


APPENDIX L 1

ORGAN WEIGHT (TWO—-YEAR STUDIES:SUMMARY), ABSOLUTE

RAT :MALE



STUDY NO. : 0065

ANTHAL ¢ RAT F344

REPORT TYPE : 41

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : MALE
UNIT: g PAGE ¢ 1
Group Name NO. of Body weisht ADRENALS TESTES HEART - LUNGS KIDNEYS
Animals

Control 43 420 46 0.076%  0.023 4,545k  1.846 1.243%  0.168 1.468+ 0,407 2,792  0.29%6

40 ppm 48 413+ 45 0.138Lf  0.347 5.145% 1.898 1.203% 0,087 1,367 0.095 2.885+  0.361

200 ppm 42 412+ 51 0.084% 0,065 4,827+  1.802 1.224+  0.085 1.380%&  0.103 3.007x  0.308%x

1000 ppm 12 369+ 23xx 0.218% 0.213 5,373+ 2.815 1.393+  0.1B1%x 1,482+ 0,123« 2.866%  0.292

Significant difference : * 1 P = 0.0 ¥t P S 0,01 Test of Dunnett

(HCLO40)

BAIS2



STUDY NO. : 0065

ANIMAL ¢ RAT F344

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of SPLEEN LIVER BRAIN
Animats
Control 43 1.334f  0.979 11.681+  2.452 2.067x 0,057
40  pem 48 1.068%  0.299 11.773%  1.3%4 2.072  0.059
200 ppm 42 1.734+  0.327xx 12.698+  1.302%x 2.076+  0.061
1000 ppm 12 12.493%  11.8156%x 14,2931+ 2.467%x 2.110%  0.045%
Significant difference ; ¥ 1 P = 0.05 ¥ 1 P = 0,01 Test of Dunnett

(HCLO40)

BAIS 2



ORGAN WEIGHT

APPENDIX L 2

(TWO—YEAR STUDIES:SUMMARY), ABSOLUTE

RAT: FEMALE



STUDY NO. : 0065
ANIMAL © RAT F344
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : FEMALE
UNIT: g PAGE ¢ 3
Graup Name NO. of Bady weight ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals

Controt 36 314t 30 0.072+  0.008 0.200%  0.533 0.933+  0.060 1.016%  0.118 2.040%  0.153

40 ppm 41 323+ 31 0.078%  0.034 0.114%t  0.017 0,957+  0.080 1.010+%  0.087 2,048+  0.170

200 ppm 38 280+  60x 0.077Lf  0.040 0,125+  0.091 0.971&  0.075 1.0484& 0,178 1,997+  0.153

1000 ppm 28 247+ 43xx 0.133=  0.277 0.506+ 1.625 1,110+ 0.143%x 1.066+  0.081¥x 2,113+ 0.170

Significant difference *x 1 P = 0.05 x* ¢ P = 0.01 Test of Dunnett

(HCL040)

BAIS2



STUDY NO. : 0065
ANIHAL  RAT F344
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Controt 38 0.791%&  0.868 7.673+  0.800 1.881% 0.036

40 ppm 41 0,685+  0.167 7.818+  0.808 1.801&  0.042

200 ppm 38 2.0801%  1.830%x 7.7685+ . 1.262 1,913+ 0.047xx

1000 ppm 28 4,302+ 4.218%x 9.047+1  1.621xx 1.956+  0.037%x

Significant difference ; ¥ 1P = 0.05 x% ! P = 0.01 Test of Dunmnett

(HCLO40)

BAIS2



APPENDIX L 3

ORGAN WEIGHT (TWO—YEAR STUDIES:SUMMARY), ABSOLUTE

MOUSE : MALE



STUDY NO. : 0066

ANINAL : MOUSE BDF1

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL. ANIMALS (104)

SEX @ MALE
UNIT: g PAGE : 1
Group Name NO. of Body weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals

Control 47 35.3% 5.0 0.007+  0.002 0.218f  0.016 0.177+  0.011 0.186%x 0.013 0.572  0.107

125 ppm 49 34.0+ 3.8 0.007&  0.002 0.218+ 0.018 0.178f  0.012 0.208+ 0.133 0.546+  0.042

500 ppm 42 34.8+ 3.9 0,007  0.001 0.227+  0.026 0.178%& 0.014 0.192+ 0.013 0.562+ 0.133

2000  ppm 38 33.5+ 3.8 0.008%  0.002 0.235+  0.039 0.206%  0.019%x 0.214+  0.014%x 0.574%+  0.052

Significant difference ; ¥x 1 P =0.05 x* 1 P < 0.01 Test of Dunnett

(HCLO40)

BAIS 2



STUDY NO. : 0066

ANINAL : MOUSE BDF1

REPORT TYPE : A1

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANINALS (104)

SEX : MALE
UNIT: g PAGE = 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 47 0.078%  0.057 1.239%  0.314 0.449+  0.017

125 ppm 49 0.083%+  0.111 1.243+  0.312 0.455+  0.015

500  ppm 42 0.072%  0.037 1.279+  0.742 0.455%t  0.018

2000 pem 38 0,133 0.159*x 1,498+ 0.445%x 0.457+  0.011

Significant difference : x P = 0.08 ¥ ! P = 0.01 Test of Dunnett

(HCLO40)

BAIS2



APPENDIX L 4

ORGAN WEIGHT (TWO—-YEAR STUDIES:SUMMARY), ABSOLUTE

MOUSE:FEMALE



STUDY NO. : 0066

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : MOUSE BDF1 SURVIVAL ANIMALS (104)

REPORT TYPE : Al

SEX : FENALE

WNIT: g PAGE : 3

Group Name NO. of Bady weight ADRENALS OVARIES HEART LUNGS KIDNEYS

Animals

Cantrol 32 27.7+ 4.4 0.010+  0.002 0.035%t 0.034 0.144x  0.024 0.227+  0.217 0.410  0.169
125 ppm 35 28.9+ 3.4 0.0094  0.001 0.061& 0,081 0.148+  0.023 0.185+  0.043 0.510x  0.689
500  ppm 35 28.8t 3.9 0.010%  0.002 0.076  0.191 0.143+  0.013 0.205%  0.044xx 0.485%  0.426
2000 ppm 28 28.8+ 3.3 0.010%  0.002 0.067x+  0.208 0.176+  0.027x 0.224%  0.034#x 0.451%  0.108%x

Significant difference : x 1 P = 0.05 *¢ 1 P = 0,01 Test of Dunnett

(HCLO40)

BAIS2



STUDY NO. : 0086 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIHAL ¢ MOUSE BDF1 SURVIVAL ANIMALS (104)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Controt 32 0,166+ 0.178 1.296%  0.799 0.456+  0.020

125  ppm 35 0.191%& 0.156 1.458%+  0.887 0.463+  0.013

500  ppm 35 0.262+ 0.376 1.273+  0.383 0.463x  0.017

2000 opm 29 0.244+  0,345% 1.688%  0.525%x 0.465+  0.018

Significant differsnce ; * 3 P = 0.05 *x 1 P £ 0.01 Test of Dumnett

(HCL040)

BAIS2






APPENDIX M 1

ORGAN WEIGHT (TWO—YEAR STUDIES:SUMMARY), RELATIVE

RAT:MALE



STUDY NO. : 0085 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL ¢ RAT F344 SURVIVAL ANIMALS (104)

REPORT TYPE : Al

SEX : MALE

UNIT: % PAGE : 1

Group Name NO. of Body weight ADRENALS TESTES HEART LUNGS KIDNEYS

Animals (g)

Control 43 420+ 48 0.018% 0.008 1.0774 0.432 0.301% 0.065 0.359% 0.139 0.673% 0.102
40 ppm 46 413+ 45 0.0374 0.105 1.243% 0.458 0.2951% 0.043 0.335% 0.043 0.712% 0.160
200  ppm 42 412+ b5l 0.021+ 0.017 1.185%+ 0.417 0.301x 0.040 0.339% 0.043 0.744+ 0.152%

1000 ppm 12 369+ 23x 0.0680L 0.059%x 1.444% 0,721 0.378% 0.043xx 0.404% 0.041xx 0.804% 0.080%x

Significant difference ; ¥ P = 0.0 1 P £ 0.01 Test of Dumnett

(HCL042)

BAIS2



STUDY NO. : 0065

ANIHAL ¢+ RAT F344

REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : MALE
UNIT: % PAGE ¢ 2
Group Name NO. of SPLEEN LIVER BRAIN
Mnimals

Control 43 0.320E 0.245 2.787+ 0.613 0.497% 0.065

40 ppm 46 0.2614 0.085 2.879% 0.417 0.508% 0.067

200 ppm 42 0.423% 0.074%x 3.114% 0.436%x 0.512+ 0.072

1000 pem 12 3.4714 3.443x%x 3.891% 0.752%x 0.575% 0.032%x

Significant difference ;

¥ 1 P = 0.05

¥ ; P = 0.01

Test of Dunnett

(HCL042)

BAIS 2



APPENDIX M 2

ORGAN WEIGHT (TWO—-YEAR STUDIES:SUMMARY), RELATIVE

RAT: FEMALE



STUDY NO. : 0065

ANTHAL © RAT F344

REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body weight ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals (g)

Control 36 314+ 30 0.023+ 0.004 0.062+ 0.159 0.300% 0,035 0.328+ 0.059 0.656% 0.085

40 ppm 41 323+ 31 0.024% 0.012 0.036L 0.006 0.288% 0.035 0.3154+ 0.037 0.637% 0.065

200 ppm 38 280t  60% 0.031% 0.027 0.047+% 0.041 0.368% 0.110%x 0.402+% 0.155%x 0.764% 0.264

1000 ppm 28 247E  43%x 0.006+ 0.115%x 0.254+ 0.910%x 0.458% 0.072%x 0.443+ 0.070%x 0.883% 0.180%x

Significant difference ; ¥ 1 P = 0.05 *% 1 P = 0,01 Test of Dunnett

(HCLO42)

BAIS2



STUDY NO. : 0085 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANTMAL : RAT F344 SURVIVAL ANIMALS (104)
REPORT TYPE : Al

SEX : FEMALE
UNIT: %

PAGE ¢ 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Cantrot 36 0.260% 0.249 2,464+ 0.331 0.605% 0.064

40 ppm 41 0.213% 0.054 2.429% 0.252 0.5%4% 0.063

200 ppm 38 0.777+ 0.722%% 2.908L 0.849%x 0.730x 0.241%x

1000 ppm 28 1.7741 1.750%x 3.688% 0.427+x 0.822% 0.180%x

Significant difference ; * 1 P = 0.05 ®* 1 P = 0.01 Test of Dunnett

(HCLO4Z)

BAIS2



APPENDIX M 3

ORGAN WEIGHT (TWO—YEAR STUDIES:SUMMARY), RELATIVE

MOUSE:MALE



STUDY NO. : 0066 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANINMAL + MOUSE BDF1 SURVIVAL ANIMALS (104)

REPORT TYPE : Al

SEX + MALE

UNIT: % PAGE : 1

Group Name NO. of Body weight ADRENALS TESTES HEART LUNGS KIDNEYS

Animals (g)

Control 47 35.3+ 5.0 0.022+ 0.008 0.831+ 0.082 0.5094+ 0,064 0.5394+ 0,088 1.658:%+ 0.453
125  ppm 49 34,0+ 3.8 0.0224 0,005 0.6484 0.086 0.5274% 0.058 0.6164 0,371 1.615+ 6.163
500 ppm 42 34.8+ 3.9 0.021% 0.005 0.657+ 0.0%4 0.516% 0.059 0.558+ 0.064 1.6364 0.487
2000 ppm 38 33.5% 3.8 0.023+ 0.005 0.708% 0.129%x 0.624% 0.088%x 0.645% 0.072%x 1.724+ 0.144%x

Significant difference ; ¥ 1 P = 0.0 ¥t 1 P = 0.01 Test of Dunnett
(HCLO42)

BAIS2



STUDY NO. : 0066

ANTHAL ¢ MOUSE BDF1 ~

REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : NALE
UNIT: % PAGE : 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 47 0.227+ 0.182 3.591+ 1.207 1.298+ 0.197

125 pem 49 0.256+ 0.389 3.695+ 1.035 1.3514 0.146

500  ppm 42 0.2084% 0.115 3.881% 2.023 1.325% 0.168

2000 ppm 38 0.397+ 0.444%x 4.498% 1.312%x 1.380% 0.148

Significant difference

¥ 1 P = 0.0b

*x 1 P

= 0.01

Test of Dunnett

(HCLo42)

BAIS2



APPENDIX M 4

ORGAN WEIGHT (TWO—-YEAR STUDIES:SUMMARY), RELATIVE

MOUSE:FEMALE



STUDY NO. : 0066

ANTHAL : MOUSE BDF1

REPORT TYPE : Al
SEX : FEMALE
UNIT: %

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANTMALS (104)

PAGE

Group Name

NO. of
Animals

Body weight
(g)

KIDNEYS

Control

125 ppm

500  ppm

2000  ppm

32

35

35

29

27.7% 4.4

28.9% 3.4

28.8% 3.9

28.8t 3.3

1.637% 0.770

1.835% 3.348

1.7464% 1.808

1.579% 0.384+x

Significant difference ;

* 1P = 0,05

¥ 1 P < 0.01 Test of Dumnett

(HCL042)

BAIS2



STUDY NO. : 0066
ANTMAL ¢ MOUSE BDF1
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (104)

SEX : FEMALE
UNIT: % PAGE @+ 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 32 0.620+ 0.662 4.859+ 3.299 1.8688% 0.327

125 ppm 35 0.669% 0.558 5.052+ 2.813 1.6264+ 0.199

500 ppm 35 0.963+ 1.439 4.476+ 1.428 1.635% 0.212

2000 ppm 29 0.819% 1.033 5.900% 1.895%x 1.833% 0.178

Significant difference ; ¥ 1 P = 0,05 x* 1 P = 0,01 Test of Dunnett

(HCLO42)

BAIS2






APPENDIX N 1

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES: SUMMARY)

