Summary of results ( Ogachlorcstyrene)

Generation Dam: FO  Offspring: F1
Do(ugka) 0 2.4 12 60 300 50 mg/kg
Number of pregnant famdes 12 12 12 12 12 12
Clinical findings - - - - - —
Found deed 0/12 0/12 0/12 0/12 0/12 0/12
Bodyweghts | Gettation period - — — - - -
Ladation period - - - - - -
Frerl eonamntion | Getation period - - - - - -
Ladation pericd - — - - - L
FO |Ddivev  and Ddiveryindex (%) 100 100 100 100 100 100
maend
behavior
Gedation lenath (dav) 22.08 22.00 22.08 22.17 22.08 22.33
+0.29 +0.00 +0.29 +0.39 +0.29 +0.49
Numbe of 16.50 15.67 16.08 16.42 15.08 1458 L
Implantation sites +1.45 +1.67 +2.11 +.31 +1.16 +151
Nmber_ o 14.42 14.83 14.67 15.33 14.17 13.00D
pupsdéivered +2.35 +1.99 +2.57 +1.72 +1.53 +3.05
Grossfindinas | Kidney 0/12 0/12 0/12 0/12 0/12
Diletaticn, 12
peviccavity
Lol . Sgnificantly lower then the contrd (p<0.05 and p<0.0L, repectivery).

D : Decressing tendancy.
— No tresment-rd ated dterations.




Summary of results (continued-1)

Gengration Dam: FO  Offspring: F1
De=(1gkg) 0 24 12 60 300 50 mg/kg
Number of dams 12 12 12 12 12 12
Find body weights(9) 315.4 310.9 317.1 300.7 3114 2734
+16.4 +16.5 +17.1 +18.4 +12.1 +26.0
Absdluteorcen| Brain (g) 1.93 1.89 1.89 194 1.90 194
+0.05 +0.04 +0.04 +0.03 +0.05 +0.08
weights Pituitary (mg) 10.6 102 10.6 10.7 105 9.9
+0.9 +1.0 +0.9 +0.9 +0.9 +1.7
Thyrdd (mg) 150 14.4 14.7 15.1 155 16.8
+1.9 +2.0 +2.7 +2.3 +3.3 +2.8
Thymus@ 0.23 0.22 0.26 0.23 0.26 0.29
+0.07 +0.06 +0.05 +0.04 +0.05 +0.13
Liver @ 16.47 15.75 16.14 15.82 16.01 16.62
+1.36 +1.29 +1.39 +1.34 +1.01 +2.01
Kidney @ 222 2.16 2.19 2.18 217 246
+0.13 +0.12 +0.17 +0.14 +0.15 +0.87
Adrend (mg) 65.2 64.1 63.9 68.0 68.0 749
+7.2 +5.9 +6.4 +7.0 +9.1 +6.7
FO Ovary(mg 88.5 86.9 86.4 88.0 885 118.4
+14.8 +11.8 +9.2 +9.7 +13.3 +15.9
Uterus(g) 0.45 0.48 0.45 0.47 0.46 0.84
+0.14 +0.11 +0.11 +0.11 +0.14 +0.39
Reativeorcen |Brain 0.61 0.61 0.60 0.63 0.61 0.71
©100g8W) +0.03 +0.03 +0.03 +0.04 +0.02 +0.07
wecghts  |Pituitary 34 33 34 35 34 36
(Mg10gBW) +0.3 +0.4 +0.3 +0.4 +0.3 +0.5
Thyrad 47 46 47 4.9 5.0 6.1
(Mg10gBW) +0.6 +0.7 +0.9 +0.8 +1.1 +0.8
Thyms 0.07 0.07 0.08 0.08 0.08 0.10
(g100gBW.) +0.02 +0.02 +0.01 +0.02 +0.01 +0.04
Liver 522 5.07 5.08 511 5.14 6.00
@100g8W) +0.33 +0.32 +0.29 +0.27 +0.25 +0.61
Kidney 0.70 0.70 0.69 0.71 0.70 0.91
@100g8W) +0.04 +0.03 +0.04 +0.04 +0.04 +0.36
Adrerd 207 207 20.1 220 218 277
(mg100gBW) +2.2 +2.2 +14 +2.1 +2.8 +4.0
Oy 28.1 28.0 27.3 286 284 436
(Mg100gBW) +4.7 +4.0 +35 +3.6 +4.3 +6.3
Utaus 0.14 0.15 0.14 0.15 0.15 0.32
1008 W) +0.04 +0.03 +0.03 +0.04 +0.05 +0.17

Results of the 50 mg/kg group are reference data of the dams that all newborns died from day 1 to 9 of

lactation.




