 4.04 | 0.65
3000 0.765 | 0.132 | 0.0388 | 0.0113 | 0.535 | 0.094 | 0.171 | 0.024 | 4.08 | 0.54
Organ-to-Brain Weight(%)
Kidney Ovary Spleen Liver
Control | 189.89 | 18.96 | 6.90 | 172 | 81.35 | 76.55 | 1101.24 | 165.32
600 176.35| 18.54 | 849 | 6.29 | 65.13 | 82.27 | 88350* | 137.29
1000 142147 | 22.02 | 6.81 | 1.62 | 31.27 | 6.05 | 74206 | 150.78
2000 162.72 | 28.07 | 7.70 | 1.73 | 41.40 | 24.09 | 869.55* | 118.60
3000 143787 | 1532 | 7.24 | 152 | 3249 | 4.40 |74%" | 111.93
* Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
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Table 13-12. Final Necropsy Absolute Organ Weight - Male

Dose(ppm) | Mean SD Mean SD Mean SD Mean | SD Mean SD
Absolute Organ Weight(g)
Kidney Testis Brain Spleen Liver
Control 6.30 1.09 3.55 0.53 2.38 0.13 1.66 0.57 24.52 5.40
600 5.88 0.77 3.41 0.90 2.35 0.11 2.28 2.48 24.39 3.65
1000 7.25 2.29 3.76 0.50 2.32 0.12 1.39 0.25 27.05 8.59
2000 6.51 1.37 3.21 0.94 2.35 0.14 1.45 0.47 26.29 6.32
3000 6.61 1.50 3.62 0.82 2.37 0.09 1.53 0.62 25.71 3.67
Organ-to-Body Weight(%)
Kidney Testis Brain Spleen Liver
Control 0.787 | 0.172 | 0.441 | 0.082 | 0.299 | 0.058 | 0.209 | 0.085 | 3.01 0.54
600 0.784 | 0.146 | 0.449 | 0.115 | 0.313 | 0.043 | 0.312 | 0.348 3.26 0.71
1000 0.925 | 0.279 | 0.481 | 0.082 | 0.298 | 0.044 | 0.178 | 0.044 | 3.52 1.58
2000 0.835 | 0.183 | 0.404 | 0.106 | 0.305 | 0.050 | 0.189 | 0.076 3.37 0.81
3000 0.811 | 0.212 | 0.445 | 0.128 | 0.291 | 0.045 | 0.193 | 0.109 3.13 0.51
Organ-to-Brain Weight(%)
Kidney Testis Spleen Liver
Control 265.10 | 45.68 | 149.02 | 2043 | 69.69 | 23.01 | 1034.23 | 241.12
600 250.45 | 31.78 | 145.24 | 38.37 | 95.67 | 100.97 | 1038.22 | 154.11
1000 310.08 | 85.06 | 161.73 | 17.58 | 59.56 9.61 | 1161.87 | 356.07
2000 276.66 | 56.33 | 136.62 | 41.06 | 61.20 | 17.44 | 1115.20 | 259.13
3000 278.88 | 62.06 | 152.15 | 30.95 | 64.59 | 26.16 | 1084.05 | 149.46
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Table 13-13. Final Necropsy Absolute Organ Weight - Female

Dose(ppm) | Mean | SD |Mean | SD |Mean | SD | Mean | SD | Mean | SD
Absolute Organ Weight(g)
Kidney Ovary Brain Spleen Liver
Control 394 | 0.69 | 0.147 | 0.060 | 2.05 | 0.12 | 1.23 | 0.83 | 18.70 | 4.74
600 397 | 0.55 |0.284*| 0.301 | 2.03 | 0.11 | 0.86 | 0.23 | 19.59 | 3.32
1000 382 | 0.75 | 0.162 | 0.067 | 2.04 | 0.10 | 1.57 | 185 | 18.42 | 5.50
2000 383 | 0.75 | 0.452 | 0.872 | 211 | 0.12 | 1.60 | 1.85 | 19.18 | 551
3000 360 | 0.54 | 0.185 | 0.095 | 2.05 | 0.10 | 0.88 | 0.38 | 16.60 | 4.57
Organ-to-Body Weight(%)
Kidney Ovary Brain Spleen Liver
Control 0.072 | 0.215 | 0.0289 | 0.0129 | 0.404 | 0.108 | 0.228 | 0.149 | 3.55 | 0.80
600 0.785 | 0.241 | 00613* | 0.0475 | 0.399 | 0.105 | 0.169 | .065 | 3.78 | 0.83
1000 0.797 | 0.269 | 0.0321 | 0.0104 | 0.428 | 0.124 | 0.325 | 0.398 | 3.63 | 0.74
2000 0.780 | 0.134 | 0.0869 | 0.1482 | 0.436 | 0.084 | 0.321 | 0.340 | 3.84 | 0.85
3000 0.851 | 0.203 | 00429* | 0.0223 | 0.491 | 0.121 | 0.201 | 0.069 | 3.78 | 0.71
Organ-to-Brain Weight(%)
Kidney Ovary Spleen Liver
Control | 192,50 | 34.16 | 7.20 | 2.95 | 59.22 | 37.43 | 911.91 | 233.91
600 196.60 | 31.31 | 13.75* | 13.78 | 42.44 | 10.71 | 971.33 | 186.44
1000 188.17 | 43.62 | 7.95 | 3.25 | 77.36 | 93.72 | 908.31 | 288.58
2000 182.18 | 34.83 | 22.45 | 44.77 | 75.09 | 83.83 | 910.64 | 256.85
3000 175.54 | 25.88 | 9.03 | 4.55 | 42.67 | 17.07 | 807.97 | 216.96
* Statistically Significant at p < 0.05.
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Table 13-14. Summary of dose received in chronic/carcinogenicity study for rats

Dietary concentration level (ppm)

Parameter Male Female
600 1000 2000 3000 300 600 1000 2000

Daily intake

(mg/kg
bw/day)

243 40.0 82.8 123.5 20.0 36.4 67.0 124.7
241 +41.7 +86.7 | +113.5 | £453 +70.0 | +152.7 | +175.6

Table 13-15. Summary of toxic effect in chronic/carcinogenicity study for rats

Dose group
(ppm)

3000 » AT da -
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Table 13-16. Survival (%) of Rats for 52 and 78 Weeks

% Surviving
(ngf:) Male Female
Week 52 Week 78 Week 52 Week 78

0 82 44 96 84
300 76 34 88 64
600 80 48 94 64
1000 84 44 88 62
2000 76 30 84 50
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Table 13-17. Group Mean Body Weight(g) for Male
Dose Mean | SD | Mean | SD | Mean | SD | Mean | SD | Mean | SD

(ppm) Day 1 Day 8 Day 15 Day 29 Day 64
0 28.68 | 1.80 | 30.59 | 179 | 3143 | 180 | 32.79 | 184 | 34.70 | 2.20
300 28.29 | 235 | 30.16 | 227 | 30.65 | 243 | 32.22 | 254 |33.307 | 2.76
600 28.73 | 2.04 | 30.32 | 1.80 | 30.83 | 157 | 32.68 | 161 | 34.12 | 190

1000 27.57% | 178 | 29.73 | 1.81 |30.50% | 2.02 |31.92* | 1.98 |3326" | 2.00
2000 28.54 | 1.67 |29.48*| 1.80 |29.83"7 | 210 |3142T7| 191 | 3363 | 2.21

Day 120 Day 176 Day 260 Day 400 Day 540
0 3596 | 2.68 | 37.41 | 3.15 | 3841 | 349 | 39.76 | 4.69 | 40.14 | 4.71
300 34.76 | 2.75 | 35177 | 3.43 |35507 | 4.28 |37.46%| 357 |37.41%| 3.52
600 35.77 | 2.77 | 36.96 | 2.90 | 37.17 | 2.77 | 3857 | 3.21 [36.90" | 3.73

1000 3521 | 256 | 36.47 | 2.80 | 36.87 | 331 | 3812 | 4.22 |36917 | 4.26
2000 34.48% | 2.56 |35.52%| 3.11 |36.00" | 3.15 |36.767 | 3.81 |[36.957 | 3.20

*  Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
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Table 13-18. Group Mean Body Weight(g) for Female