RAT:MALE:DEAD AND MORIBUND ANIMALS



STUDY NO. & 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 1
Group Name Cantral 40 ppm 200 ppm 1000 ppm
No. of Animals 7 4 8
1> 2> 3 <D 1> K2 B3> & 1> 2> 8> b > 2> B L
Orean_____ Findings, @ W\ @& & ® o @ o ® & W W ® B @& W
{Integumentary system/appandage]
subcutis metastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
toCcocon o oo o oo Cn (o300
[Respiratory system)
nasal cauit deposit of hemosiderin 0 0 0 0 0 0 0 0 4 0 0 0 27 8 0 0 *x
() G ) I G ) B )] Q) B G 1) I G ) B Q)] (s0) C 00 C 0 ( O (7 (2 C 0 (0
ensinophi Lic change:olfactory epithelium 1 0 0 0 2 0 0 0 2 1 0 0 12 0 0 0
(1) C 0 ¢ o (0 (50 C 0y C ) CO® (25 (13 ( 0 ( O (s (00 (Y
eosinophilic changs:respiratory epithelium 1 0 0 0 1 0 0 0 0 0 0 0 8 0 0 0
(1) C 0 C 0) ( 0 (25) C 0) C 0 (O oo oo (o0
respiratory metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
' oo oo (oo oo (o Cco{o o (300
inflammation: foreign body 2 2 0 0 2 0 0 0 4 1 0 0 5 4 0 0
(29) (29 ( 0 (C 0 (50) C & C O C O (50 (13 ( O ( O (1) (1w o0
respiratory metaplasiatgland 3 0 0 0 2 0 0 0 0 0 0 0 ) 0 0 0
(43 C 00 C 00 C O (s0y C o) C o0 ooy (1 C o) C o) (0
trachea inflammation 0 0 0 0 0 0 0 ¢ 0 0 0 0 1 0 0 0
(oo oo (oo oo (oo (000
lung/bronch congestion 0 0 0 0 0 0 0 0 2 1 0 0 0 0 0 0
(O CoCo o ) RGN B G B G (25 (13) (. O C O (oco o o0
metastasisithyroid tumar 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo Cn Co(2s C0(Co0 (oo o0 oo oo
metastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 ¢ 0 1 0 0 0
Q) I Q) B G ) I Q) (o000 (GO R G ) B G B Q). (a0 0
Significant difference ; * 1 P = 0.0 *x ; P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 7 4 8 38
1> 2> B> b 1> 2> B D A> <2 B3 b > 2> B <&
Organ Findings ® & W W ® o ® W W ® W W M & W W
[Respiratory system]
tung/bronch interstitial penumonia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(i oo (ool (0 0 ( 0} ( 0) oo oo
branchopneumonia 0 ] 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo (oo (GO B ) B QI ) B Q)| (00 n
bronchiolar-atueolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo 0o oo (0 Co oo (0 Cn
[Hematopoietic system]
bone marrow hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(oo o0 (GO RGN B GO B Q)] CoCoCnn (&0 Cnon
leukemic cell infiltration 0 0 2 1 0 0 0 0 0 0 0 0 1 0 0 1 %%
00 (29 (19 (O C0CnoY (o Cn (oo d
increased hematopoiesis 0 0 0 0 Q 0 0 0 0 0 0 0 23 0 0 0 *
’ (GIY) B G ) I Q) B Q)] (oo (o0 (s C 03 (0 (O
nyelofibrosis ' o 0 0 o0 o 0 0 0 S o o0 1 0
ool o Cco o0 (0] 00 (o0 CoCoo 30
Lymph nods deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ocoCo (o0 oo o (oo o0 ({09
granulation 0 0 0 0 1 0 0 0 0 0 0 0 2 1 0 0
(oo (25) C 0) C 0)(C 0 (oo {nlon (300
leukemic cetl infiltration 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o1 oo (o codo0 o0 (B0 0 (oo oo
metastasisisplesn tumar 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo Conlon (00 (0 00 (0 (3o o0
Significant difference ; x 1 P = 0.08 *x 3 P = 0.01 Test of Chi Square <1>:Slight <2>:Maderate <8>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. ¢ 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND NORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 3
Graoup Name Cantrol 40 ppm 200 pom 1000 ppm
No. of Animals 7 4 8
1> 2> <& D KI> 2> K3 b 1> 2> B> B 1> 2> & b
Organ Findings w ® W ® W ® w ® ®W ® » @ ® ®
{Hematopoietic system]
spleen congestion 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(oo ol oo oo (13 (1) (0 (0 (ool
deposit of hemosiderin 1 1 0 0 0 1 2 0 1 0 0 0 0 0 0 0 *x
(1) (19 C 0 (0 (0 (25 (50 ( 0) (13 (0o (n (ool
fibrosis 0 0 0 0 0 0 0 0 2 1 1 1 0 0 0 36 =%
oo oo oo oo (25) (13) (13) (13} 0 C0 o0 (%
extramscdullary hemaiopoiesis 0 0 1 0 1 0 0 0 3 0 0 0 12 0 0 0 x
(oo o0 (28 C 0y (0 (O (3) (0 (0o (32) (000
fatty metamorphosis 0 0 0 0 0 0 0 0 2 0 0 ¢ 16 0 0 0
coco ol Co o CnCo (25) (0 ( O ( O (42) C 0) C 0 C O
capsule hyperplasia 0 0 0 0 0 0 0 0 7 1 0 0 *x 31 5 0 0 xx
(oo Coco oo (88) (13) ( 0) ( O (82) (13 ( 0 (0
[Circulatary system]
heart mineralization 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0 (1) oo Coco oo (ocoCon o (oo (o0
myocardial fibrosis 2 1 0 0 2 0 0 0 5 0 0 0 17 1 0 0
(29) (14 C 00 (50 C 0) C 0) (0 (83 C 0 C 0 (O (45) ( (00O
mineralization:artery 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(18 C 0 (0o (oo o0 (ool (oo {n oy
{Digestive system]
tongue inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
cocoCo o0 (28) C OO C O (C 0O (o0l CoCoodnn
Significant difference * 1 P =0.05 ® 1 P = 0,01 Test of Chi Sauare <1>:Slight <2>:Noderate (3 Harked <4>:Severs

(HPT150)

BAIS2



STUDY NO.  : 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-104W)

PAGE : 4

ANIMAL ¢ RAT F344
REPORT TYPE : Al

SEX © MALE
Organ, Findings

No. of Animals

200

<@
®

4>
®

<4>
&

[Digestive system]

stomach edema

mineralization

erosion: farestomach

ulcer: forestomach

hyperplasia: forestamach

erosion:glandular stomach

ulcer+glandular stomach

hyperplasiaiglandular stomach

heterotopic gland

dilated glands

Liver herniation

necrosis

40
A> @
o oW

0 0
0) 0)
0 0
0) ( 0)
0 0
0) 0)
0 0
0 ( 0)
1
( 25)
2 0
0)
0 0
0) 0)
0 0
0 ( O
0 0
0) { 0
0 0
0 ( 0)
0 0
0 (0
0 0
0 C 0 (

0)

0)

Significant difference : ¥ P = 0.0b

w1 P = 0.01 Test of Chi Sqguare

<2>:Mederate

<4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104%)
REPORT TYPE : Al :
SEX ¢ MALE PAGE: 5
Graup Name Cantrol 40 ppm 200 ppm 1000 ppn
No. of Animals 7 4 8 38
<I> 2> <3 <D > 2> <P b KI> 2> B <K& <1> K2> KB b
Organ_____ Findings M W ® O w W ® & @ W\ & o W ®» ®» ®
[Digestive system]
Liver necrosis:central 0 0 0 0 0 0 0 0 0 0 0 0 4 3 0 0
coco o (oo (oo oo (w8 0y
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo dn oy (o0 (oo o0 (000
fatty change 0 0 0 0 0 0 0 0 2 0 0 0 1 1 0 0
NG I B G)! coCo oo (28) C ) C O) ( O) (o0
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) I G 1) I G ) B Q)] (o0 (oco oo (3o oo
leukemic cell infiltration 2 1 0 0 0 0 0 0 1 0 0 0 0 1 0 0 xx
(29) (14 C O ( O (oo (o n (0300
motastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 17 2 1 0
(oo (Con o (o0 (oCcoo o0 (45) ( 8 ( 3 ( O
spongiosis hepatis 0 0 0 4} 0 0 0 0 0 0 0 0 1 0 0 0
(oo (oo oo o000 (000
bile duct hyperplasia 2 4 0 0 1 3 0 0 2 8 0 0 19 10 0 0
(29) (57) ( 0) ( O (25) (75) C O) ( 0) (25) (73) ( 0) ( O} (50) (26) ( 0) C 0)
pancreas atrophy 2 1 0 0 0 0 0 0 2 0 0 0 2 1 0 0 *
(29) (19 C ) (O (O cooln (28) ) C ) C O () (300
metastasisispleen tumar 0 0 0 0 0 0 0 0 0 0 0 0 6 11 4 0
(oco oo (OCoo0 o (oco oo (18) (29) (1) ( 0)
[Urinary system)
kidney chronic nephropathy 2 1 0 1 2 0 0 1 3 0 1 4 14 3 2 2
(29) (14) ( 0) (14) (50) ( 0) C 0) (25) (38 ( 0) (13) (50) (3 ( 8 (5 (B

Significant difference ; *: P = 0.0

xx . P = 0,01

Test of Chi Sauare <1>:Slight

<2>:Moderate

€3> Narked

<4>:Severe

(HPT150)

BAISZ



STUDY NO. & 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name Controt 40  ppm 200 ppm 1000 ppm
No. of Animals 7 4 8 38
D> 2> B> D <> 42> B> D KD LD B WD 1> L2 B W
Organ_____ Findings W w® & W @ ® & o ® & ® W @ % ® ®
{Urinary system]
kidney mineralization:cortex 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
() B QIR O 2 G ) B Q)] 0000 (oo 0 (3o » (o0
urin bladd metastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o0 Cn o 0 Co oo CoCoCnCn (0N 0
urethra hemorrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
01000 0000 (oo oo oo
inflanmation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o1 oo 0Co oo (ocoCnn (oo o0
[Endacrine system]
pituitary angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(oCcoo0 (o0 0 CoCo o0 (oo Con o0 (I oo n
cyst 1 0 0 0 0 0 0 0 3 0 0 0 6 1 0 0
(1 ool 0o (0o (3 (0000 (300
hyperplasia 2 0 0 0 0 0 0 0 2 0 0 0 7 1 0 0
(28) C 0) C O ( O 0 C oo (o0 (25) C 0) C O ( O) (B0 Cn
Rathke pouch 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo 0000 (oo o (oo
thyroid C-cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo oo OCoooln (oo Colw (000
parathyroid hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(19 C 0 C o (o0 0y ¢ 0 C 0 C 0 CoCcon o0 (oo
adrenal leukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0 (1 oo O o (oo oo CocoConon
Significant difference : * ¢ P < 0.05 * 1 P £ 0,01 Test of Chi Sauare {1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. ¢ 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Controt 40 ppm 200 ppm 1000 ppm
No. of Animals 7 4 8 38
1> 2> B3> <4 KI> 2> <3 <& > 2> B> 4L <I> K2> <3 <&
Organ Findings @ | W W @ W W M @ ® & ® ® ® & o
[Endocrine system)
adrenal hyperplasiatcortical cell 1 0 0 0 0 0 0 0 4 0 0 0 6 0 0 0
(W (oo (oo o0 (50) ( 03 C 0 (O (18y C 0 C 0 ( O
hyperplasiasmedulla 0 0 0 0 0 0 0 0 2 0 0 0 12 2 0 0
(ool oo o (o0 (25) C o) C o) (O (32) (5 (0 (0
[Reproductive system]
testis atrophy 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 *
(299 C X C 0 (O () B QRO I G ) B Q)] (oco oo oo o
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(oo (oo (V) B GO B G () I Q)] (ol
metastasis:splesn tumor 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
oo n (oo (oconCn oy (I oo
arteritis 2 0 0 0 3 0 0 0 2 0 0 0 9 1 0 0
(29 C 0 C 0 (W (13 C 0 (00 (28) (. 00 C ) C ) (26) ( 0O (0
interstitial cell hyperplasia 0 0 0 0 2 0 0 0 3 0 0 0 11 0 0 0
oo (500 C 0y C0)(C O (8 (0l (29 C 00 (00
epididymis degeneration 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
o000 (25) C 00 C o) (0 () I G ) B G B Q1)) (3o oy
metastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 3 9 1 0
(oo (ocoCo o0 (oo (8 (20 ( 3 (0
semin ves metastasisispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
(oo (oo (oo oo (o3 0l
prostate inflammation 1 1 0 0 0 0 0 0 1 0 1 0 4 1 1 0
(1) (149 C 0 C 0 (ocoCoon (13y ¢ 0) (13 ( O (I 330
Significant difference * ! P = 0.05 *x 1 P < 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAISZ



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Cantrol 40 ppm 200 ppm 1000 ppm
No. of Animals 7 4 8 38
1> 2> B> Wb <A> 2> B b 1> 2> &> <& KI> K2> B> &
Organ, Findings o w W W ® w ® W ® ® ®w 0 o W o’ W
[Reproductive system)
prostate metastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
CoCoCo o CoCoCo o 0o (s 0y
[Nervous system]
brain hyaline body 1 0 0 0 0 0 0 0 1 0 0 0 17 0 0 0
(1 000 (OCoCn (0 (ool (a8) C 00 C 0) C O
teukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) I QTS I Q) B ) (O Co (o O Co 0o (oo
metastasis:subcutis tumor 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o0 o000 (100 oo oo
spinal cord leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1 C 000 (oCcoCo o (o0 CoCo{nCn
[Special sense organs/appandage)
eye cataract 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ocodon oy (oo oo (oo Cn (3 o0l
retinal atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo coCoCcncon (oco oo (o300
keratitis 0 1 0 0 0 0 1 0 2 1 1 0 0 0 0 0
(o oo o0 (28 (0 (25) (13) {18) ( O (ool
Harder gl inflammation 0 0 0 0 0 0 0 0 1 0 0 0 15 0 0 0
(o (n (oo o0 (10 0 (3000
organization 0 0 0 0 0 0 0 0 0 0 0 0 5 0 0 0
(o0 (oo o0 (oo oo (1 000
Significant difference : ¥ i P = 0.0 %% 1 P < 0.01 Test of Chi Square <1>:Slight <2>:Moderate <(3>:Marked <4>:Severe

(HPT150)

BAIS2Z



STUDY NO. & 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : MALE PAGE: 8
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 7 4 8 38
D 2> D L D> 2> B Wb K1 2> B3> b 1> 2> KD b
Organ Findings ® W & W ® W W o ® ® B B o & ® B

[Special sense organs/appandage]

Harder gt leukemic cell infiltration

nasolacr d inflammation

{Body cavities]

0 0 0 0 0 0 0 0 0
(oo (oo (o000

i1 0 0 60 0 0 0 1 0 0
(14) (149 C 0y € 0 oo oo 0 (13 C 00

0 1t 0 0
o3 0o

0 0 0 0 *x
(oo (nln

peritoneum metastasis:ispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 6 10 2 0
cocoCn o (oo (oo oy (16) {(28) ( 8 ( 0

Significant difference ; * 1 P = 0,05 ** 1 P < 0,01 Test of Chi Sauare <{1>:Slight <2>:Moderate <8>:Harked {4>:Severe

(HIPT150) BAIS2



APPENDIX N 2

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—YEAR STUDIES: SUMMARY)