Summary of reaults (continued-2)

Generation Dan 0 Ofgying F1
Do (ugka) 0 24 12 60 300 S0mokg
*1 |Liver |Hweatraohv. hesaootg (/12 012 012 012 012 1012
| aentrildbuler (4)
Hweatraohv. heoatoote (/12 012 012 012 012 2112
cantrilcbular (++)
Kidney  |Hydrongohrods 012 012 012 012 012 V12
Ovary - - - - - -
Uterus - - - - - -
Cervix of uterus - - - - - -
Vagina - - - - - -
=] Marmavdad E’bdilfgaim, 012 012 012 012 012 412
uie
@
Erbdilferatim, 12/12 12112 12/12 12/12 12/12 812
ulie
(+
Pituitary - - - - - -
Thyrod - - - - - -
Adrend - - - - - -
Brain - - - - - -
—: No tresiment-rdated dterations.

*1: Hisyopathological findings




Summary of reaults (continued-3)

Generation Dam FO  Offgaring FL
Do (ugkg) 0 24 12 60 300 0 moka
Sex ratio (maleffemale) 119 097 127 113 090 077
Viability (%) LDO 100 9944 %545 9946 941 %51
LD4 B34 9%5.48 9%6.43 9781 |22 18120
LD22 100 98.9%6 100 100 98.9%6 oL
LDO 59 6.0 59 6.1 6.0 6.1
03 04 04 104 04 +06
LD4 89 89 838 9.3 91 74
08 12 +12 11 10 15
LD7 139 138 138 152 139 84
19 22 124 23 122 *
Made (LD14 2.1 292 2.2 315 300
133 32 +36 133 31
LD21 47.7 479 481 509 492
46 .7 4.7 150 42
After - - - - H
weights weaning
(6) LDO 57 5.6 55 5.7 5.6
04 04 03 104 104 105
Fl LD4 8.6 83 83 87 8.6 70L
+10 11 11 11 +10 +13
Fende (LD7 136 131 132 138 135 102D
118 22 22 22 118 *
LD14 289 278 282 290 296
24 34 +33 130 126
LD24 465 452 459 469 473
134 42 48 44 133
After - - - - H
weaning
LDO 306 308 330 323 329 :
H 019 HR 031 016 024
' Mde (LD4 480 4.78 44 497 490 450
detances +031 +019 +035 044 03B +100
tm LDO 152 147 155 159 173H 164
+019 1014 023 023 11 H2
Ferde (LD4 234 238 238 253H 244 24
013 017 014 011 021 023
HoH: Sgnificantly higher then the contrdl (jp<0.05 and p<0.01, respectivery).
LorlL: Sonificantly lower then the contrdl (p<0.05 and p<0.01, respedtivary).
D : Dexreasing

tendency.
—: No tresmant-rd ated dteraions



Summary of reaults (continued-4)

Gengration Dam: FO  Offspring: F1
Dee(pgkg) 0 24 12 60 300
*1 Ama._ ddadhmert
D4 100 100 100 100 100
Indsor eruption
D1 95.92 97.87 98.11 91.67 100
Mde | Ninoleanoearance
(D19 0 0 0 0 0
Evdid ssoaration
(D17 79.59 91.49 83.02 85.42 89.36
Desoenaustedis
(LD1§ 100 100 92.45 100 97.87
A ddachmart
(D4 100 100 100 100 100
Indsor eruption
(D1 95.74 89.58 88.37 91.67 95.83
Femde |Nipoleanbearance
b1 100 100 100 100 100
Evdid ssoar ation
(LD17) 93.62 93.75 83.72 91.67 91.67
FL *2 Rightingreflex
(D9 69.39 78.72 79.25 81.25 76.60
Mde Ioslilaterd flexor
foeé) 100 100 100 100 100
Viaud pladng
(LD1§ 97.96 100 96.23 97.92 100
Rightingreflex
(D9 63.83 62.50 72.09 75.00 77.08
Femde Ig‘slilaterd flexor
FLD"S() 100 100 100 100 100
Viaud pladng
(D1 100 100 97.67 97.92 100
*3 | Mde |Preptid 41.50 41.04 41.00 4167 4117
Sparation +1.87 +1.40 +1.25 +1.71 +1.15
Femde |Vagind opening 30.83 3150 30.85 3158 30.58
+1.55 +1.38 +0.93 +1.86 +1.02

*1: Pogtnatal devdopment (%)

*2: Reflexr

egponse (%)

*3: Sexual devdopment (day)




Summary of reaults (continued-5)