Dose Mean | SD | Mean ‘ SD | Mean ‘ SD | Mean | SD | Mean | SD
(ppm) Day 1 Day 8 Day 15 Day 29 Day 64
0 21.50 | 1.20 | 22.87 | 145 | 24.28 | 171 | 2572 | 1.79 | 28.16 | 2.14
300 21.70 | 1.55 | 23.60 | 1.28 | 24.41 | 153 | 25.84 | 2.09 | 29.04 | 1.85
600 21.57 | 1.33 | 2292 | 146 | 24.05 | 145 | 25.03 | 1.63 | 27.71 | 1.97
1000 20.97 | 2.08 | 22.69 | 154 | 2357 | 201 | 2552 | 1.74 | 27.56 | 2.10
2000 21.09 | 206 | 2234 | 169 |2331*| 175 | 2535 | 173 | 27.71 | 1.97
Day 120 Day 176 Day 260 Day 400 Day 540
0 30.62 | 2.60 | 32.04 | 2.85 | 33.04 | 3.04 | 3468 | 3.64 | 34.14 | 3.15
300 30.80 | 2.68 | 32.60 | 3.30 | 3358 | 4.34 | 3565 | 6.19 |37.21* | 6.02
600 30.53 | 254 | 31.90 | 351 | 33.30 | 2.89 | 3453 | 3.38 | 34.37 | 3.96
1000 30.49 | 2.82 | 3217 | 291 | 3298 | 3.36 | 34.93 | 417 | 34.69 | 3.76
2000 29.94 | 260 | 31.74 | 257 | 3234 | 310 | 33.30 | 433 | 35.01 | 531
* Statistically Significant at p < 0.05.
AegHAF AT, oA Roe 4%y 4T AU
Table 13-19. Group Mean Food Consumption(g/day) for Male
Dose | Mean | SD |Mean | SD |Mean | SD |Mean | SD | Mean | SD
(ppm) Day 8 Day 15 Day 22 Day 29 Day 64
0 6.23 0.97 6.74 1.17 6.34 1.08 6.09 1.00 5.88 0.89
300 6.31 113 | 6.34 | 0.89 | 414 | 092 6.06 1.08 | 5.98 1.08
600 6.40 1.04 6.24 1.03 5.97 0.85 6.03 0.92 6.17 1.34
1000 6.28 1.13 6.36 0.98 6.36 1.08 6.43 1.01 6.24 1.25
2000 6.68 1.23 6.33 1.23 6.16 1.08 6.27 1.03 | 6.427 | 1.03
Day 92 Day 183 Day 267 Day 407 Day 540
0 577 | 084 | 584 | 0.82 | 560 | 096 | 528 | 0.71 | 542 | 0.67
300 5.86 1.20 5.65 1.03 5.40 0.76 5.16 0.74 5.40 0.76
600 5.90 1.10 5.80 0.97 5.76 0.62 5.74 0.82 5.25 0.82
1000 6.34* | 1.38 5.59 1.24 5.67 0.76 5.60 0.91 5.50 1.23
2000 6.497 | 1.21 | 6.41* | 0.96 5.87 0.98 5.56 1.00 5.44 0.84
* Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
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Table 13-20. Group Mean Food Consumption(g/day) for Female

Mean SD Mean SD Mean SD Mean SD Mean SD

Dose
(ppm) Day 8 Day 15 Day 22 Day 29 Day 64

0 605 | 1.01 | 674 | 153 | 641 | 112 | 649 | 1.00 | 677 | 159
300 605 | 1.09 | 657 | 116 | 665 | 1.20 | 7.05* | 151 | 7.10 | 1.31
600 597 | 1.00 | 627 | 118 | 641 | 1.20 | 691 | 137 | 680 | 155

1000 622 | 111 | 628 | 1.12 | 6.66 | 0.96 | 670 | 1.04 | 6.95 | 1.43

2000 6.49 | 1.25 | 6.87 | 124 | 6.77 | 093 | 6.99* | 1.23 | 7.29 | 149
Day 92 Day 183 Day 267 Day 407 Day 540

0 691 | 157 | 670 | 1.20 | 6.20 | 1.23 | 591 | 1.02 | 584 | 0.98

300 733 | 155 | 6.67 | 1.07 | 6.24 | 140 | 6.03 | 112 | 585 | 1.19

600 721 | 194 | 622 | 131 | 596 | 095 | 593 | 092 | 597 | 110

1000 701 | 155 | 649 | 121 | 601 | 0.79 | 6.07 | 110 | 561 | 1.33

2000 753 | 1.84 | 632 | 112 | 632 | 138 | 577 | 093 | 581 | 1.02

* Statistically Significant at p < 0.05.

A A3, EARESY 47 FEHEAE 1000 ppm o] FH A
HGB, HCT, MCV, MCH X7} 7Z+28dth 1000 ppm ©]d2] A4 MCV,
HCT, HGB <=7} 7+astg o, 2000 ppm oA MCH X7} 72+459

600 ppm ©]3te] ¢4olA UERY HCT¥ HGBY Zra: S3A#A ol
oA Fofo] ZA48HA JFo] obd Ao Fdhaith
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Table 13-21. MCH, MCV, HCT and HGB Value (%) - male
MCH
Days
pem 93 184 366 546
300 -0.3 -5.0 -3.8 -0.9
600 -4.3 -3.1 -3.0 -2.0
1000 -957 -8.2" -7.7% -5.6*
2000 -21.27 -18.4" -16.0" -8.9*
MCV
Days
pem 93 184 366 546
300 -2.9 -5.2% -4.9 -1.2
600 -3.8 -4.0 -3.1 -1.1
1000 -8.37 -8.27 767 -5.0%
2000 -17.17 -16.2" -14.6" -6.9
HCT
Days
ppm 93 184 366 546
300 -6.6 -7.4% -13.6 -12.2*
600 -6.2 -5.5 -8.9 -5.5
1000 -9.87 -10.57 -13.8" -10.3%
2000 -14.77 -17.17 -16.9" -16.3"
HGB
Days
ppm 93 184 366 546
300 -7.0% -7.3% -12.4" -11.7%
600 -6.8* -4.8 -8.9 -6.6
1000 -11.27 -10.57 -14.0" -10.9%
2000 -19.0" -19.6" -18.27 -17.8"
*  Statistically Significant at p < 0.05.
T Statistically Significant at p < 0.01.
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Table 13-22. MCH, MCV, HCT and HGB Value (%) - female
MCH
Days
pem 93 184 366 546
300 0.7 2.2 -0.2 1.7
600 -2.5 -0.1 -6.1* 0.4
1000 -34 -2.2 -35 -3.6
2000 -6.8" -8.77 -9.87 -8.6%
MCV
Days
pem 93 184 366 546
300 -0.3 0.3 -0.2 1.0
600 -2.5 -1.8 -3.6 0.2
1000 -3.0 -3.87 -3.4 -4.8%
2000 -6.7" =767 767 -7.6%
HCT
Days
ppm 93 184 366 546
300 -2.6 -4.3 -6.6 -9.5
600 -5.8% -9.3* -8.4 -21.0%
1000 =717 -4.6 -10.0 -10.3*
2000 -10.4" -6.2 -12.8% -21.17
HGB
Days
ppm 93 184 366 546
300 -1.8 -2.6 -6.7 -9.3
600 -5.9% -8.0% -10.8 -21.2%
1000 -7.6* -3.2 -10.0 -9.1*
2000 -10.6" -7.3% -14.8" -21.97

*  Statistically Significant at p
T Statistically Significant at p

AN

0.05.
0.01.
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Table 13-23. Final Necropsy Absolute Organ Weight - Male

Dose(ppm) ‘ Mean ‘ SD ‘ Mean ‘ SD ‘ Mean ‘ SD ‘ Mean ‘ SD ‘ Mean ‘ SD
Absolute Organ Weight(g)
Kidney Testis Brain Spleen Liver
Control 0.857 | 0.132 | 0.224 | 0.029 | 0.502 | 0.016 | 0.094 | 0.024 | 2.07 | 0.14
300 0.880 | 0.135 | 0.207 | 0.028 | 0.496 | 0.037 | 0.116 | 0.048 | 2.17 | 0.34
600 0.922 | 0.190 | 0.196 | 0.036 | 0.517 | 0.025 | 0.148 | 0.106 | 2.54 | 1.14
1000 0.870 | 0.086 | 0.222 | 0.041 | 0.531 | 0.028 | 0.114 | 0.034 | 2.34* | 0.22
2000 0.836 | 0.136 | 0.206 | 0.038 | 0.507 | 0.030 | 0.129 | 0.077 | 2.40 | 0.44
Organ-to-Body Weight(%)
Kidney Testis Brain Spleen Liver
Control 222 | 0.31 | 0581 | 0.066 | 1.31 | 0.08 | 0.244 | 0.066 | 538 | 0.37
300 0.50 | 0.35 | 0.590 | 0.077 | 141 | 0.10 | 0.341 | 0.192 | 6.17* | 0.84
600 248 | 043 | 0533 | 0.112 | 1.40 | 0.14 | 0.410 | 0.308 | 6.92 | 3.08
1000 233 | 031 | 0599 | 0.141 | 1.42 | 0.13 | 0.306 | 0.104 | 6.257 | 0.69
2000 222 | 0.18 | 0552 | 0.106 | 1.37 | 0.17 | 0.356 | 0.257 | 6.40* | 0.93
Organ-to-Brain Weight(%)
Kidney Testis Spleen Liver
Control 171.15| 28.93 | 44.78 | 6.99 | 18.62 | 4.72 | 413.33 | 36.63
300 177.23| 23.17 | 41.80 | 5.26 | 23.84 | 12.09 | 437.92 | 60.55
600 179.54 | 42.51 | 38.03 | 7.58 | 29.17 | 21.75 | 497.45 | 241.27
1000 164.08 | 18.18 | 41.82 | 7.95 | 21.34 | 6.05 | 440.67 | 46.26
2000 165.08 | 26.40 | 40.60 | 7.48 | 25.44 | 15.86 | 471807 | 69.51
*  Statistically Significant at p < 0.05.
1 Statistically Significant at p < 0.01.
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Table 13-24. Final Necropsy Absolute Organ Weight - Female