RAT:FEMALE :DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX + FEMALE PAGE + 10
Group Name Cantrol 40 ppm 200 ppm 1000 ppm
No. of Animals 14 g 12
1> @ B <> 1> 2> B> b KI> 2> B> b I> <25 <3 &4
Organ Findings ® W W W B W W W ® W W O ® ®»® W o
[Integumentary system/appandage)
subcutis abscess 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
cocoCn o CoCco oo (RO I G B Q)] (oo (o
[Respiratary system)
nasal cavit deposit of hemosiderin 0 0 0 0 0 0 0 0 7 0 0 0 xx 19 2 0 0 xx
(o0 (0ol (88 ( 00 0 ( 0 (88) ( & C 0y (0
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (o0 oo oo (o8 0oy oo
sosinophilic change:clfactory epithelium 9 2 0 0 1 0 1 0 * 3 1 0 0 10 0 0 0
(64) (14) C 0 ( O) (1) C 0y (1) € 0 (26) ( & ( 0)( 0 (45) C 0 C ) ( )
eosinaphilic changeirespiratory epithelium 2 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(1 C 0 0o oo Co (o0 (oo 0 (1 00
respiratory metaplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co oo o0l (N n coCcoCn o0
inflammation:foreion body 3 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0
(2D (D00 oz 0( o (G RO ) B Q) I Q) o500
respiratory metaplasiatgland 4 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
(28) ( 0) C 0) (0O (22) ( 0y C 0) C 0 (o CoCy (0000
nasopharynx inflammation: foreion body 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) I G 1) I G ) I Q)] (O CoCo(on (oo Cn (3000
lung/branch congestion 3 0 0 0 5 0 0 0 5 0 0 0 8 0 0 0
(2D C” (86) € 0) C 0 (0 (42) C 03 C ) ( O (38) C 0000
granutation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (oo ln (oo Q) I G 1) B Q) I Q)
Significant differsnce ¥ P S 0,05 ® 1 P < 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



STUDY NO. @ 0065
ANINAL ¢+ RAT F344
REPORT TYPE : Al

SEX : FEMALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-104W)

PAGE : 11
Group Name Control 40  ppm 200 ppm 1000 ppm
No. of Animals 14 g 12 22
1> K> B> b I 2> B <& KI> <K2> <& <& 1> 2> <& <4
Organ Findings M w w W @ o & o @ & ® W ® & &
[Respiratory system]
Lung/bronch leukemic cell infiltration 2 0 0 0 0 0 0 0 4 0 0 0 0 0 0 0
(1) C 0y C 0 (0 oo oo (s (000 0 Co oo
metastasisispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0 0
Coco oo oo cCocoCon 95 0o
metastasis:retroperitoneum tumor 0 1 0 0 i} 0 0 0 0 0 0 0 0 0 0 0
codn oo coconCon (oo Conn Oy
interstitial penumania 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(19009 oo oo oo gCoCo o0
bronchopneumonia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
oo oo (oo o0 Co{0Co o0 00 s (o0
[Hematopaietic system)
bone marTow atrophy 0 0 0 0 2 0 1 0 0 0 0 0 0 0 0 0
(oo lon (22) C ) (1) (O (ocoCnn 0OCoCo o0
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo CoCo oo (8o on o 0o (0o
leukemic cell infiltration 0 1 2 2 0 0 0 0 0 3 0 0 0 0 0 0 *
0N (14 (19 CoCco oo (o2 (00 0o oo
increased hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo (oo oo tocoCn oy oo
Lymph node deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
o (0o (O Ccoco (o0 oo ey oo
granulation 0 0 0 0 1 0 0 0 0 1 0 0 1 0 0 0
(oo ln (1) ¢ 0 C 0 ¢ 0) (0800 5 (. o) (0 (0
Significant difference ; * 1 P = 0.05 ** 1 P = 0,01 Test of Chi Sauars <1>:S8light <2>:¥oderate (3> Harked {4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 12
Group Name Cantrol 40 ppm 200 ppm 1000  ppm
No. of Animals 14 9 12 22
> @ & L > 2> & b 1> 2> & W 1> 2> B> <8
Organ Findings & @® W W @ W ® W & ® W ® @ o W @
[Hematopoistic system)
Lymph node leukemic cell infiltration 3 1 0 0 0 0 0 0 2 2 0 0 0 0 0 0 *
(2 ¢ C o (0 o oo o (1) (11 C 0 ¢ 0 Coco o0
metastasis:splesn tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Co oo (GG ) B G ) B Q)] (oo n (o5 (0
spleen congestion 0 0 0 0 0 0 0 0 v} 0 0 0 5 0 0 0
(o0 oo oo cocoCnCon (23 o0
deposit of hemosiderin 3 0 0 0 1 0 3 0 2 0 0 0 0 0 0 0
(zDCO OO (1) C 0 (33 (o (oo O B ) B G B Q)]
Tibrosis ' 2 0 0 0 0 0 0 0 2 0 0 0 1 5 0 14 *x
(14 C 0o (o0 o0 (oo lo (8 (23) ( 0) (64)
extramedutlary hematopoiesis 2 0 1 0 1 0 1 0 2 1 2 0 5 0 1 0
(1 0 7 0 (1) ¢ 0 (1) ¢ 0 (1 (8 (11 (0 (20 (5 (0
capsule hyperplasia 0 0 0 0 0 0 0 0 7 0 0 0 xx 13 6 0 0 xx
(oo (G B G 1) I G ) B V)] (s8)y C0) (o) (O (89) (273 ( ) ( 0)
[Circulatary system]
heart thrombus 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(149 C o) C 0 (0 (oo ) B GIE 1) I QR B Q)] oo 0o
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo co-coco o ORI GE) GN ) I Q)] (00l
leukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
C{nCo (oo o Coo0 (o0 (oo
metastasisispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (oo (o0 (000
Sionificant difference : ¥ 1P = 0.06 xx I P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <{3>:Narked {4>:Severe

(HPT150) BALISZ



STUDY NO.  : 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104H)
REPORT TYPE : Al
SEX : FENALE PAGE : 13
Group Name Cantrol 40  ppm 200 ppm 1000 ppm
No. of Animals 14 9 12 22
D> 2> B3 WD > (2> B> b 1> 2> B3> Wb D> 2> B3> D
Organ Findings B & B W W ® W W ® W o’ W W & W WM
[Circulatory system]
heart myocardial fibrosis 6 0 0 0 4 0 0 0 6 0 0 0 8 0 0 0
(43) C 0y C 0 ( 0 (40) C 00 C 0) C 0 (50) C 0 C 0 (O (36 C (000
mineralization:artery 0 0 Y 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCoCo o oo oo coconCnCon (5o o
[Digestive system]
‘tongue inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo Cococon o (oo 0 (oo
mineralization:artery 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o Co oo (0 Cnn CocoCnn (8 C0Co 0
stomach mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (OCn 00 COCo o0 (G B G B G B )]
basal cell hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oencoCon (oCnCon (o0l Cn (ool
leukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Co(ninCon oo o (oo (o0 n
ulcer:forestomach 1 0 2 0 0 1 0 0 0 0 0 0 2 2 0 0
(D0 (19 o 01y oo (oo oo (000
hyperplasia: forestomach 4 2 1 0 2 2 0 0 3 1 0 0 1 1 0 0 *
(29) (149 ¢ 7 (0 (22) (22) C 0) ( 0) (25) ( 8 (C O (O (5 (5 0o
erasion:glandular stomach 3 0 0 0 1 0 0 0 3 0 0 0 5 1 0 0
(21 € 0 C 0 C 0 (I o oo (28) ( ) C O) C O} (23 (8 C 0 (o0
ulcer:glandular stomach 1 0 0 0 1 1 0 0 1 0 0 0 0 0 0 0
(DO ln (1) 1y € 0 0 (8000 (o0 (n
Significant difference ; * 1 P = 0.05 ¥ 1 P = 0,01 Test of Chi Square <1>:Stight <2>:MHoderate <3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 14
Group Name Control 40  pem 200  ppm 1000  ppm
No. of Animals 14 9 12
D 2> B W D> K> B b K> <2 B> WD K> (2> B3> D
Organ__ Findings ® & @ W ® & B W @ W & @ & ® O
[Digestive system]
stomach dilated glands 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(D0l n 0o (a0 lon (o ool
smatl intes Leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(ool (o0 (RO G ) I G B QR oo Co o
large intes inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 ¢ 0 0
o cocoCon iy coy o (o cocoCon o0 o0 oo
Liver herniation 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(D0 (22 C 00 C 0) (0 (oconConCn (oo
peliosis-like lesion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo (GO RGN ) B G ) IR Q)] COCoCo o0 (80 Co o0
necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo oo (o0 (oCoCo o (oo 0
necrosis:central 0 0 0 0 0 0 0 0 0 1 0 0 4 0 1 0
(oo cocoCoo (o0 (o800 (18 s 0
necrosis:focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do o0 (o0 (o0 oo 0o (o0 Cn
collapse 5 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0 *
() (0 C 0 (0 (ocoCoco (25) C ) (0 ( 0 (oo
fatty change 0 0 2 0 2 0 0 0 0 0 0 0 1 0 0 0
C0Co (o (22 (00w cocodo o (o0 (o0
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
() I Q) B G ) B )] O Coco (o (o coCo 9 Co oo
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Do (oo o0 ) B GIE) B Q) B Q) (oo
Significant difference ; ¥ 1P = 0,05 ¥ ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:Noderate <3>:Narked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX i FEMALE PAGE ¢ 15
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 14 g 12 22
1> @ < W > 2> K WD D> 2> B> L K> 2> B> WD
orean Findings @ ® ® ® @ ® ® ® W @ ® ® ® @ ®
[Digestive system]
Liver leukemic cell infiltration 5 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0 *
(3) (o) C o0 (oo (28) C o) C 0) C O cocodon 0
metastasisispleen tumar 0 0 0 0 0 0 0 0 0 0 0 0 10 1 0 0 xx
Coco 0oy o000 o o000 (45) ( 5 C 0 C O
basophilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0l (i o oo (oo Cn (oo Cn o0
vacuolated cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo Con (1 oo (o0 oy (ocoCon o0
bile duct hyperplasia 1 0 0 0 1 0 0 0 2 0 0 0 2 0 0 0
(oo Cn (i o Co o (mco oo (0000
pancreas atrophy 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 oo oo G RGN ) B G ) B Q)] (oo Cy
necrosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCnD o0 ool O CCo0 (o0 (oo o0
leukemic cell infiltration 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (oo Q) B G 1) I G ) B Q) (0o
metastasisispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 5 2 0 0
oo oo oo 0o (oo (e (00
{Urinary system)
kidney deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o {0Co o0 (o {00 o Q) B G 1) I Q) B Q)] (8o (0o
chrenic nephropathy 4 1 1 0 3 2 1 0 3 1 0 0 5 0 1 2
(299 ( D (D0 (383 (22) (1) ( O (23 (800 (23 (0 (B ({9
Sionificant difference *x 1 P < 0.05 xk @ P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>: Harked {4>:Severe

(HPT150) BAIS2



STUDY NO.  : 0085

HISTOLOGICAL FINDINGS : NON-NEOPLASTIGC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 16
Group Name Control 40 ppm 200 ppm 1000 pem
No. of Animals 14 g 12 22
K> 2> B3 D D K2 B WL K> 2> B D > <2 B> b
Orean Findines ® ® ®» o ®w ® ® ® ® ® ® ® ® ® ® ®
[Urimary system]
kidney papillary necrosis 0 0 0 0 1 0. 0 0 0 0 0 0 0 0 0 0
: (oco o0 (i oo (o o0 o CoCo o0
mineralization:cortex 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (I Co o 0o o0 (oo lon
uin bladd inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co oo (oo oo (0o (o0 n
[Endocrine system]
pituitary angiectasis 4 0 0 0 0 0 0 0 1 1 0 0 1 0 0 0
(299 C o) C ) C O} (oo o (8 (nlon (e o0 n
cyst 7 0 0 0 2 0 0 0 4 0 0 0 8 0 0 0
(50) ( 0) C 0 (0 (22 C 000 (0 (33 C (00 (3) (0 (0o
hyperplasia 2 0 0 0 1 0 0 0 1 0 0 0 2 0 ¢ 0
(1 oo (o (iy coy oo (0N on (000
thyroid leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D0 (oo lon Coco oo (oo Cn
C-cell hyperplasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (ocoaConon (G-I Q) B QIR ) B Q)| (o000
parathyraoid cystic change 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oCconco oo (o coCn o (8 o0 lo (oco oo
adrenal hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
coco oo coco oo oo (o800
pelicsis-like lesion 7 2 0 0 7 1 0 0 4 2 0 0 10 2 0 0
(80) (14 ¢ 0 C 0) (78) (1) C 0) ( O (33) (11 ¢ 0 (O () ( 9 (0 (0
Significant difference : ¥ 1 P = 0,06 ** 1 P = 0,01 Test of Chi Sauare <1>:Slight <2>:¥oderate 3> Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Graup Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 14 9 12
KI> 2> B b 1> 2> 3 (b 1> 2> < & 1> 2> 3> b
Organ Findings @ W ®» W M W @ M @ ® ® O @ o ® ®
[Endacrine system]
adrenal fatty change 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do (o (oo o0 (ool (o co{o
leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCconCo o (ocoCo o (8 oo (o0 oo o
metastasis:spleen tumar 0 ¢ 0 0 0 0 0 0 0 0 0 0 2 1 0 0
ool oo oo (oo o0 (9ol
hyperplasiaicortical cell 3 0 0 0 0 0 0 0 1 0 0 0 8 0 0 0
(21) C 0 C 0 C 0 o {0Cn o0 (0 n (36) (00 (00
hyperplasiaimedul La 6 0 0 0 1 0 0 0 0 0 0 0 * 8 1 0 0
(43 C 00 C 0 (0 (i) C 0 C o (0 (oo (o0 (3) (5 (0 (0
[Reproductive system)
ovary cyst 0 Q 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo oy (oo oo (800 (o0
uterus dilatation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o0 (oo 0 (oo ln (s oo (o
leukemic cell infiltration 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(nn oo oo oo (ool (oo lnlon
cystic endametrial hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
oo oo coco oo (800 lon (900
vagina inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do o (oo o CoCo o0 (o0l
leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do oo (o Co oo o0y (o0
Significant difference ; ¥ 1 P = 0.05 x> P = 0.01 Test of Chi Square <1>:Slisht <2>:Hoderate (3> Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO, & 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 14 9 12 22
1> 2> B> b KI> 2> 8> b 1> 2> <8 b 1> <25 & b
Organ___ Findings M & & o ® ® @® o ® ® ’ & ® B ® &
[Reproductive system]
vagina epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D0 (oo (o0 OB GI) I QR B Q)] (oo (y
prep/cli gl cyst 0 0 0 0 ‘ 0 0 0 0 1 0 0 0 0 0 0 0