Gengdion Dam: FO  Offspring: F1
Dae(pgk) 0 24 12 60 300
Wae Numbe d |1 5.7 5.3 6.3 6.3 5.0
meze aras +3.7 +3.0 +3.8 +1.8 +2.3
learnings 15 2.0 1.4 11 13
+15 +21 +12 +1.0 +12
ad 0.3 1.0 0.1 0.1 0.2
+0.3 +1.0 +0.1 +0.3 +0.3
Caunt of edrus 3.67 3.67 3.58 3.75 3.58
+0.49 +0.65 +0.51 +0.45 +0.51
Esdrouscyde 4.00 3.96 4.00 413 4.00
) +0.00 +0.14 +0.00 +0.61 +0.00
Copuidin | Mde 91.67 100 100 100 90.91
index (%) Famde 91.67 100 100 100 91.67
Fartlityindex (%6) 100 100 91.67 100 100
Numbe o 14.55 16.83 15.91 15.92 15.64
corporalutea +1.86 +153L +1.97 +1.24 +2.73
Fertility Numbe o 14.00 15.17 1555 15.00 15.27
implantations +2.19 +255 +2.38 +1.41 +2.65
Deed 3.90 7.69 6.43 5.56 10.12
index (%)
Number of 13.45 14.00 14.55 14.17 13.73
liveembyro +2.02 +2.95 +2.77 +1.85 +4.41
F1 Number of
epidarmd sperm 688.1 637.1 707.3 664.3 633.9
(X107caud) +104.7 +76.6 +68.5 +90.4 +108.6
(%pe)rm mtility 98.54 98.30 98.65 98.25 98.86
0
Abnormd soem 2.36 203 1.92 2.06 2.03
Ingex (%)
mde  |[Kichey Dilaagnjt,ypdvic 1/25 0124 0125 0/24 0124
*1 | Ferde |Kichey Ulaagt,vpdvic 0/23 0124 0/23 1/24 0/24
Ureter Diletation 0/23 0124 0/23 1/24 0124
Mde  |Tedis Srd 1/12 o/11 0/16 0/12 0/12
aiddvmis | Defet 1/12 o/11 0/16 0/12 0/12
*2
Ferde [Uas  [Cy, oervix 1/12 112 1/8 0/12 0/12

L : Significantly higher than the control (p<0.05).
*1: Grossfindings(Day 22)
*2 Grossfindings(Day 70)




Summary of reaults (continued-6)

Gengretion Dam: FO  Offspring: F1
De(Hgkd) 0 24 12 60 300
Grossfindings Mde - - - - -
(ter themating
periad) Femde _ _ — — _
Mae 54.0 516 525 565 536
Finel body +3.6 +5.1 +7.3 +3.9 +5.3
weichts(g) Famde 51.7 4811 49.8 52.7 51.2
Day 22 +21 +5.0 +7.5 +2.9 +3.6
*1 Mde |Bran(g) 1.48 1.46 1.47 151H 1.46
+0.06 +0.04 +0.06 +0.05 +0.05
Epididymis(mg) 37.3 37.1 37.9 41.3H 40.9 H
+4.7 +35 +6.1 +5.1 +4.7
Tegtis(mg) 216.6 2127 204.2 236.0H 2114
+19.9 +27.6 +43.7 +20.7 +30.,0
= Femde |Brain(g) 1.44 141 1.43 144 1.42
+0.04 +0.06 +0.06 +0.04 +0.05
Ovary(mg) 9.0 8.2 9.6 10.2 8.3
+2.4 +2.0 +2.8 +2.3 +25
Uterusmg) 412 44.2 416 47.0 420
+9.3 +8.1 +8.0 +11.0 +9.6
*2  |Mde  |Bran 274 2.85 2.84 2.69 2.75
©10088W) +0.13 +0.26 +0.38 +0.20 +0.20
Epidicymis 69.2 72.0 725 733 76.6 H
(Mg10gBW) +8.7 +5.6 +8.4 +9.0 +8.8
Tedtis 401.3 411.0 384.8 4184 393.1
(Mg10gBW) +27.0 +235 +46.5 +30.5 +26.7
Fevde |Bran 2.79 2.96 2.92 273 2.78
@100g8W) +0.13 +0.28 +0.45 +0.15 +0.15
Oy 17.3 17.0 189 194 16.2
(mg100gBW) +4.4 +35 +4.0 +4.1 +4.3
Utaus 795 91.8H 839 89.3 82.1
(mg100gBW) +16.4 +116 +12.7 +20.6 +18.0

H : Significantly higher than the control (p<0.05).

L : Significantly lower than the control (p<0.05).