Dose(ppm) |(Mean | SD |Mean| SD |Mean | SD |Mean | SD | Mean | SD
Absolute Organ Weight(g)
Kidney Ovary Brain Spleen Liver
Control 0.550 | 0.040 | 0.044 | 0.020 | 0.524 | 0.029 | 0.205 | 0.326 | 1.96 | 0.23
300 0.632 | 0.141 | 0.103 | 0.120 | 0.509 | 0.027 | 0.174 | 0.174 | 2.18 | 0.37
600 0.554 | 0.067 | 0.334 | 0.618 | 0.517 | 0.033 | 0.137 | 0.137 | 1.98 | 0.40
1000 0.569 | 0.080 | 0.038 | 0.018 | 0.502 | 0.032 | 0.131 | 0.131 | 2.03 | 0.26
2000 0.567 | 0.119 | 0.181 | 0.259 | 0.515 | 0.034 | 0.160 | 0.160 | 2.18 | 0.63
Organ-to-Body Weight(%)
Kidney Ovary Brain Spleen Liver
Control 161 | 0.23 | 0.128 | 0.055 | 1.53 | 0.13 | 0.668 | 1.188 | 5.77 | 1.10
300 168 | 0.32 | 0.264 | 0.305 | 1.38 | 0.29 | 0.460 | 0.172 | 5.79 | 0.90
600 162 | 0.21 | 0.924 | 1.648 | 1.52 | 0.06 | 0.399 | 0.148 | 5.79 | 1.06
1000 164 | 0.17 | 0.107 | 0.042 | 1.46 | 0.16 | 0.379 | 0.214 | 5.89 | 0.70
2000 172 | 0.30 | 0.538 | 0.754 | 1.57 | 0.15 | 0.492 | 0.272 | 6.69 | 1.99
Organ-to-Brain Weight(%)
Kidney Ovary Spleen Liver
Control 105.09 | 830 | 849 | 3.86 | 39.47 | 62.80 | 374.67 | 43.29
300 124.58 | 28.93 | 20.49 | 24.39 | 34.46 | 13.99 | 429.54 | 75.33
600 107.17 | 12.20 | 61.93 | 112.08 | 26.33 | 9.70 | 381.89 | 66.73
1000 113.70 | 17.56 | 7.57 | 3.47 | 26.30 | 15.81 | 405.99 | 53.44
2000 109.60 | 17.69 | 36.98 | 54.89 | 31.16 | 16.12 | 422.79 | 114.05
* Statistically Significant at p < 0.05.
T Statistically Significant at p < 0.01.
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Table 13-25. Summary of dose received in carcinogenicity study for mice

Dietary concentration level (ppm)

Male Female

600 1000 2000 300 600 1000

Parameter

300 2000

Daily intake

ek 466 | 939 | 1605 | 3376 | 580 | 1169 | 1980 | 407.1
m

&/%6 1205 | 400 | £796 | +1774 | 460 | +875 | +139.0 | 43304
bw/day)

Table 13-26. Summary of toxic effect in carcinogenic study for mice

e (it Male Female

(ppm)

= MCH 74

2000
1000 ©]%
600

= HGB, HCT, MCV, MCH #4
= HCT, HGB, MCV 74

o) o
424 8= 444 els
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Table 14-1. Body weight changes - FO generation males (pre-mating)

Week 0 ppm 200 ppm 500 ppm 700 ppm
-1 0.0 0.1 0.0 0.1
0 0.0 -1.5 -1.6 -0.9
1 0.0 -1.7 -2.2 -1.0
2 0.0 -1.6 -2.2 -0.4
3 0.0 -0.7 -2.1 -0.4
4 0.0 -0.6 -1.6 0.0
5 0.0 -0.8 -1.6 -0.2
6 0.0 -0.1 -14 0.8
7 0.0 -0.2 -2.1 0.2
8 0.0 -0.1 -2.5 0.9
9 0.0 -0.1 -2.7 1.3
10 0.0 -0.5 -2.7 1.1
11 0.0 0.0 -3.1 0.9
12 0.0 0.2 -2.5 14
13 0.0 -0.1 -2.6 1.0
14 0.0 0.1 -2.8 0.5

Gl, G2, G3, G4 = 30 animals / group
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Table 14-2. Body weight changes - FO generation males (mating and post-mating)

Week 0 ppm 200 ppm 500 ppm 700 ppm
15 0.0 0.1 -2.7 0.8
16 0.0 0.3 -2.8 14
17 0.0 0.7 -2.8 1.5
18 0.0 0.8 -2.6 15
19 0.0 0.6 -3.1 1.2
20 0.0 0.5 -3.4 0.7

Gl, G2, G3, G4 = 30 animals / group

Table 14-3. Body weight changes - FO generation females (pre-mating)

Week 0 ppm 200 ppm 500 ppm 700 ppm
-1 0.0 -0.1 -0.1 0.1
0 0.0 -1.9 -1.0 -1.7
1 0.0 -2.1 -0.7 -1.6
2 0.0 -2.7 -0.5 -3.3
3 0.0 -3.5 -1.1 -2.8
4 0.0 -3.9 -1.2 -2.6
5 0.0 -3.5 -0.9 -2.2
6 0.0 -3.9 -0.4 -2.8
7 0.0 -3.8 -0.7 -2.5
8 0.0 -3.3 -1.0 -2.2
9 0.0 -3.2 -1.7 -3.2
10 0.0 -3.6 -1.1 -4.6
11 0.0 -34 -14 -3.7
12 0.0 -3.1 -1.3 -3.1
13 0.0 -2.5 -1.2 -2.4
14 0.0 -2.6 -14 -3.3

Gl, G2, G3, G4 = 30 animals / group
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Table 14-4. Body weight changes - F1 generation males (pre-mating)

Week 0 ppm 200 ppm 500 ppm 700 ppm
24 0.0 -3.6 -14.6 -19.3
25 0.0 -3.6 -13.3 -18.7
26 0.0 -3.2 -12.4 -17.3
27 0.0 -1.8 -11.8 -16.4
28 0.0 -1.5 -11.9 -16.3
29 0.0 -1.7 -11.5 -16.5
30 0.0 -2.1 -12.4 -16.7
31 0.0 -1.6 -12.0 -16.4
32 0.0 -1.6 -11.9 -15.7
33 0.0 -1.9 -11.6 -15.2
34 0.0 -1.6 -11.7 -16.0
35 0.0 -2.0 -11.6 -15.9
36 0.0 -1.7 -11.7 -15.4
37 0.0 -1.9 -11.6 -15.7
38 0.0 -2.0 -11.6 -15.5

Gl, G2, G3 = 30 animals / group, G4 - 19 animals

Table 14-5. Body weight changes - F1 generation males (mating and post-mating)

Week 0 ppm 200 ppm 500 ppm 700 ppm
39 0.0 -2.4 -11.9 -14.9
40 0.0 -2.7 -11.9 -14.4
41 0.0 -2.4 -12.0 -14.7
42 0.0 -2.7 -12.4 -15.6
43 0.0 -2.6 -12.6 -15.6
44 0.0 -2.3 -11.6 -15.3

Gl, G2, G3 = 30 animals / group, G4 - 19 animals
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Table 14-6. Body weight changes - F1 generation females (pre-mating)

Week 0 ppm 200 ppm 500 ppm 700 ppm
24 0.0 -4.7 -11.3 -8.8
25 0.0 -5.0 -9.1 -8.0
26 0.0 -4.8 -10.2 -8.2
27 0.0 -5.4 -10.0 -8.0
28 0.0 -4.7 -10.0 -7.8
29 0.0 -5.2 -10.3 -8.0
30 0.0 -5.2 -9.9 -8.4
31 0.0 -4.2 -10.1 -8.2
32 0.0 -4.6 -9.7 =77
33 0.0 -4.2 -9.6 -6.6
34 0.0 -4.1 -10.3 -7.9
35 0.0 -4.6 -10.6 -8.7
36 0.0 -3.7 -10.0 =7.7
37 0.0 -4.4 -11.0 -7.8
38 0.0 -3.7 -10.8 -7.5
Gl, G2, G3 = 30 animals / group, G4 - 19 animals
FoMt) At2A# S At ofAl Folo S48ty Jare gl
71 500 ppm o]FelM ARHAF Havt A Fo F 2 2 5]
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FlA S AsAd3E At ofA Foio 5454 9L it
500 ppm wulHe] EE Gl ARAAF STPF Ao, §F