[Neruous system)

brain hemorrhage 1 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(Do (22 C 0 C ) C 0 (1m0 o0 (8 000
necrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo o000 (oCoCn o oo o0
hyaline body 7 0 0 0 4 0 0 0 2 0 0 0 10 0 0 0
(50) ( 0 C 0) (0 (40 C 0y C 0) C ©) (1 0 ¢ 0 (4) C OO C 0 (0
teukemic cell infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo oo o0l o8 oo () IO B G B Q)]
metastasisipituitary tumar 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ool oo o (oo s 0y
metastasis:nasal tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 (oo (oo (oo C0n o
spinal cord leukemic cell infiltration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oo on (00 ln (ocolon
[Special sense organs/appandage]
eys cataract 2 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(1) o oo (I o0 COco o0 o0 (o300
Significant difference x 1 P = 0.0 xx 1 P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe
(HPT150)

BAISZ



STUDY NO, s 0085 HISTOLOGICAL FINDINGS : NON-NEOPLASTIG LESIONS (SUMMARY)
ANIMAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 19
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 9 12
1> <2 3> <& > @ 3 b <12 2> K3 <& K> K2 B> L
Organ Findings m o | W @ o ® O & ® & W B W ® W
[Special sense organs/appandage]
sye retinal atrophy 0 1 0 0 0 1 0 0 0 0 0 0 0 0 1 0
(o{non (ocmco o oo (o Cols5 0
keratitis 0 1 0 0 1 2 0 0 0 0 0 0 1 1 0 0
(D0 (o0 (i) 22y ¢ 0 ( 0 CoCco o o0 (85 » o0
Harder gl degeneration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O o cococo (o oo oo (5000
inflammation 0 1 0 0 0 0 0 0 1 0 0 0 5 0 0 0
CoCn oo (oo Q)R QI ) B G ) B Q) (23 C 0 C 0 (O
organization 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo oo (OCoCn(» Q) B G I Q) IR Q)] (a0 n
leukemic csll infiltration 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo Q) B G () B Q) B Q) (000 (000
metastasisizymbal gland tumor 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo oy oo (ocoCon oy Q) I G ) B Q) B V)
nasolacr d inflammation 2 3 0 0 2 2 0 0 1 0 0 0 2 0 0 0
(1) (200 C ) (. ® (22) (22 C ) ( ® (oo (0o
[Musculoskeletal system]
bons osteosclerosis 2 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(149 C 0 C 0 ( 0) (22 (0 oo (oo oo (oo 0o
[Bady cavities]
per i toneum leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 (ocoCn o0 (oo (oo (on
Significant difference ; *: P = 0.0 *x ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAISZ



STUDY NO. & 0085 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
1000 ppm
No. of Animals 22
<1> > 2> 3B 4L
Organ, Findings % ® & & W
{Body cavities]
peritoneum metastasis:spleen tumar 0 0 0 0 0 0 0 0 0 0 0 0 5 3 1 0
(GO RGN ) B QI G (oo (o oo (23 (140 ( 8 (0
adipose abscess 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo Con oo (o0l (OCn o0
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo S I 1) B Q) B G QI I G ) I G ) B Q)| oo ln
Sionificant difference x P = 0,00 ¥ 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Yoderate 3> Marked <4>:Severe

(HPT150) , BAISZ



APPENDIX N 3

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

RAT :MALE:SACRIFICED ANIMALS



STUDY NO.  : 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Controt 40 ppm 200 ppm 1000 ppm
No. of Animals 43 46 42
> <@ B> L 1> 2> <& b 1> @ & b 1> 2> K3 b
Organ, Findings & o’ ®m @ ® & @ o w B W @ @ & ® ®
[Integumentary system/appandags]
skin/app inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo o (o 2000 (oo 0o
subcutis abscess 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o000 (20000 (G B B GO B Q)] (oo o
epidermal cyst 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(22000 2000 ooy (oo fnlon
[Respiratary system]
nasal cavit deposit of hemasiderin 0 0 0 0 2 0 0 0 38 0 0 0 *x 6 6 0 0 *x
oo o (oo (g C 000 (80) (50) C 0 ( 0
eosinophilic change:olfactary epithelium 27 0 0 0 31 10 1 0 *x 23 3 0 0 6 0 0 0
(83) ( ) C O ( 0 (67 (22 ( 2) (O (8) ( D0 (0 (80) ¢ 0 C ) C O
eosinophilic change:reshira‘tory epithelium 4 0 0 0 12 0 0 0 5 0 0 0 0 0 0 0
(a0 o0 (28) C ) C O) C O (1 0 0 Coco o0
respiratory metaplasia 3 0 0 0 3 1 0 0 4 0 0 0 0 0 0 0
(Do (D200 (100 C 0 C 0) (0 CoCco (o0
inflammation: foreign body 14 8 0 0 11 10 1 0 8 6 0 0 2 0 0 0
(33) (18) C 0 ( 0 (24) (22) ( 2) (. O (19 (1) 000 (I 000
respiratory metaplasiatgland 14 0 0 0 g 0 0 0 8 0 0 0 2 0 0 0
(3) (0 C 0 (0 (200 C OO C O (O (00 n (o0
nasopharynx inflammation: foreion body 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
CocoCodon a0 0) CoCo oo CoCo0 0 (0
tung/bronch osseous metaplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(220000 220000 cCoco oo (o0
Significant difference ¥ 1 P = 0.05 %% ¢ P £ 0.0 Test of Chi Square <1>:Slight <2>:Noderate <3>:Harked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE ;5 Al
SEX o MALE PAGE : 2
Group Name Cantrol 40  ppm 200 ppm 1000 ppm
No. of Animals 43 46 42
1> 2> K3 WD K> <2 B3> D 1> 2> <3 Wb > 2> B WD
Organ Findings @ ® @& o @& & & o @ & @ O @ & ® W
[Respiratory system]
lung/bronch metastasis:thyroid tumor 0 0 0 0 0 6 0 0 1 0 0 0 0 0 0 0
(oo 00000 (200000 Coco oo
metastasis:mammary gland tumar 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o ca0 o0 OO0l o CoCco o o0 (o0
metastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo OCo Lol (oo o0 (a0 n
accumulation of foamy cells 0 0 0 0 1 0 0 ¢ 0 0 0 0 0 0 0 0
(oo o0 20 0o ) B QR I Q) B ) CoOCoCn o0
bronchiolar-alueolar cell hyperplasia 3 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(D00 4 0o (o0 (oo o (3o oy
{Hematopaietic system]
" bone marrow hemorrhage 2 1 0 0 4 0 0 0 4 1 0 0 1 0 0 0
(220000 9 ool (100 ¢ 20 C 0) C O) (0o
granulation 0 1 0 0 0 1 0 0 2 0 0 0 0 0 0 0
(o200 0 C2 (00 (8000 (oo (n {0
leukemic cell infiltration 1 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0
(22002 oo (o0 (oo o (oo o
increased hematopgiesis 0 0 0 0 0 0 0 0 0 0 0 0 8 0 0 0 *x
o oo o0 0O Co 0o (ocoConn (87) ( 0 C 0) (0
Lymph node ectasia of sinus 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(220000 2000 (ool (00
granulation 8 3 0 0 2 1 0 0 % 7 10 1 0 4 4 0 0 *
(199 (oo 42000 (1 (248 (2 (0 (33) (33 (0 (0
Significant difference ; * 1 P = 0.06 *x ¢ P = 0.01 Test of Chi Square <1>:Slight <2>:Yoderate (3> Harked <4>:Severe

(IPT150)

BAIS2



STUDY NO.  : 0085 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 43 46 42 12
1> 2> 3> <& 1> 2> B> b 1> <> B b 1> 2> <3 4L
Organ_____ Findings @ & ’ O @ & & W ® ® & & @ ® ® ®
{Hematopoietic system]
Lymeh node leukemic cell infiltration 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(220000 (200000 (oo oo oo oo
metastasis:splesn tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo oo oo oo o0l (8000
Lymehadenitis 0 0 0 0 o 0 0 0 1 0 0 o o 0 0 0
cocoCo o0 (00 (20000 ool
thymus cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a0 oo (oo (ool (oo oo
splesn cangestion 0 0 0 0 0 0 0 0 8 0 0 0 *x 0 0 0 0
(o000 oo (1 o0y (ool
deposit of hemosiderin 2 0 0 0 2 0 0 0 4 1 0 0 0 0 0 0
(58 000 (oo (100 C 20 ( 0 oo
Tibrosis 0 0 0 0 1 0 ¢ 0 14 11 g 1 %% 0 0 0 11 *»x
coco o (2000000 (33) (26) (21) ( 2 (00 (o0 (9w
extramedullary hematopoiesis 0 1 2 0 2 0 1 0 14 1 0 0 *x 1 0 0 0
o280 (oo 20 (a3 (200 (8 oo o
fatty metamorphosis 0 0 0 0 0 0 0 0 11 1 0 0 *x 8 0 0 0 *x
oo oo (o0l (28) ( 2 C 0 (O (6D C 0 (00
fotlicular hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCoCon 2o oo (oo oo oo
capsule hyperplasia 0 0 0 0 0 0 0 0 34 1 0 0 *% 0 0 xx

[Circulatory system]

heart thrombus

1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200 C0o0 oo o (oo oo (ool
Significant difference : * 1 P = 0.05 *% 1 P = 0,01 Test of Chi Sauare <{1>:Slight <2>:Hoderate <3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Contral 40 ppm 200 ppm 1000 ppm
No. of Animals 43 46 42
1> 2> B> <D <I> 2> <3 <D 1> 2> <3 b 1> 2> <3 <D
Organ, Findings @ & w W ® ® ® W ® % ® O @ o & W
[Circulatary system]
heart metastasisisubcutis tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200C0C0 (oo toco o0 oo oo
metastasisimuscle tumar 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20000 oo oo (OO B RGO B Q)] CoCo oo
myacardial fibrosis 31 4 0 0 32 2 0 0 23 1 0 0 % 9 0 0 0
(720 C 9 (0 (70) C & (0 (0 (85 ( 20 C 0) (O (7) ( 0 (0 (0
[Digestiue system]
tongue arteritis 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
oo oo (o0 (20000 (oo
stomach atrophy 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 Cn oo oo o oo o (ool
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCco 0o 20000 (oo (G B Q) B Q) B )]
sosinophilic granuloma 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo c22000C0 (00 (o0 (0 (oco o0
inflammatory polyp 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(QRD I G B Q) B Q) oo o (O RGN ) B Q) IR Q) (G B G B G ) B Q)]
hyperplasia: forestomach 1 0 0 0 2 1 0 0 0 1 0 0 0 0 0 0
a0 oo (2000 o200 (OB G) B ) B Q)]
edema+ forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (a0 n (oco oo (GO B G B G ) B G )]
erosion:glandular stomach 1 0 0 0 8 0 0 0 7 0 0 0 1 0 0 0
(2200000 (130 o (o0 oo o 8y co o (o0
Significant difference ; ¥ 1 P = 0.05 * 3 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.
ANINAL
REPORT TYPE :

¢ 0065
¢ RAT F344

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (104W)

SEX » MALE PAGE : 5
Graup Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 43 48 42 12
<> 2> & b 1> 2> B3 L 1> 2> <3 <4 1> 2> <3 <&
Organ Findings @ & & O @ o & W @ o o’ O ® & ® O
{Digestive system]
stomach ulcer:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200 (o0 000 o) CoCoCnCon oo o0
ectopiatglandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo 2) 000 (oo 000 (o0
dilated glands 1 0 0 0 2 0 0 0 0o 0 0 0 2 0 0 0
20 Co0Con 4400 o0 Q) B GI ) J G B Moo
Liver herniation 3 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(D0 H 0o (oo n 000 (o0
peliosis-like lesion 1 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
200000 700 (o0 oo 00 oo
necrosis:central 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a0 oo 0Co oo (oo o0 0 (000
vacuolic change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o0 2y C o0 (o0 CocoCo (o0 0 Co oo
fatty change 3 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(D00 2) (0 (0 (0 (20 Co o 0 (000
cyst 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(220000 2 0ol (220000 0 Co oo
granulation 6 1 0 0 0 0 0 0 x 3 0 1 0 0 0 0 0
(19 (20 0 Co oo (020 0o oo
hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo o0 2) 000 (20000 0O C0 o0
leukemic cell infiliration 1 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(202000 2000 toconCo oy 0y o0 (o
Significant difference * 1 P = 0,05 x ¢ P = 0.01 Test of Chi Sauare <{1>:Slight <2>:Moderate <3>:Marked <4>ZSeueré

(HPT150)

BAIS2



STUDY NO. & 0085 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 - SACRIFICED ANTMALS (104W)
REPORT TYPE : Al
SEX : MALE PAGE: 6
Group Name Cantrol 40  ppm 200 ppm 1000  ppm
No. of Animals 43 46 42 12
KI> <> 3> Wb KI> 2> <3 <D K> <2 B> WL D> <2 B b
Organ____ Findings @ & & o @ ® ® O @ o ® o w ® ® W
[Digestive system]
Liver metastasis:splesn tumor 0 0 0 0 0 0 0 0 0 0 0 0 3 0 1 0 *x
oo oo Co oo o oo (25) C 0) ( 8 (O
clear cell focus 1 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
2000 (o0 (200 C0 (o0 (D00 (o CoCnCon
basophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OCCCn Coco o0 coCo oo (80 n o0
vacuolated cell focus 2 0 0 0 1 0 0 0 0 0 0 4} 0 0 0 0
(800w 2000 oo (o0 (oo (onlon
mixed cell focus 1 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
200 (o (oo o0 (8000 oo o0
spongiosis hepatis 10 0 0 0 3 0 0 0 5 0 0 0 2 0 0 0
(23 C o (00 (DO (12200 (1m0
bile duct hyperplasia 15 28 0 0 13 32 0 0 16 26 0 0 4 8 0 0
(3) (85 ( 0) (0 (28) (700 C 0) ( 0 (38 (862 ( 0) ( 0 (33) (67 ( O) ( O
pancreas atrophy 3 1 0 0 7 2 0 0 7 0 0 0 3 0 0 0
(D200 (1) ( 4 C0 (0 (i oo (25) C 0y C o) C O
metastasis:splesn tumor 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 2 0 0
(oo (0w (oo on (om0
[Urinary system]
kidney leukemic cetl infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oc22000C0® Q) I Q) B G ) B Q) Co oo (o000
chronic nephropathy 4 13 18 9 3 5 26 12 2 g 18 13 1 3 6 2
(9 (30 (31 (21) (7 (1) (57) (28) ( 5) (21) (43) (3D ( 8 (28 (580) (17)
Significant difference ¥ 1P = 0.05 = ;P S 0,01 Test of Chi Square <I>:Slight {2>:¥oderate (3> Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0085