*1- Absolute organ weights (Day 22)
+2 Relative organ weights (Day 22)




Summary of reaults (continued-7)

Gengration Dam: FO  Offspring: F1
Dee(pgkg) 0 24 12 60 300
FL |Final body Mae 3834 393.6 396.9 404.8 4187
weights(9) +28.1 +20.5 +20.3 +29.6 +28.2 4
Day 70 Femde 252.8 256.6 268.7 273.3 274.6
+21.0 +15.9 +222 +20.9 H +19.4H
*1 |[Mde |Bran(g 2.04 2.02 2.04 2.03 2.02
+0.07 +0.07 +0.04 +0.05 +0.06
Pituitary (mg) 112 10.6 10.8 10.9 114
+16 +1.1 +0.8 +0.7 +0.7
Thyrdd (mg) 17.9 165 17.1 17.2 18.4
+2.7 +2.2 +2.2 +2.2 +25
Liver @ 17.05 17.29 17.65 18,55 19.60
+1.90 +151 +1.95 +1.78 +1.60 4
Kidney @) 3.20 322 3.24 327 3.45
+0.24 +0.19 +0.30 +0.32 +0.38
Adrend (mg) 54.4 53.7 54.4 56.0 56.2
+3.9 +55 +55 +5.4 +5.2
Semindl vesde(g) 1.62 155 1.66 1.67 1.59
+0.20 +0.19 +0.19 +0.21 +0.22
Progate(g) 0.77 0.76 0.79 0.78 0.82
+0.12 +0.07 +0.08 +0.10 +0.10
Epididymis 0.76 0.79 0.82 0.82 0.84
©) +0.15 +0.04 +0.05 +0.09 +0.08
Testis(g) 252 264 271 2.81 2.75
+0.48 +0.13 +0.15 +0.23 +0.13
Levatar ani 0.88 0.85 0.86 0.87 0.94
musde(g) +0.12 +0.07 +0.06 +0.07 +0.07
Femde |Bran(g 1.87 1.84 1.89 1.89 1.88
+0.05 +0.03 +0.05 +0.07 +0.04
Rituitary (Mg) 10.0 97 10.2 10.6 9.8
+2.1 +0.4 +0.9 +1.1 +0.9
Thyrdd (mg) 14.7 12.0 13.0 14.1 15.1
+3.2 +2.1 +2.0 +3.7 +53
Live @ 12.41 12.12 12.58 13.14 12,98
+1.34 +0.95 +1.43 +1.00 +1.15
Kidney @) 1.90 182 1.90 1.90 1.99
+0.16 +0.08 +0.10 +0.15 +0.10
Adrendl (mg) 70.1 65.9 69.5 711 720
+6.0 +5.0 +7.6 +6.0 +6.8
Oy (Mg 995 99.1 1105 1135 105.6
+15.8 +10.4 +11.8 +20.2 +8.6
Utarus(mg) 0.76 0.72 0.76 0.68 077
+0.09 +0.05 +0.05 +0.06 L +0.13
HoH:  Sgnficany higher then thecontrd (p<0.05 and p<00L espectivery).
L : Sgnificantly lower then the contral (p<0.05).

*1: Absdlute orgen weights (Day 70)




Summary of reaults (continued-8)

Gengration Dam: FO  Offspring: F1
De=(1gkg) 0 24 12 60 300
*1 Brain 053 051 051 0.50 0.48
@100g8W) +0.03 +0.02 +0.02 +0.02+ © +0.03|
Pituitary 2.9 2.7 2.7 2.7 2.7
(Mg10gBW) +0.3 +0.3 +0.2 +0.2 +0.2
Thyrad 47 42 43 43 4.4
(Mg100gBW) +0.6 +0.4 +0.5 +0.5 +0.5
Liver 4.44 439 4.44 458 4.68
©10088W) +0.33 +0.26 +0.34 +0.22 +0.22
Kidney 0.84 0.82 0.82 0.81 0.82
©100gBW)) +0.05 +0.04 +0.05 +0.05 +0.05
Adred 14.2 136 13.7 138 134
(Mg10gBW) +12 +11 +13 +1.0 +1.0
Mde |Seminavesde 0.42 0.40 0.42 0.41 0.38
©10088W) +0.05 +0.06 +0.04 +0.05 +0.06
Progtate 0.20 0.19 0.20 0.19 0.20
@108 W) +0.03 +0.02 +0.02 +0.01 +0.02
Epididymis 0.20 0.20 0.21 0.20 0.20
(©10088W) +0.04 +0.01 +0.01 +0.01 +0.02
= Tedis 0.66 0.67 0.69 0.70 0.66
©10088W) +0.12 +0.04 +0.05 +0.04 +0.03
Ler;tjcr ani 0.23 0.22 0.22 0.22 0.22
?Q/lioofﬁws +0.03 +0.02 +0.02 +0.02 +0.01
Brain 0.74 0.72 0.71 0.69 0.69
@100g8W) +0.05 +0.05 +0.05 +0.04 +0.05 L
Pituitary 4.0 38 38 39 36
(Mg10gBW) +0.8 +0.2 +0.5 +0.3 +0.4
Thyrad 59 47 48 52 56
(Mg10gBW) +15 +1.0 +0.6 +15 +2.1
Femde |Live 491 472 4.68 4.81 472
©10088W) +0.28 +0.24 +0.23 +0.21 +0.19
Kidney 0.76 071 071 0.70 073
©10088W) +0.05 +0.03 L +0.03 L +0.03 +0.04
Adred 27.8 257 258 26.2 26.2
(Mg10gBW) +26 +1.9 +16 +3.1 +1.8
Oy 393 386 412 413 386
(Mg10gBW) +4.4 +3.4 +4.6 +5.0 +3.3
Utaus 0.30 0.28 0.28 0.25 0.28
(Mg10gBW) +0.04 +0.03 +0.02 +0.03 +0.05