Aol glol oAl Folel SHAH JFo T BUAA Yskeh

FIM ) A& &FF7F £02 828, 75.0, 72.2 %22 A= oH, =z
T 96.3 %9} v ZHAUF BREYY AL wiAg o E (71.4-100.0 %)
Hslatol ok, 500 ppm o]l A uehd ¢4l

[e)
=
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* Pharmaco LSR Inc. Recent Historical Control date in CD rats

Table 14-7. Mating, Pregnancy and Fertility Rates, FO Generation

Mating Pregnancy Fertility

Group No. Animal
F M F M

Mated/Total Mated/Total Preg./Mated Impreg./Mated

ppm 1B M
No % No % No % No %

0 30 30 29/30 | 96.7 | 27/30 | 90.0 | 28/29 | 96.6 | 26/27 | 96.3

200 30 30 30/30 | 100.0 | 24/30 | 80.0 | 27/30 | 90.0 | 23/24 | 95.8

500 30 30 28/30 | 93.3 | 24/30 | 80.0 | 25/28 | 89.3 | 22/24 | 917

700 30 30 29/30 | 96.7 | 29/30 | 96.7 | 27/29 | 93.1 | 27/29 | 93.1
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Table 14-8. Mating, Pregnancy and Fertility Rates, F1 Generation

Mating Pregnancy Fertility

Group No. Animal
F M F M

Mated/Total Mated/Total Preg./Mated | Impreg./Mated

ppm F M
No % No % No % No %

0 30 30 27/30 | 90.0 | 25/30 | 83.3 | 26/27 | 96.3 | 24/25 | 96.0

200 30 30 29/30 | 96.7 | 23/30 | 76.7 | 24/29 | 82.8 | 20/23 | 87.0

500 29 30 28/29 | 96.6 | 27/30 | 90.0 | 21/28 | 75.0 | 20/27 | 741

700 18 19 18/18 | 100.0 | 1719 | 89.5 | 13/18 | 722 | 12/17 | 70.6

by
o

FOA T ] L4171 500 ppm o]/follA F71stdon, 713t 8557
2 22697 2299 tRLE 2229 e
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2229 2 YERT
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FOAITh ¢t2 700 ppmoll Al SHefA 7] 8] A E&o] Attt oz A
7 Ff 2197 BF &I o, 700 ppmelAE 14nkg] F 10Wke] Hhol
HEste] HEE 714 %Z YERNAT FI-F2Athell 4 500 ppm ©]4oll A ZHel
A7) AEE] Zadtdt AEES UxTolA 25262 96.2 %5 UERA
o, 500 ppmell Al 15/20& 75.0 %, 700 ppmoll A 8/11E 72.7 %= ER AT

7ol AsEs Ax F1 2 F24) 500 ppm ool A F=R7] AFo] i
3tk F1 Al71& 500 ppmell A 14.4-20.6 %, 700 ppm ol Al 19.4-26.9 %7} 7+4
3tk F2 Al71& 500 ppmoll A 22.2-31.5 %, 700 ppmoll A 19.7-36.4 % 7+43}t
At

Table 14-11. Pup weights during lactation FO generation - F1 litters

Day4 Day4
Day0 Day7 Dayl4 Day21
(pre) (post)
Group 1 - 0 ppm
mean 6.2 9.7 9.7 15.6 31.0 48.3
SD 0.5 1.2 1.1 1.9 3.9 6.2
N 28 28 28 28 28 28
Group 2 - 200 ppm
mean 6.0 9.6 9.6 15.3 30.8 47.2
SD 0.6 1.4 1.4 2.1 31 5.2
N 27 27 27 27 27 27
Group 3 - 500 ppm
*% *% *% *% *% *%
mean 5.0 7.7 7.7 12.4 26.4 40.9
SD 0.7 1.7 1.7 2.7 5.3 7.0
N 21 21 21 20 20 20
Group 4 - 700 ppm
*k *k *k k% k% *%
mean 5.0 7.6 7.7 11.4 22.7 37.6
SD 0.3 1.2 1.3 2.7 5.5 8.3
N 11 10 10 10 10 10

* P value < 0.05, ** P value < 0.01
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Table 14-12. Pup weights during lactation F1 generation - F2 litters

Day4 Day4
Day0 Day7 Dayl4 Day21
(pre) (post)
Group 1 - 0 ppm
mean 6.1 9.2 9.2 14.3 30.5 47.2
SD 0.5 1.4 1.5 2.4 3.0 5.3
N 26 26 26 26 25 25
Group 2 - 200 ppm
mean 5.7 8.7 8.8 13.7 29.3 45.1
SD 0.4 1.1 1.1 1.5 2.6 4.4
N 24 24 24 24 24 24
Group 3 - 500 ppm
*% *% *% *% *% *%
mean 4.7 6.3 6.3 10.2 23.2 36.7
SD 0.5 1.6 1.6 2.8 4.4 6.5
N 20 18 18 16 15 15
Group 4 - 700 ppm
*% *% *% *% *% *%
mean 4.9 6.6 6.6 9.1 20.2 33.4
SD 0.4 1.1 1.2 2.2 5.4 7.4
N 10 8 8 8 8 8

A7l BEE A3}, 500 ppm olFelA Faste AL Uebdth FO-Floj
A gz F/7] 4974A1 9] AEEL 96.0 %olRNem, 500 ppm¥} 700 ppmoll
A Z4Zy 89.79F 81.6 %= UEFRTE F1-F2olA tixT /7] 447149 A&
£2 921 %0l.2.™, 500 ppm3% 700 ppmell A ZHzt 81.69F 80.7 %= FERGTEH

FO-Flel A &) 7] 21974419 AEES 100 %ol 2m, 500 ppm%
700 ppmel A 27} 91.08F 714 %= JUEST FI-F2ol A tiza9] /7] 21Y
A 9] WEEL 96.2 %o19eH, 500 ppm 700 ppmelM 2zt 75.09F 72.7 %
2 ey

=8 1



Table 14-13. Pup and litter survival FO generation - F1 litter

Pup survival indices
Lactation days Litter survival index
Group Day 0-4 Day 4-21
No.? % No.’ % No.° 9%

1 333/353 96.0 219/224 97.8 28/28 100.0
2 327/330* 99.1 204/211 96.7 27127 100.0
3 166/185* 89.7 128/134 95.5 20/22 91.0
4 40/49** 81.6 38/38 100.0 10/14* 71.4

a : Total number of live pups at day 4 (pre-cull) / total number of live pups at day 0
b : Total number of live pups at day 21 / total number of live pups at day 4 (post-cull)

¢ : Total number of litters at weaning (day 21) / total number of litters with live pups at day 0

Table 14-14. Pup and litter survival F1 generation - F2 litter

Pup survival indices
Lactation days Litter survival index
Group Day 0-4 Day 4-21
No.? % No.? % No.© 9%

1 291/316 92.1 184/193 95.3 25/26 96.2
2 284/289** 98.3 184/188 97.9 24124 100.0
3 115/141*%* 81.6 86/97 88.6 15/20 75.0
4 46/57* 80.7 37/44% 84.1 8/11 72.7

a : Total number of live pups at day 4 (pre-cull) / total number of live pups at day 0
b : Total number of live pups at day 21 / total number of live pups at day 4 (post-cull)

c : Total number of litters at weaning (day 21) / total number of litters with live pups at day 0
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Table 14-15. Summary of dose received in 2-generation reproductive toxicity
study for rats

Dietary concentration level (ppm)

Parameter generation Male Female

200 500 700 200 500 700

Premating 10-23 | 25-56 | 34-80 | 13-23 | 32-57 | 45-79

FO Gestation - - - 15-16 36-39 51-54
Daily intake Postmating | 10 | 2325 | 3234 | - ; -
(mg/kg _
bw/day) Premating | 11-24 | 2861 | 39-82 | 1424 | 3663 | 48-80

F1 Gestation - - - 16-17 | 38-40 | 53-56

Postmating 10-11 27 36-37 - - -

Table 14-16. Summary of toxic effect in 2-generation reproductive toxicity
study for rats

Dose group 2. Fo, A F1 Ba:Fl, A: R
(ppm) Male Female Male Female
=
Lo ‘ Az . Az
T n AR FHF [ Y = . FAF A
- FAF A& n AF A .
= i A7\ 7F 27 n A2V S}
= | 500 o] "ouesid e n AAE DA
E
200 =LA Qe =447 5 S444 gl 544071 5
700 m litter =&
Fav N
w AT A
n AT A ; . . .
Al N o ; Y = AT Fa n AT A m litter size 714,
s AE
71 | 500 °)% I IR ARG 27}
° m litter size T4,
Atk A} S 7F
200 544074 95 =447 5 544071 s 544071 95
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O ¥
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Table 15-1. Summary of Clinical Signs