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Control 40  ppm 200 ppm 1000 ppm
No. of Animals 43 46 42
A> <@ B b KI> 2> B> D 1> 2> B <& A> 2> D L
orean Findinss ®w ® ® ® ®w ® ® ® @ ® ® ® @ ® ® o
[Endocrine system]
pituitary angiectasis 4 0 0 0 2 0 0 0 8 0 0 0 1 0 0 0
() IO B G ) IR Q) (9wl (oo o0 (ool
cyst 4 0 0 0 8 0 0 0 4 0 0 0 1 0 0 0
Co oo (1 C 0 Co (0 (1) C 00 C 0 (O (8000
hyperplasia 16 1 0 0 14 1 0 0 17 1 0 0 4 0 0 0
(s 2200 (30) C 2y C 6 C O (40) C 20 C 0) C O (s (0 00
Rathke pouch 1 0 0 0 5 1 0 0 3 0 0 0 0 0 0 0
2000 (i 2y 0o (D000 (oo o (o
gliosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (on oo o0 (20000 (00
thyroid congestion 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o oo o (20 (o 0) coco oo coCow 0) 0
ultimibranchial body remant 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(0000 (oo ooy (oo (o0
C-cell hyperplasia 3 0 0 0 8 3 0 0 8 1 0 0 1 0 0 0
(Do (1B D00 (12200 (aco oo
focal follicular cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (O Co oo oo o oo 0
adrenal peliosis-like lesion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o0 0o CoCco oo Q) I G ) B Q) B Q1)) (O Co o (0
metastasis:spleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (o0 (ocoCn o (a0
hyperplasiatcortical cell 11 0 0 0 9 0 0 0 11 1 0 0 1 0 0 0
(28) C ) CO)( O (200 ¢ ) C 0 0) (26) C 2) ( 0) ( © 80 0} 0)
Significant difference ; ¥ P = 0.00 x% 1 P = 0,01 Test of Chi Square - <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0065 HISTOLOGICAL FINDINGS ¢ NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 8
Group Name Control 40  ppm 200 ppm 1000  ppm
No. of Animals 43 . 46 42 12
1> 2> (3 4> 1> 2> <& b 1> 2> <& <& 1> 2> B3> b
Organ Findings @ ® & o ® o @ O @ W W W ® B ® W
[Endacrine system)
adrenal hyperplasia:medulla 9 2 0 0 22 4 0 0 * 9 3 0 0 1 1 0 0
(21 ( 8 C 0 (0 (48) ( & C 0) (0 (2 (D C 00 (800
[Reproductive system]
testis atrophy 3 0 0 0 1 2 0 0 2 0 0 0 1 0 0 0
(oo (o0 (2o o0 (5 oo (o (80l
mineralization 1 0 0 0 3 1 0 0 2 0 0 0 0 0 0 0
(2a200C0Co0 (2000 (oo o (oco o
arteritis 16 10 0 0 18 5 1 0 15 8 0 0 5 3 1 0
(37) (23 C 0) (0 (39) (1) C 2 ( 0 (3) (18) ( 0) (O (42) (28) ( & ( O
interstitial cell hyperplasia 5 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(12 C 0y o0 (20000 (8 000 tocoCon oy
epididymis degeneration 5 0 0 0 g 1 0 0 5 2 0 0 2 0 0 0
(12 C 0o (o (200 C 20 C 0 (0O (12 ( 8 (. 0 (0 (i o 00
metastasisispleen tumar 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0 *
cocoCon o coCco o0 (o0 ool ({00
prostate degeneration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o0 (220000 (QIEV B G B G 1) B Q)| ) B B G B Q)]
inflammation g 2 1 0 7 5 0 0 10 3 0 0 3 0 0 0
(21) ( 8 ( 2) ( 0) (15) (1) C 0 C 0) (2) (D C 0 (O (28) C ) C o) (C 0)
hyperplasia 1 2 0 0 6 0 0 0 4 0 0 0 0 0 0 0
(28 00 (oo (w0 (GO R ) B G B Q)]
metastasisispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo Con (oo (oo n (8 (o0
Significant difference ; ¥ 1 P = 0,05 ¥ 1 P = 0,01 Test of Chi Squarse <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BALIS2



STUDY NO.  : 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Cantrol 40  ppm 200 ppm 1000 ppm
No. of Animals 43 46 42
1> K> 3 D 1> @ <& b A> 2> & Wb <I> K2> B3> L
Organ___ Findings & ® & o @ ® & W @ ® W o @ B @® @
{Repraductive system]
mammary gl cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 C0Co0 0o o0 (O BIGE ) B G) BE Q) (o000
prep/cli sl cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 Cn o0 CoCoCn o0 (220000 oo oo
[Nervous system]
brain hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo 20000 0) (oo o0 00
hyaline body 28 ¢ 0 0 27 0 0 0 28 0 0 0 9 0 0 0
(85) ( 0 C 0) (0 (89) C 0 C0) (O (67 C 0 (0O (0 (1 C (o0
degeneration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
COCo oo oo 0) () B G ) B Q) B G ) 8 (0 00
[Special serse organs/appandags]
eys cataract 1 0 0 0 0 1 0 0 2 0 0 0 2 0 0 0
220000 o200 (o0 (s o0 o0 (1m0l
retinal atroshy 0 2 0 0 1 1 0 0 1 3 0 0 1 3 0 0 x
0500 (2202000 (220(nDC0C0 (8 () (00
keratitis 0 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
oo oo (00 (0 Cnln (oo o
Harder gt degeneration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
coco oo 200 C0 (o0 (o0 (oo o
inflammation 0 0 0 0 3 0 0 0 3 0 0 0 5 0 0 0 *x
oo o0 (DCoCn (0 (nCco oo (42 C 000
Significant difference ; xx 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 10
Group Name Control 40 ppm. 200 ppm 1000 ppm
Nao. of Animals 43 46 42 12
KI> 2> & b A> 2> B> &b O <@ B b 1> 2> B b
Organ Findings @ o % W @ @ @& & ® & W o @ o @& ®
[Special sense organs/appandags]
Harder gl leukemic cell infiltration 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
20000 (o200 (oo oo
[Musculoskeletal system]
muscle necrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo oo (o200 C0 (oo ol (oo
metastasisisubcutis tumor 1 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
(20000 o000 oo [GEED B ) B G ) I Q)
[Body cavities]
peritoneum metastasisispleen tumor 0 0 ¢ 0 0 0 0 0 0 0 0 0 2 1 0 0 *x
(oo (oo o0 (oo o (1 8 {00
adipose granulation 3 0 0 0 5 0 0 0 4 0 0 0 0 0 0 0
(Do (i oo (1w o oo oo oo
epidermal cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (22000000 cocoCn oo (G I G B G ) B Q)]
Significant difference ¥ 1 P = 0.05 w P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate (3> Marked <4>:Severe
(HPT150)

BAIS2



APPENDIX N 4

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

RAT: FEMALE: SACRIFICED ANIMALS



STUDY NO. & 0065

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢+ 11
Group Name Control 40  ppm 200 ppm 1000 ppm
No. of Animals 36 41 38 28
A> 2> B Wb > 2> & b > 2> KB Wb A> 2> & Wb
Organ Findings @ ® & o @ & W W @ B 6 W m ® ® W
[Integumentary system/appandage]
subcutis abscess 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (on oo oo (3 Cnln (oo oo
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo CoOCoCo o0 () B QI B G ) I Q) (00
{Respiratory system]
nasal cauit deposit of hemosiderin 0 0 0 0 5 0 0 0 34 2 0 0 *x 17 11 0 0 *x
(oo (12000 (8) ( B (0 (0 (81) (39 ( O (0
eosinophilic changsiolfactory epithelium 21 14 0 0 29 7 2 0 23 7 1 0 * 20 1 0 0 *x
(58) (39 ( 0) (O (7 (17) ¢ 8) ( 0 (61 (18 ( 3 ( 0 (T (00
eosinophilic changeirespiratory epithelium 15 0 0 0 7 0 0 0 * 4 0 0 0 *x 7 0 0 0
(42 (o) C 0 (O (1 o0 (i o oo (25 C ) C O (O
respiratory metaplasia 1 1 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(0w (2200000 (o0 (00 Cn
inflammation: foreign body 3 3 0 0 9 1 0 0 8 1 0 0 1 0 0 0
(8o (22 C 2 C 00 (0 (18 (300 oo
respiratory metaplasiasgland 26 0 0 0 19 0 0 0 * 14 0 0 0 xx 9 0 0 0 *x
(72y C 0 C 0 C 0) (46) ( 00 C 0) ( O (s 0ol (32 C o) (0 (0
nasopharynx inflammation:foreign bady 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (oo o0 (ool Coco o0
larynx leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GEORE QI ) B GIE) B Q1)) (GO NG ) B G ) I ) (3o o0 (o0 (GO RGE) B G B Q)]
lung/branch congestion 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
Q) I G ) B Q) I Q) o0 (3o o0 (a0 o
Significant difference : * 1P = 0,05 ¥ P = 0.01 Test of Chi Square <1>:Slisht <2>:Moderate <{3>:iarked <4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢+ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 12
Group Name Control 40  ppm 200 ppm 1000 ppm
No. of Animals 41 38
D> > B W K> K> K D > > B b > 2> B> L
Orean Findings W ® ® W @ ® ® ® ® @ ® ® @ ® ® ®
[Respiratory system]
Lung/bronch leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co oo o coco oo (3ol (000
metastasisispleen tumar 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo oo oo (oo (a0 Cn 0
accumutation of foamy cells 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coCcoCo (o CoCo oo (OCOCn (o (H 000
[Hematopoistic system]
bone marrow hemarrhage 0 0 0 0 0 0 0 0 2 0 0 0 3 3 0 0 %
coCoConlon oo oo (000 (1) (1 ¢ 0 ¢ 0
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCco oo (oo oo co oo (o000
grandlation 0 0 0 0 3 1 0 0 2 2 0 0 3 2 0 0 %
(oo o (2o o0 (s (58 o0 (I (D0
leukemic cell infiltration - 0 1 0 1 0 0 0 0 0 0 1 0 0 0 0 0
(3ol oo oo (ocoC3 0 (oo Cco o
increased hematopoiesis 0 0 0 0 2 0 0 0 0 0 0 0 6 0 0 0 *
oo oo (00 (oo CnCn ey C o) (0 (0
reticulosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o300 oo oo oo oo (oo
Lymph node deposit of hemasiderin 0 0 0 0 0 0 0 0 7 0 0 0 * 6 1 0 0 *x
(oo Cnlon cocoCon o 18y C 0y ( 0 ( 0 (e (D (00
granutation 1 0 0 0 3 0 0 0 13 0 0 0 *x 5 7 0 0 *x
(oo (D0 (3 (0 C 0 (O (18 (25) { 0) ( O
Significant difference ; * : P = 0.06 ¥ 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Contrrol 40 ppm 200 ppm 1000 ppm
No. of Animals 36 41 38 28
1> 2> B3> <D 1> 2> B3> b A> <2 <3 K4 <I> L2 B L
Organ Findings ® o W W @ | w O & oM @ O @ ®» ® W
[Hematopoietic system]
Lymph node Leukemic cell infiltration 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo o0 (OCo 00 (00 (00 cn o0
thymus cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ocotocon (0 CoCo o0 Coco 0o (a0 n
spleen congestion 0 ¢ 0 0 0 0 0 0 24 0 0 0 *x 6 0 0 0 *
CocoCooon (oco oo (63 C 0 C 0y (0 (e COCO O
deposit of hemosiderin 4 0 0 0 4 0 0 0 8 0 0 0 4 2 0 0
(1 o oo (10 C 0o (a2 C 0 C 0 (0 (1 (D00
fibrosis 0 0 0 0 3 0 0 0 19 8 4 0 *x 0 3 0 22 *x
coco oo (Do o0 (50 (18) (1) ( © 0 (1) ( 0 (79
extramedullary hematopoiesis 5 0 0 0 14 0 0 0 20 1 0 0 *x 13 0 1 0 *x
(1) 000 (36) C 0 C 0 (0 (83)) ( 3y (0 (O (48) C ) ( & (0
fatty metamorphosis 0 0 0 0 0 0 0 0 6 0 0 0 * 8 1 0 0 xx
(oo oo o (o (i) ¢ o) C (0 (29) ( & C 0 (0
capsule hyperplasia 0 0 0 0 0 0 0 0 35 0 0 0 *x 25 2 0 0 *x
o Co oo (oo 0) (92) (0 ( (0 (8 ( D (0O (0
[Circulatary system]
heart thrombus 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(oo (000 (OB G:) B GO B Q)] (o0 ln
lymphacytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCoCnlo coCcoco o (33000 (oo oy
myocardiat fibrosis 14 0 0 0 22 0 0 0 14 0 0 0 12 0 0 0
(3 0y (o0 (54) ( 0 C 0y C 0) (s 0o o0 (43y ¢ 0 C 0 ( 0
Significant difference ; *x 1 P = 0,05 ¥x 1 P S 0,01 Test of Chi Square <1>:Slight <2>:Yoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. ¢ 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Graup Name Control 40  ppm 200 ppm 1000 ppm
Na. of Animals 36 41 38
D> 42> B3> D D> 2> K3 Wb > <2 3> b D 2D B D
Organ_____ Findings & o ® ® @ W W W @ & & O ® | ® ®
[Digestive system]
tongue inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oco o0 (oo (3o 0CoColon
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0CCln (o000 (3o oo 00 Co (o0
stomach ulcer:forestamach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo (oo o (00l 0 C o000
hyperplasia: forestomach 1 0 0 0 0 0 0 0 1 1 0 0 0 1 0 0
(oo (oo oo (DO Y (NGB G ) B Q)]
erosion:glandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o0 (ocon o (oo oo 7000
ulcer:glandular stomach 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
cocon oo (oCoCn o (o003 n 0 Co o0
dilated glands 3 0 0 0 4 0 0 0 1 0 0 0 1 0 0 0
(8 oo o (1) oo (3o H 000
largs intes metastasisisplesn tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo o0 oo oo (ool 04 oo
Liver herniation 2 0 0 0 2 0 0 0 5 0 0 0 1 0 0 0
(o0 (5 0 C0 o0 (1 00y H 00 Co o0
peliosis-like lesion 0 0 0 0 0 0 0 0 1 1 0 0 1 1 0 0
(oo o0 cococo o (N0 4o o
vacuolic change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o (o0 (20000 oy oo 0000
fatty change 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
cocoCon o oot o (oo (a0 0 (00 (o0
Significant difference * 1P S 0,05 ¥ 1 P S 0.01 Test of Chi Sauare <1>:Slight (2> Noderate <3>:Marked {4>: Severe

(HPT150)