L orL : Sognificatly lower then the contral (p<0.05 and p<0.01, respectivary).
*1 Redive organ weights (day 70)




Summary of reaults (continued-9)

Gengdion

Dam: FO  Offspring:

Dose(Lgkg

12

*1

Made

Liver

Kidne] Hydraneptr-
03S

0/12

Tedis

Epididymis

Prodate

Coaaulatinadand

Samind vesde

Pituitary

Thyrad

Adrend

Brain

Femde

Liver

Kidney Hydrangphr-
ods

Oy

Ovidud

Uterus

Cavixd uterus

Vagna

Pituitary

Thyrad

Adrend

Brain

— No treatment-rdaed dterdions
*1 Hisopathdlogicd findings (Day 22)




Summary of reults (continued-10)

Generation

Dam: FO  Offspring:

Dose(ugkd

12

*1

Mde

Liver

Kidney

Atrqty,

Tegis [EMiniferous

tubule

Epicicyrmis

Prodete

Coagulatinggand

Samind vesde

Pituitary

Thyrdd

Adrend

Brain

Liver

Kidney

Oay

Ovidud

Ueus

Cavixd

Of. gpamas
ueus epithdlid

Vagna

Pituitary

Thyrad

Adrend

Brain

— . Notreatment-related alterations.
*1 : Histopathological findings (Day 70)




Summary of results (continued-11)

Generation Dam: FO Offspring: F1

De=(pgkg 0 24 12 60 300

Hamae Mde T3 n=12 n=12 n=12 n=12 n=12
gg‘g“‘r& (gl 144.4 144.0 136.1 172.9 1455
+19.3 +22.1 +28.9 +28.7 +37.6

Oy T4 n=12 n=12 n=12 n=12 n=12

(hgel) 2.82 3.16 2.80 295 2.85

+0.30 +0.66 +0.72 +0.40 +0.51

TH n=12 n=12 n=12 n=12 n=12

(gimt.) 5.98 5.66 6.21 5.12 534

+1.68 +0.72 +2.93 +0.44 +0.51

Femde T3 n=12 n=12 n=12 n=12 n=12

(gL 153.4 140.7 137.2 152.1 145.7

+16.7 +29.6 +27.2 +20.5 +18.8

FL T4 n=12 n=12 n=12 n=12 n=12

(hgeL) 2.84 3.00 294 3.15 3.04

+0.76 +0.53 +0.49 +0.70 +0.57

TH n=12 n=12 n=12 n=12 n=12

(gt 6.41 575 5.08 5.24 5.66

+1.58 +0.80 +1.04 +0.66 +2.16

MRNA Progae |AR n=6 n=6 n=6 n=6 n=6
eqresion (%) 0.1936 0.2329 0.1995 0.1697 0.2202
+0.0163 +0.0292 +0.0155 +0.0436 +0.0160

Day ) Ueus |[ERa n=6 n=6 n=6 n=6 n=6
0.2137 0.2130 0.2084 0.2224 0.2139
+0.0148 +0.0225 +0.0158 +0.0150 +0.0211

b n=6 n=6 n=6 n=6 n=6
0.0019 0.0016 0.0018 0.0061 H 0.0077 H
+0.0005 +0.0007 +0.0006 +0,0028 +0.0012

H: Sgnificartly higher then the control (p<0.05).