Findings 0 1 mg/kg | 10 mg/kg | 25 mg/kg | 50 mg/kg
N 25 25 25 25 25
Abdomino-genital Staining 0 0 1D 0 0
Alopecia (Abdomen) 15(4) 23(2) 0 11(D 0
Alopecia (Flank) 0 0 8(D 9D 0
Alopecia (Forelimbs) 67(8) 5()** 10(D** 16(1)** 10(2)**
Alopecia (Hindlimbs) 0 18(2) 0 12(2) 5D
Alopecia (Side) 0 0 1D 0 0
Bleeding from Vagina 0 0 0 1 12(10)**
Chromodacryorrhea 0 0 0 2(1) 1M
Chromorhinorrhea 1D 0 0 4(2) 1D
Decreased Feces 1(D 0 0 1(D 0
Decreased Locomotion 1(D 0 0 0 0
Dried Blood around Vagina Opening 0 0 0 0 2(2)
Missing Teeth 0 0 0 12(D) 0
Scab on Forehead 0 0 0 4(1) 0
Swelling under Left Forelimbs 1D 0 0 0 0
Swelling Snout 0 0 0 4(1) 0
Unscheduled Sacrifice 1D 0 0 1M 1M
Terminal Sacrifice 24(24) 25(25) 25(25) 24(24) 24(24)

Number in this table represent the total number of times that a given finding occurred during this

study. The number in parentheses represent the number of animals that had a particular finding

** Significantly different from the vehicle control group value ( P<0.01)

AS¥s A3, 50 mg/kg bw/dayellA Al 15-20€ 3 0-20L o thza o]

ZA 2o Z+43F o, 50 mg/kg bw/dayoll A LA
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A T ZAcHA FFo g AT

B A A Fak(corrected body weight)2 =&
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Table 15-2. Mean Body Weight(g) and Weight Change

Dose 0 mg/kg/day 1 mg/kg/day | 10 mg/kg/day | 25 mg/kg/day | 50 mg/kg/day
Body Weight | Mean | SD | Mean | SD | Mean | SD | Mean | SD | Mean | SD
Day 0 243 8.7 248 | 11.2 | 246 | 108 | 242 | 109 | 241 | 115
Day 6 277 | 113 | 283 | 159 | 281 | 123 | 274 | 130 | 274 | 13.6
Day 15 313 | 136 | 316 | 21.7 | 318 | 139 | 310 | 175 | 306 | 15.7
Day 20 384 | 182 | 383 | 26,6 | 387 | 222 | 377 | 245 | 350 |22.8**

Body Weight
Change

Day 0-6 34 5.7 35 8.0 35 4.9 32 6.9 33 7.2
Day 6-15 36 9.8 33 8.8 36 8.0 36 9.3 33 7.4
Day 15-20 71 11.2 68 9.0 69 11.6 67 9.2 44 | 18.5%*
Day 0-20 141 | 146 136 19.5 141 18.9 135 19.6 109 | 17.4%*

Mean | SD Mean | SD | Mean | SD Mean | SD | Mean | SD

** Significantly different from the vehicle control group value ( P<0.01)

A7V A A3, 50 mg/kg bw/dayoll Al YAASFEA 7L FAEF o, BHAES
&9 St} BHEE Ao=E AZEo oA T HAEH JFgFoz
o). 50 mg/kg bw/dayol A HIZe] AUl FA7F F7st9 oM, ofAl Fojo A%

4 Qo Buad,

Table 15-3. Mean Absolute Organ Weight(g)

Gravid Uterine Spleen
Dose

N Mean SD N Mean SD
0 mg/kg 25 76 9.9 24 0.64 0.073
1 mg/kg 25 72 11.4 25 0.63 0.091
10 mg/kg 25 73 15.8 25 0.64 0.066
25 mg/kg 23 70 8.5 23 0.70 0.147
50 mg/kg 24 40** 21.7%* 24 0.70 0.101

** Significantly different from the vehicle control group value ( P<0.01)

M
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Table 15-4. Mean Organ/Brain Weight Ratio(%)

Spleen/Brain ratio
Dose

N Mean SD
0 mg/kg 24 32.59 3.965
1 mg/kg 25 32.98 5.013
10 mg/kg 25 32.44 3.191
25 mglkg 23 36.23 7.894
50 mg/kg 24 36.71* 5.715

* Significantly different from the vehicle control group value ( P<0.05).

=AW AA A3t 50 mg/kg bw/daydll A wIZe] S zdo] A om,
9 AT e A 87 Skl WE SHoR A7E ] oAl Fof
o ZA4%HA J¥oz B

A SAAAAL A3, 50 mglkg bw/dayl A Fej A7, A A, FE ARSI
#aston, 271 8 7] BAFs &S AATHASTE SRk

A& BE FolLoM FABHA LERRT

Table 15-5. Summary of Cesarean Section Data

Dose 0 1.0 10.0 25.0 50.0

N 24 25 25 23 24
Implantations Mean SD |14.8 | 2.00 | 14.4| 2.06 | 14.3 | 3.35 | 14.4| 2.27 | 13.9| 2.38
Corpora Lutea | oo sp | 2.7 | 305 | 12 | 1.29 | 18 | 340 | 13 | 1.21 | 22 | 2.26
Implantations
Litter Size Mean SD | 14.5| 1.98 | 134 | 2.02 | 13.6 | 3.13 | 14.0| 1.92 | 7.9 | 49%6**
Live Fetuses N(% IMP.) | 349 | 98.3 | 336 | 93.6 | 341 | 95.5 | 321 | 97.0 | 186 | 55.9**
Dead Fetuses N&% IMP.) | 0 0.0 0 0.0 0 0.0 0 0.0 3 10.9**
Total Fetuses N% IMP.) | 349 | 98.3 | 336 | 93.6 | 341 | 955 | 321 | 97.0 | 189 | 56.8**
Resorptions Mean SD | 0.3 | 044 | 0.9 | 1.32 | 0.6 | 0.76 | 0.4 | 0.66 | 6.0 | 48**

Early N%IMP)| 6 | 1.7 | 23| 64 | 16 | 45 | 7 | 21 | 113|339+
Resorptions
Late N%IMP)| 0 | 00 | 0 [ 00 | 0 | 00 | 3 | 09 | 31 |9.3**
Resorptions
Total NesIMP) | 6 | 17 | 23 | 64 | 16 | 45 | 10 | 3.0 | 144 | 432+
Resorptions
Rats with any N@) | 6 | 250 | 13 | 520 | 12 | 480 | 8 | 348 | 23 | %8
resorption
Rats with all N Lol o0 | 000|000 0] 00| 1] 42
resorption

** Significantly different from the vehicle control group value ( P<0.01).
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25 mg/kg bw/day o]/l gtujAj7] el A= AA T

Table 15-6. Summary of Litter Data

9 A

Dose 0 1.0 10.0 25.0 50.0

N 24 25 25 23 24
Live Fetal BW(g) | Mean SD | 3.35 | 0.324 | 3.47 | 0.343 | 3.41 | 0.374 | 3.12 | 032" | 2.71 | 0.365"
Male BW(g) Mean SD | 3.43 | 0.282 | 3.60 | 0.323 | 352 | 0.392 | 3.21 | 0316” | 2.83 | 0.348"
Female BW(®) | Mean SD | 3.27 | 0.340 | 3.33 | .0305 | 3.30 | 0.321 | 3.03 | 0.324” | 2.63 | 0.354
Live Male Petus N 165 176 172 160 76
Live Female Fetus N 184 160 169 161 110
Total Live Fetus N 349 336 341 321 186
EXE g:gjfmal % 473 52.4 50.4 49.8 40.9

** Significantly different from the vehicle control group value ( P<0.01).

el 2k9) @ A AF A3, 50 mg/kg bw/day A} 4mb]oll A A FEFo] BAFETH

50 mg/kg bw/dayel A short ribs, & Z/H =M= FHHA, FZELEH, =3

A9 Aol Z7heT,
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Table 15-7. Summary of fetal skeletal alteration

Dose 0 1.0 10.0 25.0 50.0
Litters evaluated 24 25 25 23 21
Fetuses evaluated 173 169 170 158 91
Live fetuses 173 169 170 158 91
Dead fetuses 0 0 0 0 0
SKULL
Eye socket, small (M)
litter incidence 0 1 0 0 0
fetal incidence 0 1 0 0 0
Mandibles, short and/or fused
M)
litter incidence 0 1 0 0 1
fetal incidence 0 1 0 0 1
Tympanic rings, fused (M)
litter incidence 0 1 0 0 0
fetal incidence 0 1 0 0 0
Palate, incompletely ossified
litter incidence 0 1 1 0 0
fetal incidence 0 1 1 0 0
VETERBRAE
Thoracic, centra, bifid
litter incidence 1 2 1 3 2
fetal incidence 1 2 1 3 2
Lumbar, arches, imcompletely
ossified (V)
litter incidence 0 0 1 1 4**
fetal incidence 0 0 1 1 4**
RIBS
Incompletely ossified (V)