BALIS2



STUDY NO.  : 0085 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : 41
SEX : FEMALE PAGE : 15
Group Name Cantrol 40 ppm 200 ppm 1000 ppm
No. of Animals 36 41 38 28
1> 2> <& b 1> 2> &8> b KI> 2> <& <& 1> K> & 4L
Organ Findings ® o W W ® ® & W @ & W W o o W »
[Digestive system]
Liver deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(ool (oo oo (oo (D00
granulation 10 3 0 0 10 5 0 0 4 3 1 0 1 1 0 0 *
(28 (8 (0 (o0 (24) (12) C O (C O (1) (8 30 (o0
leukemic cell infiltration 0 0 0 0 1 0 0 0 2 1 0 0 0 0 0 0
oo oo 20000 (D00 (ocoln oo
metastasis:spleen tumor 0 0 0 0 ¢ 0 0 0 0 0 0 0 2 0 0 0
(OCConlon (0l n (0o (D0
clear cell focus 4 1 0 0 3 0 0 0 1 0 0 0 0 0 0 0
(I (3 oo (Do (a0l (o0l
mixed csll focus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o oo oo (ococo (0 (o0
bile duct hyperplasia ' 0 0 0 0 9 0 0 0 g 3 0 0 7 1 0 0
(28 (0 C (O (22 () C 0 (0 (20 ( & (C 0O (25) ( 4 (0 (0
pancreas atrophy 4 0 0 0 1 1 0 0 0 1 0 0 1 1 0 0
(1) ¢ 0 ¢ 0 ¢ 0 (22000 (030 (D00
metastasisisplesn tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0
(GO I G ) Q) B Q)] (oo (oo Cnlon (o0 (nln
[Urinary system]
kidney deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
oo Cno (o0CoCo o0 (G B QI ) B G ) B Q)| (1 oo
eosinophilic body 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(03 (o0 (o000 oo o0 (o0 lon
Significant difference ; * 3 P < 0,05 * P = 0,01 Test of Chi Square <A>:Slight <2>:Maderate <3>:Marked {4>:Severe

(HPT150) BAIS2



STUDY NO. ¢ 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Cantrot 40  ppm 200 ppm 1000 ppm
No. of Animals 36 41 38 28
K> 2> B> b > K2 3 L D> 2> B3> 4L D> <2 B b
Organ, Findings, ® ® ® W ® ® & o @ & ® o ® ®» & o
[Urinary system]
kidney lymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (2000 (oo ooy (o0l
leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o oo o (oo oo (300 (oo (nCon
chronic nephropathy 13 10 5 0 20 10 7 2 16 10 2 0 10 8 4 1
(36) (28) (149 ( O (49 (24) (17) ( 8) (42) (280 ( 8 ( 0 (36) (29) (14) ( &)
urin bladd inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3ol (ocoCo (0 (oo oo oo o
[Endocrine system]
pituitary angiectasis 12 0 0 0 10 2 0 0 3 0 0 0 * 0 0 0 0 *x
(33 (000 (24) ( 5 ( 0) ( 0 (8 (nln (o000
cyst 14 1 0 0 16 1 0 0 21 2 1 0 9 0 0 0
(s ( (00 (s9y C 220 (0 (85) ( 8 ( 3 (0 (s2y C o (o (0
hyperplasia 14 1 0 0 12 1 0 0 13 1 0 0 ] 0 0 0
(39 ( 3y C 0 (0 (29 ( 22 C 0 C 0 (3) ( 3y (0 (0 (32 (000
Rathke pouch 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo o0 (220000 (000 (o0 ln
thyroid cystic change 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo co o (0w (oo n (oo
C-cell hyperplasia 2 0 0 0 6 1 0 0 3 0 0 0 2 0 0 0
()00 (1 2y o0 (800 (D0 Cn
adrenal peliosis-like lesion 26 10 0 0 20 18 0 0 15 15 0 0 *x 14 2 0 0 xx
(72) (28 ( O) ( 0) (49) (48} ( 0) ( 0O (39) (39 ( 0 (O (50) ( D (00
Significant difference ; x 1 P = 0,05 ¥ ¢ P = 0,01 Test of Chi Sauare <1>:Slight <27:¥oderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. @ 0085 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : AL
SEX : FEMALE PAGE ¢ 17
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 36 41 38 28
<> 2> 3> Wb aA> &> B D K> 2> & <D 1> 42> & <D
Organ Findings ® W o W @ % @ o @ % @ W W w W ®
[Endocrine system]
adrenal leukemic cell infiltration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(3000 () B G O) I G ) B Q)] (300 lon CoCo o0
metastasisispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (o oo o (O B G B G B Q)] (ool
hyperplasiaicortical cell 4 0 0 0 6 1 0 0 12 1 0 0 10 1 0 0 *
(1) o 0o (18 ( 2y C 0) (0 (32 (00 (3) (4 (00
hyperplasiasmedulla 2 0 0 0 5 0 0 0 8 0 0 0 12 1 0 0 ®x
(e oo (12 C 0y C 0y (0 (e C 0y C 0) C 0 (43 ( (000
{Reproductive system]
ouary oyst 0 0 0 0 6 0 0 0 x 1 1 0 0 2 0 0 0
(oo oo (y (oo n (00 (oo o
uterus deposit of hemosiderin 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3o 2o oo G B Q) B G ) B Q)] (oo
cystic endometrial hyperplasia 4 2 0 0 3 0 0 0 4 0 0 0 3 1 0 0
(i 8o (oo o0 (i o0 (I 0o
mammary gl cyst 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(3ol (0o (oo (oo o0
atypical hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (ocoCo o (300 CoCo oo
prep/cli gl cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo coCon (oo oo (3o (00

[Neruous system]

brain hemorrhage 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo 2200000 ) B GI) I ) I G (I G I Q) B Q)]

Significant difference * 1P S 0.05 *» 1 P < 0.01 Test of Chi Sauare {1>:Slight <2>:Moderate <3>: Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (104H)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 40  ppm 200 ppm 1000  ppm
No. of Animals 36 41 38 28
1> <2> B> b 1> <2> <K3> <D > 2> B 4L 1> 2> <& b
Organ Findings ® @& B W @ ® @® @ B ®W ® ® % & ®
{Neruous system]
brain hyaline body 21 0 0 0 32 0 0 0 21 0 0 0 22 0 0 0
(88) ( 0 C 0 (o0 (7 0w (s (OO0 (799 C O C0CO0
leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (oCoCoCon (o0 (oo o0

metastasis:pituitary tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0

gliosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

[Special sense organs/appandags]

[5%:] cataract 1 0 1 0 3 1 0 0 2 0 0 0 0 2 0 0
(030 (7200 (8000 (000

retinal atrophy 5 0 1 0 7 0 1 0 8 2 0 0 17 2 1 0 *x
(1 o3 (mm o200 (2 (00 (D (DD LY
keratitis 0 0 0 0 0 0 0 0 3 0 0 0 3 0 0 0
CococoCon (oo (o0 (I 0o
hemorrhage:retina 0 0 0 0 0 0 0 0 1 0 0 - 90 0 0 0 0
(oo oo (oo o (0N Cn (OO0
Harder gt degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
o000 (oo oo (a0

inflammation 3 0 0 0 0 0 0 0 2 1 0 0 14 0 0 0 *x
(oo (oo (8300 (50) C  C 0 (Y
organization 0 0 0 0 0 0 0 0 0 0 2 0 0 0

0 0
(oo (oo (oo (o0 (oo

Significant difference ; * 1 P = 0.05 w* ; P = 0,01 Test of Chi Square {1>:Slight <2>:¥oderate <3>:Marked <4>:Ssvere

(HPT150) BAISZ



STUDY NO. @ 0065 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 40 ppm 200 ppm 1000 ppm
No. of Animals 36 41 38 28
1> 2> 3 4> 1> <@ B> 4L 1> <2> 8> <& 1> 2> & 4>
Organ, Findines, m o ® W ® ® W W & & & o @ ®» &
[Special sense crgans/appandage]
Harder gl retinal atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCOC (Y COC0on (00 (oo (n oy
nasolacr d inflammation 0 1 0 0 4 0 0 0 5 1 0 0 1 0 0 0
(o3 o0 () oo (1) (300 (oo {n oy
[Musculoskeletal system]
bone osteosclerosis 3 2 0 0 2 1 0 0 1 1 0 0 0 0 0 0
(8800 (220000 (3300 (GO REG) BEG ) IR Q)

[Body cavities]

per i toneum metastasisispleen tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(GO I G ) B Q) B Q)] (00 (oo (o o0

adipose granutation 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (o Co o0 lo (300 o (ool

Significant difference * 1 P = 0.05 1 P 5 0.01 Test of Chi Square <1>:Slight <2>:¥oderate <3>:Marked <4>:Severe

(PT150)

BAIS2



APPENDIX N 5

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES: SUMMARY)

MOUSE:MALE:DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 3 1 8 12
> 2> & b > (2> K3 &> A 2> & <KL > 2> B b
Organ___ Findings @ ® & O M & & W ® o W & ® ® W O
[Respiratory system]
nasal cavit hemarrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo 0o o0 lo (0 (1’3o o (oo oo
deposit of hemosiderin 0 0 0 0 0 -0 0 0 4 0 0 0 10 0 0 0 *
(oo oo oo (50) C 0 C 0 (C O (83 (0 (oo
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
coco oo oo oo (oo (OCo 80
eosinophilic changstolfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo 0o (oo oo (13 o oo (000
ensinophilic changetrespiratory epithelium 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(33 C 0 (oo (oo oo (o000 oo oo
respiratory metaplasiatolfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
. (ocon 0w (oo o0 oo (a0
respiratary metaplasiatgland 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(8) (. 0) (O (O CoCoCo o0 (13000 CoCcon oo
lung/bronch congestion 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(33 o0y () R QIR O B G ) B Q)] (10w (o CcoC»n o0
hemorrhage 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
coco oo (0 (0 (100 ( 0 Q) B G 1) B G B )] (ocodnCn
blood retention 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
cococo o (oo CoC0(wn (oo Conlon
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo oo oo CoCco o0 (o8 oo
leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(0o (oo (B (0 (8 0o o0
Significant difference : * 1 P = 0.05 w* : P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate {3 Harked <4>:Severe

(HPT150) BAISZ



STUDY NO. = 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2

Group Name Control 125 ppm 500  ppm 2000 ppm

No. of Animals 3 1 8 12

1> 2> <& WD D K> B Db > 2> & Wb > K2 <D WD

Organ Findings @ W ® o @ o o O W | ® W @ W ®» W
[Respiratory system]
lung/branch branchiolar cell hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0

[Hematopaietic system)

Lymph node leukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(OB GE) BN G B Q)] (oo C0nln (O Coo 0 () G ) B Q) B Q)]

spleen atrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo 09 (1o0) ¢ 0) 0 ( 0) (G G ) B G ) IR V)] (GO EEG) BEG ) B Q)]

congestion 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oCoo o0 (00 co ool (o000

deposit of hemasiderin 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (oCoCon o (13 00 o0 oo oo

leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
CoCoCon o (oo (oo (800

extramedullary hematopoiesis 0 0 0 1 0 0 0 0 0 2 0 0 8 0 1 0

[Circlulatory system]

heart thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(oo o0 oo 0o (VRGN B GRO R Q) (& (nlon
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o (0o oo o (oo
leukemic celt infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coCconCnCon oo (oo Cn o0 (8O0

Significant difference : x 1 P = 0.05 x* P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150) BAIS2



STUDY NO.  : 0066

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 3
Group Name Cantrol 125 pem 500  pem 2000  ppm
No. of Animals 3 1 8
D> 2> <3 Wb D> @2 B> Wb A> (2> K b KD KD B LD
rgan Findings @ ® ® o ® ® ® ® @ ®» ® W @ ® ®» W
[Circlulatory system]
heart myocardial fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oco o0 o CoCan o (00w (0l
arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo (oo (o oy o0 (ool
artery/aort arteritis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ¢ 0
CoCoCn o CoCo oo (o0’ (ool
[Digestive system]
tooth dysplasia 1 1 0 0 0 0 0 0 2 0 1 0 3 0 1 0
(33) (33 (0 (O (oo (28) ( ) (1) (O (25) C 0 C 8 (0
stomach congestion 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
o0 0o (0w o0 (ool
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o CoConCon 0o (13 o oo C0Co oo
ulcer: forestomach 0 0 0 0 0 Y 0 0 1 0 0 0 1 0 0 0
(oco ooy (oCcoCco o0 (1000 o0 (8000
hyperplasia: forestomach 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
oo o0 (100) ¢ 0 C O C 0 (o’ n(n (o000
erosion:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0C 00 100y ¢ 0 C 0 C 0 (oo ol (o0 lon
small intes congestion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co 0 C0Co (oOCCn o0 (B 00 (o Co{onln
letkemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo (ool o (ocoCooy (o {0
Significant difference ; * 1 P = 0.05 xx 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <(3>:Marked {4>:Severe

(HPT150)

BAISZ



STUDY NO. & 0066

IISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-104W)

ANIMAL : MOUSE BDF1
REPORT TYPE : Al

SEX ¢ MALE
Organ, Findings.

No. of Animals

<3
*

<4
6

125

@
®

ppm

<@
(%)

<4
(®

500

[Digestive system]

large intes

leukemic cell infiltration

Liver degeneration:central

leukemic cell infiltration

metastasisiparathyroid tumor

[Urinary system]

kidney hyaline droplet

leukemic cell infiltration

hydronephrosis

[Endocrine system]

pituitary cyst

extramedullary hematopoiesis

[Reproductive system]

testis mineralization

0
0 (

0
0

0

(100) ¢ 0) (

0
0

—

0)

—

Significant difference ; ¥ P S 0.05

w» 1 P = 0.01 Test of Chi Square

<1>:Slight

<2>:Moderate

pm
2> <3 D
® o W
0 0 0
0) 0) 0)
0 1 0
0) (13) (0
0 0 0
0) 0) 0)
0 0 0
0y ( 0) (0
0 0 0
0o o0
0 0 0
0) ( 0) ( 0)
0 0 0
0) 0) 0)
0 0 0
0) 0) 0)
0 0 0
O Co0 o0
0 0 0
0o (0
<4>:Severe

{(HPT150)



STUDY NO. = 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND KORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © MALE PAGE : 5
Group Name Cantrol 125  pem 500  ppm 2000  ppm
No. of Animals 3 1 8 12
K1y <B> B> 4L 1> 2> 3 b 1> 2> K3 <& 1> K2 <& <L
Organ Findings o W ® & @ ® ®» W W B & W o & & W
[Reproductive system]
epididymis Leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo Co o (o Co oo (O Coo0 0 (ol
metastasis: Liver tumar 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
cococo o (0o o0 (1) o Cnlon (o000
spermatogenic granuloma 1 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
(33 000 oo oo oo (oo oo
[Nervaous system]
brain hemarrhage 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
CoCco oo oo oo o010 (ocolnln
deposit of calcium 1 0 0 0 0 0 0 0 4 0 0 0 2 0 0 0
(s (000 Co0Co oo (50) C 0y C 0 (O (o o0
hvaline body 1 0 0 0 0 0 0 Q0 4 0 0 0 3 0 0 0
(33 o oo o0 o (s C (0L (280 C 000
[Special sense organs/appandage)
eye cataract 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
oo o0 coCco oo (I Cnln (o0
[Body cavities]
adipass granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (oo 0o (B (O o0 (oo con o
{ALL other systems]
other bone remodeling 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 (3) (00 cococo o oo (oo oo
Significant difference ; *x 1 P = 0.06 % 1 P £ 0.01 Test of Chi Square <1>:Slight (2>:Moderate <3>:Marked <4>:Severe