2H=y
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Dose 0 1.0 10.0 25.0 50.0

Litters evaluated 24 25 25 23 21
Fetuses evaluated 173 169 170 158 91

Live fetuses 173 169 170 158 91

Dead fetuses 0 0 0 0 0

litter incidence 0 1 1 0 3

fetal incidence 0 1 1 0 4*
Wavy (V)

litter incidence 1 1 1 0 16%*

fetal incidence 1 1 1 0 30%*
Short (M)

litter incidence 0 0 0 0 1

fetal incidence 0 0 0 0 2%*
Cervical rib at the 7th

litter incidence 1 2 1 1 2

fetal incidence 1 2 1 1 3
STERNEBRAE SUMMARIZATION

litter incidence 3 4 4 4 9

fetal incidence 4 6 4 7 13%*
STENEBRAE
Not ossified (V)

litter incidence 1 1 1 1 2

fetal incidence 1 1 1 2 2
Incompletely ossified (V)

litter incidence 3 4 3 3 8

fetal incidence 3 5 3 5 11%*
Fused (V)

litter incidence 0 0 0 0 1

fetal incidence 0 0 0 0 1
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Dose 0 1.0 10.0 25.0 50.0
Litters evaluated 24 25 25 23 21
Fetuses evaluated 173 169 170 158 91
Live fetuses 173 169 170 158 91
Dead fetuses 0 0 0 0 0
FORELIMBS
Radius and ulna, bent (M)
litter incidence 0 0 0 0 2
fetal incidence 0 0 0 0 3**
PELVIS SUMMARIZATION
litter incidence 4 5 5 3 9
fetal incidence 6 6 7 7 16%*
PELVIS
Pubes, imcompletely ossified (V)
litter incidence 4 5 5 53 9
fetal incidence 6 6 6 7 16%*
Ischia, incompltely ossified (V)
litter incidence 1 3 1 2 g
fetal incidence 1 3 1 6 10%*
HINDLIMB
Fibula, bent (M)
litter incidence 0 0 0 0 1
fetal incidence 0 0 0 0 1
(M) : malformation, (V) : variration
* P <0.05 * P <001
oj9] BAFE F opx el HNH FFL U3
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Table 15-8. Summary of toxic effect in terogenicity study for rats

Dose group
(mg/kg 25E 12 h
bw/day)
n 4 =Y n litter size, 4 ZE} A, FEAT A
w AT, SATE da » BAFTE, AR AR ST
50 n QAR FA A n AARZ
n B A FA ST » I Z-short rib, 8F/ & F /0=
n ZAHAY 259 xd THEA, FEEEEE
; 3
25 o4 - i a
=427 e i
10 =44 Qe
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W) 713583AE (EZ)
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Table 15-9. Summary of Clinical Signs

Findings 0 100 250 375
N 20 20 20 20
Abdomino-genital Staining 19(5) 31(6) 21(4) 11(2)
Clipped Incisors 0 0 0 1M
Decreased Feces 41(13) 28(13) 88(16) 156(18)
Diarrhea 12(7) 17(8) 11(7) 9(2)
Hematuria 0 0 3 107(16)
Mucoid Discharge from Anus 8(D 8(3) 2(D 32
No Feces 0 0 2(1) 8(6)
Vaginal Distention (1.5cm) 1M 0 0 0

Vaginal Distention (3cm),
Red Fluid/Calcult Below Surface

Vaginal Distention Reduced to 1.5cm 0 0 0 7(1)
Vaginal Swollen (1.5cm),

0 0 0 5(1)

. 1D 0 0 0
Calcult Visible below Surface
Vaginal Distended (2.5cm),
& . @ 0 0 21) 0
Colored Bright Red
Vaginal Distention Reduced to 1.0cm,
0 0 2D 0
Normal Color
Unkempt 1M 10(2) 0 0
Aborted (Sacrifice) 0 0 0 5(5)
Dead (Mis-dosed) 0 22) 22) 0
Sacrifice (Dis-dosed) 0 0 0 11
Terminal Sacrifice 20(20) 18(18) 18(18) 14(14)

Number in this table represent the total number of times that a given finding occurred during this
study. The number in parentheses represent the number of animals that had a particular finding
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AFHet Ay, 250 mg/kg bw/day o]dollA LAl 19-299 Atelol AlF34a7t
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Table 15-10. Summary of Mean Weight and Gravid Uterine Weight
D Weight Weight Gain e Ad
0s€ o L
DO | D7 | D19 | D29 |DO-7 | D7-19 | D19-29 | Do-29 | UT W | Gain

Omg/kg/day
Mean | 3.06 3.25 3.42 3.68 | 019 | 0.17 0.26 0.62 0.47 0.15

SD 004 | 0.04 | 004 | 0.03 | 0.01 | 0.03 0.02 004 | 0.02 | 0.03
N 16 16 16 16 16 16 16 16 16 16

100mg/kg/day

Mean | 3.04 .025 3.39 365 | 021 | 0.14 0.27 0.62 0.48 | 0.14

SD 0.05 0.04 0.05 0.05 | 0.02 | 0.03 0.02 0.04 0.02 0.03
N 18 18 18 18 18 18 18 18 18 18
250mg/kg/day
Mean | 3.01 3.21 3.25 353 | 0.19 | 0.05 0.28 0.52 0.45 0.06
SD 0.04 0.04 0.06 0.06 | 0.02 | 0.03 0.02 0.03 0.02 0.03
N 18 18 18 18 18 18 18 18 18 18
375mg/kg/day
Mean | 2.96 3.16 3.06 330 | 0.21 | -0.11* | 0.25 0.35* | 0.32* | 0.03*

SD 0.04 0.03 0.08 0.06 | 0.02 | 0.07 0.03 0.05 0.04 0.04
N 13 13 13 13 13 13 13 13 13 13
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Table 15-11. Fetal External/Internal Evaluations

A

I A3}, 375 mg/kg bw/day 1vig]elAl wpZ2¥Z (exencephaly)©]
2 BEAY & 2vtg] HAA dtig el HIABEFE = o] #EH

domed head

Group Fetus No. and Sex External Internal
Brain-dilated lateral
0 mg/kg/day A-9 Female Normal , _
ventricle (slight)
A-2 Female Bulging eyes Normal
A-7 Female Bulging eyes Normal
250 mg/kg/day A-10 Female Bulging eyes Normal
A-1 Female Bulging eyes Normal
A-6 Female Bulging eyes Normal
A-4 Female Tail short Normal
Bulging eyes; right
A-3 Female foreleg abnormal Normal
flexure
A-4 Female Exencephaly Normal
375 mg/kg/day Bulging eyes, both
A-5 Female fore-limbs abnormal Normal
flexure
A-6 Female Bulging eyes Normal
A-7 Female Buiging eyes, Normal
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A=A4 A 23, 375 mglkg bw/day 1jellA FrHE 71@e] #EHNoH,

2l
8% 3ute] o2 w9 7 IvpE] oA w59 Z]go] AFFH U

¥ Z11: Teratology Society 59" Annual Meeting, Tacey EK White

Table 15-12. Summary of fetal skeletal alteration

Dose 0 100 250 375

Litters evaluated 16 18 18 12
Fetuses evaluated

Live fetuses 122 144 148 71

Dead fetuses 122 144 148 71
SKULL - irregular ossification
SUMMARIZATION

litter incidence 14 14 16 11

fetal incidence 30 49* 60** 28%*
Nasal, irregular ossification

litter incidence 12 14 15 10

fetal incidence 24 30 45** 24**
Nasal, internasal

litter incidence 0 4 2

fetal incidence 0 5 2
Nasal, intranasal

litter incidence 0

fetal incidence 0
Nasal, irregular suture

litter incidence 2 6 3

fetal incidence 3 9 3
Nasal, partially fused

litter incidence 0 0 3

fetal incidence 0 0 5+
Nasal, midline suture displaed

litter incidence 12 10 12 8

fetal incidence 23 18 26 14
Nasal, frontal, irregular suture

litter incidence 0 6 5 4

fetal incidence 0 9 6 H**

Prontals, irregular ossification

#H=Y 131




Dose 0 100 250 375
Litters evaluated 16 18 18 12
Fetuses evaluated
Live fetuses 122 144 148 71
Dead fetuses 122 144 148 71
litter incidence 7 9 13 5
fetal incidence 10 25 23 10
Prontals, interfrontal
litter incidence 3 3 5
fetal incidence 3 4 6
Prontals, intrafrontal
litter incidence 0 4
fetal incidence 0 4
Prontals, irregular suture
litter incidence 5 8 10
fetal incidence 7 18 15
Prontals, irregular ossified
litter incidence 0 0 0
fetal incidence 0 0 0
Parietal, incompletely ossified
litter incidence 0 0 0
fetal incidence 0 0 0
Interparietal, not ossifed
litter incidence 0 0 0
fetal incidence 0 0 0
Supraoccipital, not ossified
litter incidence 0 0 0
fetal incidence 0 0 0
SKULL - other alteration
Parietal, contains a hole
litter incidence 0 0 0
fetal incidence 0 0 0
HYOID
Ala, angulated
litter incidence 5 4 8 5
fetal incidence 6 5 11 9
VETERBRAE
Caudal, Fused
132 Sulfentrazone =487t ¥ AH|1E 27