UDT1E0Y

BAIS2



STUDY NO.
ANIMAL

REPORT TYPE :
SEX

+ 0066
: MOUSE BDF1

At

¢ MALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANINALS (0-104W)

PAGE :

Organ

Findings

4>
®

[ALL other systems]

other

adontogenic cyst

OO0

0
(080

Significant difference ;

* 1 P = 0.01

Group Name Control 125  ppm
No. of Animals 3 1
Q> 2> & b > K2> B L
M % ® W @ & & O
1 0 0 0 0 0 0 0
(33 (000 (GO R G B G ) B )]
Test of Chi Squars <1>:Slight <2>:Moderate

(HPT150)

BAIS2



APPENDIX N 6

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES:SUMMARY)

MOUSE:FEMALE:DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0066
ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-104W)

PAGE : 7
Group Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 18 15 15 21
4> 2> & b > 2> 3> Wb A> 2> B L K> 2> B> D
Organ Findings @ o @& @ & ® ® @ o & O W % ® ®
[Integumentary system/appandage]
skin/app letkemic cell infittration 0 ¢ 0 0 1 0 0 0 0 0 0 0 0. 0 0 0
oo o (D00 o0 (o Cco0 (o0 cocolon o
subeutis leukenic cetl infiltration 2 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(i oo (w ool (200 C 00 C ) (O (o0 Cn
[Respiratory system]
nasal cavit deposit of hemosiderin 0 0 0 0 0 0 0 0 10 0 0 0 *x 16 0 0 0 %%
oo CocoCn o0 (6 (0 (00 (78 C 0 C0 (0
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0o (Do Cn (oo o0
leukemic cell infiltration 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(ocmioon o000 Coco oo (OCcCoCon o0
metastasis:uterus tumor 0 1 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(o8 (on oo oo (oo (oCcoCn o0
metastasis:Harderian gland tumor 0 0 ¢ 0 0 0 1 0 0 0 0 ¢ 0 0 0 0
(oo (OCo{n o0 coco oo Coco o0 o0
rhinitis 2 2 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(1) (1) C 0 € 0 (D0 (oo Cn (oo
sosinophilic change:olfactory epithelium 0 0 0 0 0 1 0 0 1 0 0 0 4 0 0 0
(ocoCo o Coen oo (Do (19 (0 (0 (0
sosinophilic changeirespiratory spithelium 3 7 1 0 3 3 1 0 4 5 1 0 4 7 0 0
(1) (39 ( 8 ( 0 (200 (200 ¢ T C O (21 (33 (. 1) (0 (19 (33) ( 00 ( O
respiratory metaplasiatolfactory epithelium 0 0 0 0 3 1 0 0 2 0 0 0 3 0 0 0
(oo o0 (200 ¢ B C o) (O (100w (19 o 00
Significant difference ; *x 1 P S 0,05 x* 1 P 5 0,01 Test of Chi Sauare <1>:Slight <2>:Maderate (3> Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  + 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name Control 125  ppm 500  pem 2000 ppm
No. of Animals 18 15 15 21
1> 42> <3 4> 1> K2 3> 4D 1> 2> B> <D 1> 2> KD <&
Organ Findings ® o ® @ W W W @ o @® O o o ® W
[Respiratory system]
nasal cavit respiratory metaplasiatgland [ 3 0 0 5 3 0 0 2 4 0 0 8 6 0 0
(22) (17 C 0 ( 0) (33 (20 ( 0} ( 0) (18 (21 ( 0) ( ©) (29) (29) C ) ( O
Lung/bronch congestion 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(e oo (oo oo o000 (0o o
edema 1 0 0 0 2 0 0 0 0 1 0 0 1 0 0 0
(e (0o con (1B 0w (odnCo o (00
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0 Co o0 (GO B Q) B G ) B Q)] (D00 cocolno
leukemic cell infiltration 3 0 1 0 1 3 0 0 4 1 0 0 1 2 0 0
(im0 8 (o0 (720 o0 (en (N oy (8 (1) 00
metastasis: Liver tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8o lon OOy (ocn o0 CoCco 00
metastasis:uterus tumor 2 0 0 0 0 0 0 0 3 0 0 0 3 0 0 0
(i o oo coco oo 20y C 0) C 0 ( O} (1 o0 n
metastasis:Harderian gland tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (D00 (oCoCnn (o0
bronchiolar csll hyperplasia 0 0 0 0 0 0 0 0 11 0 0 0 %% 11 2 0 0 xx
oo o0 coco oo (1000 (52) (100 ¢ O ( O
infiltration:alueolar macrophage 1 0 0 0 0 0 0 0 0 0 0 0 3 0 3 0
(ey (oo (o0 o0 oo ooy (149 (0 (1) (0
thicksning:alueolar wall 0 0 0 0 0 0 0 0 0 0 0 0 0 0 7 0 *

[Hematopoietic system]

bone marrow deposit of pigment 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0

2
(oo (200 ¢ 0) (0 0o (o0 oo oo

—~
<
R
—~
<
Qg
—~

Significant difference x 1 P = 0,05 ¥ 1 P = 0,01 Test of Chi Saquare <D:Slight <2>:Moderate <8>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. ¢ 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 9
Group Name Control 125  ppm 500  pem 2000 pem
No. of Animals 18 15 15 21
Iy 2> & &b <I> K2 <3 Kb > 2> &> <4 1> 2> <3 <&
Organ Findings W ® & W @ o ® » o W W W m & & W
[Hematopoietic system)
bone marrow leukemic cell infiltration 1 1 1 0 1 1 0 0 3 0 0 0 3 0 0 0
(e (8 (86 (0 (D7 oo (200 C 0y C 0) (0O (19 C 000
metastasisiuterus tumor 1 0 1 0 1 0 0 0 2 0 0 0 0 1 0 1
(808 (o0 (Do (13 ool (o5 05
Lymph node leukemic cell infiltration 0 1 0 0 1 0 0 0 2 1 0 0 0 0 0 0
coC8 0o (D00 (B0 (o0 lon
metastasis:uterus tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e oo CoCocncon oo oo CoCcoCno
spleen atrophy 4 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(22) C 0) C 0 (0 (1 0 C 00 O B G B G I Q) oo oo
congestion 0 0 0 0 0 0 0 ¢ 0 0 0 0 6 0 0 0 *
(oo o0 (oCoCn o o CoCnon (29 C 000
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o0 CoOCoo0Coy CoCoColon (my 000
deposit of melanin 3 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
(I oo (200 C ) C O (O (G I GO B QR I Q)] (o0
ossification 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
o CcoCo oo oo (oo lon (w0
leukemic cell infiltration 2 2 1 0 1 2 1 0 0 0 1 0 1 1 0 0
(1) (1) € 8 (0 (DB D0 (O CnCo (5 (5 00
metastasis:uterus tumor 0 0 0 1 0 0 0 0 1 0 0 0 1 0 0 0
oo Co (e (o0 (o0 (000
extramedul lary hematopojesis 1 1 0 0 3 0 0 0 5 2 1 0 4 0 1 0
(8 (8 (00 (200 C o)y C 03 C 0) (33 (13 (7 (v (1) (0 (80
Significant difference ; * 1 P = 0.0 xx 1 P £ 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <{4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 10
Group Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 18 15 15 21
D> 2> B Wb D> K> & b K> L2 B WD KD 2> B 4D
Organ Findings @ W W W & ® W @ | @ ® o’ W W
[Circlulatory system]
heart thrambus 0 0 0 0 . 0 0 0 0 0 0 0 0 2 0 4 0 *
oo o0 (o0 o0 Cocn oo (100 C 0 (18 C 0)
leukemic cell infiliration 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(1 0o o0 Q) B G () B G ) B Q)] (D0 Cn s (oo
metastasis:uterus tumor 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o0 COCH oo (D0 (oo
myocardial fibrosis 0 0 0 0 0 0 0 0 0 0 0o 0 2 0 0 0
(oo (oo o0 (oo (10 C (00
arteritis 2 0 0 0 1 0 0 0 0 0 0 ¢ 1 0 0 0
(i co oo (D00 (ococoo o0 (o000
artery/aort arterit 1 s 0 0 1 0 0 0 0 0 0 0 0 0 1 0 1 0
co oo s (0 o0 o oo (805 (0
[Digestive system]
tooth dysplasia 0 0 1 0 2 0 0 0 0 1 1 0 3 0 1 0
oo s (0 (o o0 (ocncn o (19 (o) (5 (0
‘tongue leukemic cell infiltration 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(e oo o (D00 oo oo CoCoCow (o
arteritis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(6o oy (D00 o (OCoCn o0 (o0 Cn
sativary gl metastasis:uterus tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o 0o o0 (GO RGN B Q) B Q) (8 o0 o0
stomach leukemic cell infiltration 1 3 0 0 1 1 0 0 0 0 0 0 0 0 0 0
: e (1m0 o (D70 o0 CoC o0 coConcn o
Significant difference : *x P = 0.05 *x ¢ P S 0,01 Test of Chi Square <1>:Stight <(2>:Noderate <3>:Harked <4>:Severe
(HPT150)

BAISZ



STUDY NO. ¢ 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX . FEMALE PAGE ¢ 11
Group Name Control 125  ppm 500  pem 2000 ppm
No. of Animals 18 15 15
I> 2> & Wb D 2> & Wb > 2> < Wb > 2> 3 <L
Orean Findings ® ® ® o ®w ® ® ® @ ® ® W @ ® ® W
[Digestive system]
stomach arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 (0o oo 0o (oo Cn oy (o000
ulcer:forestomach 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(m oo (o0 (oo lon (oo on (oo lnlon
hyperplasia: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 1 0 ol 0
(oco oo Coco oo (oo o (000
erosioniglandular stomach 0 1 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(oo (D00 (1 3y 000 ) I Q) B G ) B Q)]
hyperplasia:glandular stomach 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(0 n (D Cn o0 (oo n (8 oo o
small intes leukemic cell -infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(s 00 (G B G B Q) G ) oo oo Q) B G I G ) B Q)]
large intes erosion 0 0 0 0 0 0 0 0 0 Q 0 0 0 1 0 0
oo o0l oo oo oo o0 (o8 oo
Liver angiectasis 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo (100 (oo co o o0
psliosis~like lesion 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
CoCoConCo o oo (13 (o oo (ool
fatty changs:central 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
COCOC (N CoOCoo0 o (D000 (oo dnlon
degenerationicentral 1 0 0 0 ¢ 0 2 0 0 ] 0 0 0 0 0 0
(8 0o CoC0 (130 (oo Cnln (oo dn {0
leukemic cell infiliration 3 2 1 0 3 2 0 0 4 0 0 0 2 1 J 0
(17 (11 ( 8 ( 0 (200 (13 C 0) (0 (e C 0 C 00 (10) ¢ 8) C 8 C 0
Significant difference ; * 1 P = 0.05 ¥ ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:¥oderate <3>:Narked <4>:Severe

(HPT150)

BAISZ



STUDY NO. @ 0086 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX t FEMALE PAGE : 12
Group Name Control 125  ppm 500  ppm 2000  ppm
No. of Animals 18 15 15 21
1> 2> B3> <D 1> 2> <3 WD 1> 2> <& b > K25 & b
Organ Findings ® % @® O @& W ® W @ o\ W W ® o W ®
[Digestive system]
Liver metastasis:uterus tumor 1 2 0 0 2 1 0 0 q 1 0 0 2 0 1 0
(8 (1) oo (13 (7100 (zny ¢ C 00 (10 ¢ o) {5 (0
pancreas teukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Co oo o0 oo oo 0 (0l
[Urinary system]
kidney amyloid 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co oo (OB G A Q) B G ) (oo o0 Q) I Q) B G ) B Q)]
hyvaline droplet 4 1 0 0 3 1 0 0 ] 0 0 0 3 0 0 0
(22) (8 CO) (O (200 C ) C 0 (0 (40) ¢ ) C O C O (1 C o oo
tymphacytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo ln ) B GI)  G) BE G )) (G Q) B GO B Q)] (oo (o
teukemic cell infiltration 3 0 0 1 0 2 0 0 0 0 0 0 1 0 0 0
(1 C 0 C 0 (86 1y oo (O RGN B G ) B Q)] (s Ccon 0
metastasis:uterus tumor 1 0 0 0 1 0 0 0 1 0 1 0 1 0 0 0
¢y oo o (D00 (D Cn (8000
hydronephrosis 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
8 oo o (oo o0 oo o (OO0
tubular necrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo tococon o (D00 coconcn o
dilatation: tubular lumen 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoOCoCo o CoCoCo o0 (Do (ocolon 0
glomerulosclerosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e n (oo Cn o (oo o (o000
Significant difference ; x 1P S 0.05 w1 P £ 0,01 Test of Chi Square <>:Slisht <2>:Noderate <(3>:Harked {4>:Severe

(HPT150)

BAISZ



STUDY NO.
ANINAL

+ MOUSE BDF1

¢+ 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-104W)

REPORT TYPE : Al
SEX ¢ FENALE PAGE : 13
Group Name Contral 125  pem 500  ppm 2000  ppm
No. of Animals 15 15
KI> K> B3 b A> 2> B> KD 1> 2> <& <& 1> 2> B D
Organ Findings m & W W @ o W W ® W @ W ® & ® O
[Endacrine system]
pituitary angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(e oo (o (oo (oo Cn (1 C 00y
cyst 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
o oo (o (D000 (D00 (GO NG B G I G0
hyperplasia 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(I 0o (Do cCoCo oo (s oo
thyroid leukemic cell infiltration 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(8o on CoCcn o0 CoCcoCo o (ool
adrenal amy loid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e 0o o cocn o (ool (oo
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
Coco oo 0o (o (D000 coCs o0
Leukemic cell infiltration 4 0 0 0 1 0 0 0 2 0 0 0 2 0 0 0
(22) ¢ 0) C 0) C 0) (D00 o (13000 (1 C 0 Co(w
metastasisiuterus tumor 1 0 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(oo (v oo oo (200 C00 (o) (O (8o
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
() I G B Q) B Q)] (oo lo0 (o0 (000
[Reproductive system]
auary hemorrhage 2 Y 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(1) ¢ 0 C 0 (0 (D0 (D0 (10 C O (0o
cyst 5 0 0 0 3 0 0 0 4 0 0 0 3 0 0 0
(28 ¢ O C 0 C O (200 C ) C 0 (O (zny ¢ 0 C 00 (i o (n o0
Significant difference * P = 0.05 x 1 P = 0,01 Test of Chi Square 1>:Slight <2>:Hoderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)