Dose 0 100 250 375
Litters evaluated 16 18 18 12
Fetuses evaluated
Live fetuses 122 144 148 71
Dead fetuses 122 144 148 71
litter incidence 0 0 0 3F*
fetal incidence 0 0 0 3+
Caudal, misaligned
litter incidence 0 2 1
fetal incidence 0 2 2
Caudal, 11 present
litter incidence 0 0 0
fetal incidence 0 0 0
RIBS
Thickened
litter incidence 0
fetal incidence 0
Split
litter incidence 0 0 0
fetal incidence 0 0 0
MANUBRIUM
Fused 0 0
litter incidence 0 0
fetal incidence
STENEBRAE
Incompletely ossified (V)
litter incidence 0 0
fetal incidence 0 0
Fused (V)
litter incidence 2 2 0
fetal incidence 2 2 0
Asymmetric
litter incidence 0 0
fetal incidence 0 0
SCAPULAE
Ala, irregularly shaped
litter incidence 0 1
fetal incidence 0 1

HHI=Y
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Dose 0 100 250 375

Litters evaluated 16 18 18 12
Fetuses evaluated

Live fetuses 122 144 148 71

Dead fetuses 122 144 148 71
Ala, wavy

litter incidence 0 1 0 0

fetal incidence 0 1 0 0
PELVIS
Pubes, not ossified

litter incidence 0 0 0 1

fetal incidence 0 0 0 4x*

* 1P <0.05 ** : P <001

o9 HHYE F ofA Fole] BHRA JFL Gk

719 NEEAANE A3, Z%5E 375 mg/kg bw/dayoll A fAH z4ke] BT
Rnoem, 250 mg/kg bw/day o]FolA ERTF T, 8k, AS/SALHRASAZ
2o, PAAGEA a7 BERFHAY. A 250 mg/kg bw/day o)Al A 2] ¥
o, AN, 27FTE UL HANEE/EHAAFT AV BEHAT w2
A, 2A9 BAe) NOAELS =% 100 mg/kg bw/daylo® #AdEm, B AF
350 mg/kg bw/dayoll A EA L] fA4HZzARo] WA, 250 mg/kg bw/day o]/l
A Ezbe] EE R o] gelE T

Table 15-13. Summary of toxic effect in terogenicity study for rats

Dose group
25E b
(mg/kg bw/day) o= 2
Jgg-npgeF, doe vAg=T
375 -2t - JeTey =T
- . 2A-5E, 1% 73
n B A s }
. 0 =T 271558 37t
250 °]AF ANz, =4, RAZAG A . -
R A SRl I T EE S
= ENA D
100 5444 gl =LA Qe
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Table 16-1. Mean Summary Data with or without S-9 mix

Control

Spontaneous Revertant (Ave/Plate)

Solvent Control S-9 | TA1535 | TA1537 | TA1538 TA98 TA100
DMSO - 22 7 16 43 118
DMSO + 18 6 21 61 117

Positive Control
Sodium Azide Spg/P - 2001 - - - 2264
9-Aminoacridine 75pg/P - - 1202 - - -
2-Nitrofluorene  5ug/P - - - 1461 1100 -
2-Anthramine  75ug/P + 594 694 4988 5835 8173

Test Compound
Total Revertant Colonies/Plate (Ave)

Dose Level (ug/P) S-9 | TA1535 | TA1537 | TAl1538 TA98 TA100
100 - 27 5 11 41 105
333 - 25 8 12 38 103
1000 - 16 10 13 42 109
3333 - 19 7 13 40 107
10000 - 22 4 11 51 104
100 + 15 8 15 52 113
333 + 14 7 19 58 114
1000 + 14 8 22 60 129
3333 + 15 7 22 59 129
10000 + 15 7 24 66 146

O Z2&

5%9] straine
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Lh) &AL S HHOIA|
O A&

ogt

e YLE AZCSITBYRTFI FAA oY £ HAs] A5t
obefel M@l met st
- US EPA OPPTS 870.5300

°FAl&= DMSOE &M E 3t S9 mix &4 T+ HIEA] stollA Fo =]

D RAE, AZEA, AHAEEERS), AN =ME)
FA ) 2= . EMS(ethyl methanesulfonate),

7,12-DMBA(7,12-Dimethjylbenzanthracene)
SAYEE4 : DMSO(dimethylsulfoxide)

Metabolic | Expression

activation period Concentration ( xg/mL)
=) 2 days 424, 522, 620, 718, 817, 925, 1013, 1112, 1210, 1308, 1407, 1603
+) 2 days 424, 522, 620, 718, 817, 925, 1013, 1112, 1210, 1308, 1407, 1603

x &ZFAAAE: 0.5 1.0, 5.0, 10, 50, 100, 500, 1000, 5000 . g/mL

O 2%

271N oA, (=) S9 mixoll A 424-1308 xg/mL, (+) S9 mixol A 424-1407 x
gimLe] &&Fo] e = At

TR Ho A2 AR S

1

of #AQCl, Al FATA thzd o
Hl 2vf o] do g FbstAY, SR EA ] YEhYA ST

N
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Table 16-2. Initial To

xicity Test

Cell Conc. (x 10%

Suspension Growth

Conc.
(ug/ml) Day 1 Day 2 Total % Control
(-) Activation
5000 0.003 0.019 0.0 0
1000 0.489 1.478 8.0 32
500 0.894 1.504 14.9 60
100 1.315 1.697 24.8 99
50 1.363 1.690 25.8 102
10 1.352 1.718 25.8 103
5.0 1.321 1.700 25.0 100
1.0 1.342 +
0.5 1.318 1.708 25.0 100
Solvent 1 1.346 1.659 24.8
Solvent 2 1.319 1.719 25.2
(+) Activation
5000 0.004 0.063 0.0 0
1000 0.782 1.570 13.6 67
500 0.938 1.679 17.5 86
100 1.081 1.738 20.9 102
50 1.068 1.692 20.1 99
10 1.041 1.693 19.6 96
5.0 1.029 1.655 18.9 96
1.0 1.071 1.712 20.4 100
0.5 1.055 1.715 20.1 99
Solvent 1 1.095 1.685 20.5
Solvent 2 1.076 1.697 20.3

+ Culture lost
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Table 16-3. Total Compound Toxicity Data in (-)S9 Mix initial test

Conc. Cell Conc. (x 109 Suspension Growth Cloning Growth % Total
(ug/nl) Day 1 Day 2 Total % Cont. Ave. % Cont. S
1603 0.057 0.368 1.2 5 ++
1407 0.102 0.560 1.9 9 ++
1308 0.201 1.497 5.0 23 186 85 20
1210 0.321 1.519 5.4 25 188 86 22
1112 0.338 1.560 5.9 27 216 98 26
1013 0.512 1.529 8.7 40 183 83 33
925 0.573 1.530 9.7 44 171 78 34
817 0.580 1.463 9.4 43 189 86 37
718 0.642 1.426 10.2 47 210 96 45
620 0.756 1.451 12.2 56 177 81 45
522 0.853 1.489 14.1 64 215 98 63
424 1.245 1.561 21.6 99 194 88 87
Solvent 1 1.222 1.577 21.4 235
Solvent 2 1.229 1.579 21.8 214
Solvent 3 1.278 1.580 224 225
Solvent 4 1.226 1.605 21.9 203
Positive Control - Ethyl Methanesulfonate
0.50 0.899 1.172 11.7 56 135 64 36
0.25 0.935 1.595 16.6 79 175 83 66
Solvent 1 1.189 1.572 20.8 204
Solvent 2 1.177 1.623 21.2 219

++ Too Toxic to Clone
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Table 16-4. Total Compound Toxicity Data in (+)S9 Mix initial test

Conc. Cell Conc. (x 10% | Suspension Growth Cloning Growth 9% Total
(ug/ml) Day 1 Day 2 Total % Cont. Ave. % Cont. | Crowth

1603 0.044 0.248 0.0 0 ++
1505 0.068 0.431 14 9 ++
1407 0.127 0.887 3.0 18 197 97 17
1308 0.298 1.456 4.9 30 172 84 25
1210 0.347 1.462 5.6 34 166 81 28
1112 0.542 1.556 9.4 58 173 85 49
1013 0.595 1.501 9.9 61 190 93 57
817 0.791 1.569 13.8 85 155 76 65
620 0.847 1.564 14.7 90 +
424 0.930 1.383 14.3 88 203 100 88
Solvent 1 0.938 1.589 16.6 200
Solvent 2 0.970 1.531 16.5 218
Solvent 3 0.955 1511 16.0 203
Solvent 4 0.963 1.485 15.9 194
Positive Control - 7,12 Dimethylbenz(a)anthracene

0.50 0.357 0.693 2.7 17 39 23 4

0.25 0.678 1.496 11.3 72 199 116 84
Solvent 1 0.948 1.498 15.8 171
Solvent 2 0.918 +

+ Culture Lost
++ Too Toxic to Clone

FAA A A, (-)S9 mixell A 718-3000 1 g/mL, (+)S9 mix oA 325-1800 « g/mL
o] &%l AYHAT. FHA Ho WAL hAZA S 7ol BAglel, oA F
Aol A iz thHl 28 o] F7kskAY, &FelE40] UEhA asit.
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Table 16-5. Total Compound Toxicity Data in (-)S9 Mix confirmatory test

T, Cell Conc. (X 109 Suspension Growth Cloning Growth 9% Total
(ug/ul) Day 1 Day 2 Total | % Cont. Ave. % Cont, | Growth

3000 0.301 0.796 2.7 15 168 78 12
2700 0.402 1.051 4.7 26 185 86 22
2400 0.485 1.235 6.7 37 178 83 31
2000 0.568 1.307 8.2 45 +
1800 0.649 1.477 10.7 58 189 88 51
1702 0.664 1.438 10.6 58 195 90 52
1603 0.701 1.412 11.0 60 155 72 43
1505 0.648 1.493 10.7 58 170 79 46
1407 0.702 1.488 11.6 63 173 80 50
1308 0.719 1.435 11.5 63 190 88 55
Solvent 1 1.094 1.504 18.3 213
Solvent 2 1.018 +
Solvent 3 1.089 1.516 18.3 +
Solvent 4 1.122 1.462 18.2 218
Positive Control - 7,12 Dimethylbenz(a)anthracene

0.50 0.788 1.179 10.3 58 119 63 37

0.25 0.897 1.391 13.9 78 135 72 56
Solvent 1 1.012 1.515 17.0 190
Solvent 2 1111 1.518 18.7 185

+ Culture Lost
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Table 16-6. Total Compound Toxicity Data in (+)S9 Mix confirmatory test

Conc. Cell Conc. (X 109 | Suspension Growth Cloning Growth % Total
(ug/ml) Day 1 Day 2 Total % Cont. Ave. % Cont. | Growth
1800 0.143 0.547 1.8 13 214 122 16
1702 0.168 0.858 2.9 21 155 89 19
1603 0.235 1.220 4.1 29 196 112 32
1505 0.289 1.391 4.6 33 162 93 31
1407 0.351 1.476 5.8 41 174 99 41
1308 0.475 1.491 7.9 56 168 96 54
1210 0.424 1.469 6.9 49 179 102 50
1112 0.642 1.500 10.7 76 168 96 73
1013 0.745 1.547 12.8 91 190 109 99
915 0.794 1.539 13.6 97 184 105 102
Solvent 1 0.862 1.518 14.5 178
Solvent 2 0.854 | 1.532 14.5 +
Solvent 3 0.828 1.433 13.2 173
Solvent 4 0.825 1.511 13.9 174
Positive Control - 7,12 Dimethylbenz(a)anthracene
0.50 0.501 0.858 4.8 35 83 49 17
0.25 0.667 1.374 10.2 74 170 100 74
Solvent 1 0.834 1.510 14.0 169
Solvent 2 0.847 1.431 135 171
+ Culture Lost
F4 2 oA dxzdAe g9e whgo]l fFEE It
olg] WAFEAA oAl Folol BANH JFL Y
O &g
e B AY 24 A, vhes FTF ATA BAdWolE FEA
e Zlo® wddEng
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Table 16-7. Summary of Bone Marrow Micronucleus Study

Time T Micronuleated PCE
Treatment Sex (HD) Mice PCE/Total No./1000 PCE No./PCE
(Mean=+SD) Scored
24 5 0.45 0.8 + 0.84 4 | 5000
M 48 5 0.40 0.6 + 0.89 3/ 5000
Corn Oil 72 5 0.62 0.0 = 0.00 0 / 5000
20ml /kg 24 5 0.64 0.4 £ 0.55 2 [ 5000
F 48 5 0.56 0.6 £ 0.89 3/ 5000
72 5 0.63 0.2 + 045 1/ 5000
24 5 0.54 0.2 + 0.45 1/ 5000
M 48 5 0.61 0.8 £ 0.45 4 [ 5000
72 5 0.60 0.6 £ 0.55 3/ 5000
85 mg/kg
24 5 0.58 0.4 £ 0.89 2 [ 5000
F 48 5 0.64 0.0 £ 0.00 0 / 5000
72 5 0.65 0.2 £ 045 1/ 5000
24 5 0.57 0.4 £ 0.55 2 [ 5000
M 48 5 0.53 0.6 + 0.55 3/ 5000
170 nglkg 72 5 0.61 0.2 £ 045 1/ 5000
24 5 0.68 0.4 £ 055 2 [ 5000
F 48 5 0.65 0.8 = 0.84 4 | 5000
72 5 0.64 0.8 £ 0.89 3/ 5000
24 5 0.52 0.4 + 0.55 2 1 5000
M 48 5 0.47 0.2 £ 045 1/ 5000
72 5 0.61 0.4 £ 0.89 2 [ 5000
340 mg/kg
24 5 0.70 1.0 + 0.71 5 / 5000
F 48 5 0.65 14 = 1.14 7 [ 5000
72 5 0.55 0.4 £ 0.55 2 [ 5000
CP, M 24 5 0.59 13.2 + 3.27 66 / 5000*
30 mg/kg F 24 5 0.68 15.2 £ 2.28 76 / 5000*

*p =< 0.05 (Kastenbaum-Bowman Tables)
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S Hal Azd ANEEE F AFdol Mg =2 AFEE TAY
Ho) 728 FNOAEL)S ofefe] AHFE ASE o] &3 24t HASEAEY +
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O Sulfentrazone®] 4¥HAHEF 48 AF W7 &9

- A5 O B4 £E, 08 2 o4

- ATERE

i
5=l

- AW 27 A

cou A

phenyl labeled : 4=¥(99.7-104%)
carbonly labeled : Z%(101-103%)

F8 thAFE-E 3-hydroxymethyl-
F6285 (sulfentrazone)

LD50 = 2855 mglkg bw

LD50 > 2000 mg/kg bw

IHFYEA LC50 > 4.13 mg/L
W EA A 254 sl

Target/Critical effects

NOAEL

L 90 MER AAATEY (G1=)

Target/Critical effects

NOAEL

500 ppm




Target/Critical effects

AV, A, ABAATE A
MCV, MCH, HGB, HCT 74 (Wg@47)

2, Bl 5A S

300 ppm
(3 199, % 23.1 mg/kg bw/day)

Target/Critical effects

NOAEL

SAE, AEAATF A
HGB, HCT, MCV, MCH 74
PLT 571, APTT 74

GPT, ALP 57}

L FA 7L

AR, A E A

800 ppm
(3% 28 mg/kg bw/day)

- 219 RERRo A=A (B7])
Target/Critical effects
NOAEL

of
o
zQ
oo

2% 1000 mg/kg bw/day

- 7154 2 EAEAE

© R

WA (s, 29d)

Target/critical effects

AT F2

HCT, HGB, MCV, MCH 74
¢ 1000 ppm, + 600 ppm
(3 40.0, ¥ 36.4 mg/kg bw/day)

- EHAEAE (T2, 1878€)

Target/critical effects

NOAEL

HCT, HGB, MCV, MCH %4

600 ppm
(% 939, ¥ 116.9 mg/kg bw/day)

(e}
R Sl
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- A=A [ 71854849

HAZGAAY (A, 24d)

Target/critical effects

)
A7) ﬂl%, *ﬂ%", litter size 74
HA =4

200 ppm
NOAEL
3 1412, % 16.56 mg/kg bw/day
7NH=ZANE (RE)

Target/critical effects

NOAEL

2A - A2E, AlF A4
HIAFA 271,
v S 2d3
B4} eSS, litter size, WEEIART,
TEHA A,
BAEE, Al 2
=32 A
24| 25 mglkg bw/day
Bz} 10 mglkg bw/day
2Pl a= s

- 71"8E8AE (&)

Target/critical effects

NOAEL

A AR AT, SAE A
A 271578 7L

EIAHIES, BAAS A
A 100 mg/kg bw/day

Ej=} 100 mg/kg bw/day
FA| Al At el =y
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