ANTMAL : MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 14
Group Name Control 125  ppm 500  ppm 2000 pem
No. of Animals 18 15 15 21
1> 2> B3> WD D> K> 3 WD A> 2> <3 Wb > <2 B3> <D
Organ Findings @ o W W ® M ® W @ oM ® W @ % W ®
[Reproductive system)
ovary cystic change 2 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(i C o o (o (D00 (oo o (103 C OO C OO0
teukemic cell infiltration 7 0 0 0 4 0 0 0 3 1 0 0 4 0 0 0
. (3 C 0y C 0 (o (zny C 0 C o (o (200 ¢ C 0 ( 0 (19-C 0 Co (0
metastasis:uterus tumor 1 0 0 0 3 0 0 0 6 0 0 0 * 3 1 0 0
(8 oo (200 C 0) C 0y C 0) (4q0) C 0 C 0) C O (14 (8 ( 0 (0
hyperplasiasvascular 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (DCO0C0 CoCcoCnon Cocoo oo
uterus dilatation 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(o0 (DO 00 QYO B G ) B Q) B G Q) B G ) B Q) I Q)]
cystic change : 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o0 o COCooCo (oo o0 CoCco (0o
leukemic cell infiltration 3 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(oo (200 C ) C 0y (0 (D000 (8000
mammary gl duct ectasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(S B G 1) B Q) B Q) (Do coco oo (GEV R G B G ) BN Q)]
[Nervous system]
brain hemarrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 cocoCo o CoCCn o (oo oo
necrosis: focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0
: ey oo o000 (oo Con cocoCo o
deposit of calcium 4 0 0 0 7 0 0 0 4 0 0 0 10 0 0 0
(22 C ) C 0 (O (an C 0 C o) ( 0 (2 C 0 C 0 (0 (48) C o) C 0 (0
Significant difference *x 1 P = 0.05 ** 1 P S 0,01 Test of Chi Sauare <{1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. & 0066

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)

ANIMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 15
Group Name Control 125  pem 500 pom 2000  ppm
No. of Animals 18 15 15
1> 2> <3 Wb K> 2> K3 b 1> K2 B3 <& 1> 2> B b
Organ Findings | W & o ® & & W ® % W O @ ® & ®
[Neruous system]
brain hyaline body 11 0 0 v} 11 0 0 0 11 0 0 0 9 0 g 0
(6D C 03 C O) (O (73 C 0 oo (730 C0n (0 (& o0
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (oo (o (oOCCn o0 (ORI G ) GO G0 (oo (0
arteritis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 ¢ 0
(000 cococoon toconcon o (00 ln
spinat cord degeneration 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
o Co s (o0 oo oo oo oo (GO R GY) B G O B G|
[Special sense organs/appandage]
eye Leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8o oo ool oo o0 (oo
degeneration:cornea 0 ¢ 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo oo (oo 0 (8000
Harder gl cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
coco oo oo 0o oo (oo o0
leukemic cell infiltration 3 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(1) C 0 C 0 ( 0) Coco oo (oo o0 (5000
[Musculoskeletal system]
muscle leukemic cell infiltration 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(i 0y oo (D00 (D0 (o000
[Body cavities]
mediastinum metastasisiuterus tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo ) B G ) B Q) QI ) (oo Con oy CoCco oo
Significant difference : *: P = 0,05 % ¢ P = 0.01 Test of Chi Square <I>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © HOUSE BDF1 DEAD AND NORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 125 pem 500  ppm 2000 ppm
No. of Animals 18 15 15 21
<I> 2> <3 b 1> 2> 3> <D <> 2> 3B 4D > K25 K& <4>
Organ Findings M ® W W @ % ® W M ® ®» ® ® B ® ®
[ALL other systems]
other bone remodeling 2 0 0 0 0 1 0 0 2 1 0 0 0 2 0 0
(i o oo (000 (13 (D00 oo o0
odontogenic cyst 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 oo (OO0 o0 (oconCn oy (o Colnlon

Significant difference ;

* 1P = 0.05

*x 1 P = 0,01 Test of Chi Sauare <1>:Slight <2>:Hoderate

<3>:Marked <4>:Severe

(HPT150)

BAIS2



APPENDIX N 7

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES:SUMMARY)

MOUSE:MALE: SACRIFICED ANIMALS



STUDY NO. @ 0086

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢+ HALE PAGE ¢ 1
Group Name Control 125 ppm 500  ppm 2000 ppm
No. of Animals 47 49 42
4> 2> B> <D > 2> B <4 1> K2 <3 A> <2 < D
Organ_____ Findings @ ® W W ® & B ® & | W @ B M W
[Integumentary system/appandags]
subcutis teukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (0 (OCoCn 0 COCoCo o0 (0000
epidermal cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 90 0
(oo (220000 Q) I G ) B Q) B Q) (oo Cn o
~ {Respiratory system]
nasal cavit hemorrhage 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo o0 o200 (oo (o0 ln
deposit of hemosiderin 0 0 0 0 0 0 0 0 35 0 0 0 *x 36 2 0 0 *x
coco o0 oo o0 (83 C 0 (00 (%) ( 8y { O (O
inflammation 1 0 0 0 4} 0 0 0 0 ] 0 0 0 1 0 0
(20000 oo (o (oco o0 (OO B GI-) B GO B Q)]
leukemic cell infiltration 0 0 0 0 1 1 0 0 0 0 1 0 1 1 0 0
(ocoCn o 2020 (09 (o200 (D00
metastasis: Liver tumor 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (G RGN Q) I Q)] () I G ) 2 Q) B Q) Co oo
metastasis:periferal nerve tumor 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (oo (o C20 o0 (o oo
rhinitis 0 0 0 0 4 1 0 0 2 1 0 0 2 0 0 0
(o (00 (200 (2200 ({00
eosinophilic changerolfactory epithelium 11 2 0 0 3 1 0 0 % 12 1 0 0 4 2 0 0
(e (oo (e 20 o0 (299 ( 22 (C 0 (0 (i (8 (0 (0
eosinophilic changs:respiratory epithelium 7 3 0 0 14 4 0 0 5 4 1 0 5 3 0 0
(18 (6 C 0 (0 (29) (. 8 (0 ( 0) (12 (100 C 20 C 0) (180 ln
Significant difference ; x P S 0.05 *x ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate (3> Harked <4%:Severe

(1PT150)

BAIS2



STUDY NO. = 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 47 48 42 38
1> 2> 3> 4> 1> 2> < <D K> 2> 3 & A> <2 & b
Organ Findings, @ ® W W @ o & ® o ® & W w ®» ®» W
[Respiratory systeml
nasal cavit inflammation:foreisn body 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o200 o0 (oo Con coco oo (ool
respiratory metaplasia:olfactory epithelium 10 0 0 0 6 2 0 0 2 0 0 0 * 6 2 0 0
(2D 0 C0 0 (122 Ca o0 (000 (18) ( 8 ( 00 C 0
respiratary metaplasiasgland 11 9 0 0 7 20 0 0 13 5 0 0 6 9 2 0
(23) (19 ( 0) ( O (1) (4 C o) ( () (12 0) (O (18y (24 ( & ( O
nasopharynx inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (2200000 coco oo (ocoln o
lung/brronch hemarrhags 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o (oo o (oo {nlon (00
inflammation 0 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
o Cco oo (a0 o (oo Con o (s oo (o0
bronchiolar cell hyperplasia 0 0 0 0 2 0 0 0 33 0 0 0 *x 25 12 1 0 *xx
coco oo QY I G 1) B G ) B Q)] (79 000 (66) (32) ( 3 (0
bronchiolar—-alueolar cell hyperplasia 0 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
oo o (oo (20000 (3ol

[Hematopoietic system]

bone marrow leukemic cell infiltration 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
cocCon o (2200 C0 0 (oo oy ({00
metastasis: Liver tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20000 (oo oo o0 (o000
megakaryocyte: increased 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oocon oo (O coColon (oo (000
Significant difference : *x 1 P = 0,05 P £ 0.01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Harked <4>:Severe
(HPT150)

BAISZ



STUDY NO. : 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX s MALE PAGE : 3
Group Name Control 125 ppm 500  ppm 2000 ppm
No. of Animals 47 49 42 38
KI> 2> <K& b 1> 2> & b A> 2> K& B 1> K20 B <L
Organ Findings ® o ® W @ W W o @ o @ & o ® ® W
[Hematopoietic system]
Lymph node teukemic cell infiltration 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(a0 (2000 (G IO B Q) B Q)] (3300
spleen congestion 0 0 0 0 0 0 0 0 0 0 0 0 27 0 0 0 *xx
(o0 (oo (oo oo (7T o000
deposit of melanin 2 0 0 0 4 0 0 0 4 0 0 0 2 0 0 0
(D00 (o0 (10) C 0 C 0) ( 0 (B 0000
lekemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(220000 (oo oo oo o0 () B G B Q) B Q)]
extramedullary hematopoiesis 0 0 0 0 1 0 1 0 4 0 0 0 2 0 0 0
cCoco oo (22000200 (10) ¢ 0y C 0y C © (000
follicular hyperplasia 4 0 0 0 5 0 0 0 4 0 0 0 2 0 0 0
o Co oo (1) C 0 C 0) O} (10 € 0) C O (O (s oo o0
[Circlulatory system]
heart necrosis:focal 0 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(oo (200000 (D000 (300 Cn
[Digestive system]
tooth inflammation 3 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(8 (0o o (00 o0 (o0l (oo
dysplasia 12 6 2 0 13 3 4 0 16 8 3 0 11 4 4 0
(26) (13 ( 9 (O (2n (6 ( & (0 (38 (19 (7 (O (29) (1) (1) ( 0
stomach inflammation 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oCco o0 CoCnonln (220000 (a0l
Significant difference 3 * P = 0.0 xx 1 P = 0.01 Test of Chi Square <1>:Stlight <2>:Moderate 3> Harked {4>:Severe
(HPT150)

BAIS2



STUDY NO.
ANTMAL
REPORT TYPE :

: 0066
+ MOUSE BDF1

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANINALS (104W)

SEX ¢ MALE PAGE : 4
Group Name Control 125  ppm 500  ppm 2000  ppm
No. of Animals 47 49 42
I> 2> 3> <L I> K2 & D 1> @ B3> <4 KI> 2> <& <4
Organ Findings @ o ® o @ M B W ® B @, @ W W o
[Digestive system]
stamach ulcer:farsstomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) G 1) 2 Q) B G CoCocncon (20000 (o co{on{on
hyperplasia: forestomach 3 3 0 0 8 2 0 0 2 2 1 0 4 2 0 0
(8 (8 (0o (18 ( 4 C 0y C 0 (5 5200 (I (s 00
hyperplasia:glandular stomach g 0 0 0 8 0 0 0 8 0 0 0 4 1 0 0
(19 oo (12 ¢ o) C oy (0 (19 C 000 (I 330
heterotopic gland 3 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(6 (0o o0 (8000 200y (300w
small intes deposit of amyloid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 o Co (o (O Co o o0 (oo oy
leukemic cetl infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo (o200 (ococo o0 CoCoCn o
Liver peliosis~like lesion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o0 oo oo (oo o0 (00 n
oyst formation 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (oo o0 (0000 coCcon o0
granulation 4 0 0 0 4 0 0 0 3 0 0 0 3 0 0 0
(900 (8 CoCo o0 (Do (8 o0
leukemic cell infiltration 0 0 0 0 0 1 0 0 0 0 0 0 2 0 0 0
(o0 coc2Co0 o0 (oo (8000
clear cell focus 0 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(o0 (00 (220000 (o0
basophilic cell focus 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo oo (oo (00 oy cococo o
Significant difference ; * 1 P = 0.0 *x 1 P S 0.01 Test of Chi Square <1>:SLight <2>:Moderate (3> Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0066

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 5
Group Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 47 49 42
1> 2> B> (D 1> 2> <3 <4 1> 2> K& WD > 2> B Wb
Organ Findings @ % @® M & ® W W W W ® W ® W W
[Digestive system]
Liver bile ductular proliferation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCo oo oo oo (20000 0Co oo
(Urinary system]
kidney infarct 0 0 0 0 0 0 0 0 0 1 0 0 3 0 0 0
oo oo ool (2200 8 (00 o0
leukemic cell infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1 0
CoCoCoo o 220000 0 0 C 0 (0 0y ( 0) 3 (0
metastasis: Liver tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 Co oo o0 CoCco oo 00000
hydronephrosis 0 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0
Co o200 o0l ()] 0 0 ( 2) 0 ( 0 0 (0
tubular necrosis 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(200000 oo 20 o0 0 (0 (0 0) ( 0) 0 0
[Endocrine system]
pituitary cyst 2 0 0 0 3 0 0 0 2 0 0 0 0 0 0 0
(0o (oo Cn (ool 0 Co 0o
hyperplasia 2 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (ocoCo o o0
metastasisiperiferal nerve tumor 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo o (o Co 0o (2000 O oo
Rathke pouch 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ocon o0 (2200000 ()] 0O Co0 (0 0 (0 0 (0
Significant difference 3 ¥ 1 P = 0.05 ¥ ¢ P = 0.01 Test of Chi Square <{1>:Slight <2>:Hoderate <3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 8
Group Name Control 125  ppm 500  ppm 2000  ppm
No. of Animals 47 49 42 38
1> 2> <& <4 1> 2> 3 Kb > <2 & 4L K> 2> 3> D
Organ Findings ® ® ® B ® o W W @ ® % ® @ % W ®
[Endocrine system]
adrenal spindle-cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
CoCco ol (220000 o000 (0 0n
hyperplasia:cartical cell 10 0 0 0 4 1 0 0 5 1 0 0 3 0 0 0
(2D C ) C Oy (O (82000 (12200 (8 o0l
hyperplasiaimedutla 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (0 (o co o coCco oo coco o0

[Reproductive system]

testis atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
ooy QRO 2 Q) B G ) B Q) O Co oo 3 co o o0

mineralization ) 1 0 0 0 0 0 0 0 1 0 0 0 4 0 0 0
(200000 (oo o (20000 (i o oo

epididymis leukemic cell infiltration 0 0 0 0 i 0 0 0 0 0 0 0 ¢ 0 0 0
(oconcn o (200000 (ocoConn Coco o0

spermatogenic granuloma 0 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
oo QIS I G ) B G ) B Q)] ({00 G- I QI ) B GO B Q)]

xanthogranuloma 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo CoCoCnon oo o0 (o0

prostats metastasis: Liver tumor 1 0 0 0 0 0 ¢ 0 0 ¢ 0 0 0 0 0 0
(00000 oo oo coCco oo (o Co(n o0

prep/cli gl cyst 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(V) I G O B Q) I ) 20000 (20000 (3ayco o0

[Neruous system]

brain deposit of calcium 28 0 0 0 26 0 0 0 17 0 0 0 12 0 0 0 x
(80) C O) C O (O (83) (0 C0) (0 (40) C 00 C 0) C O (32 000

Sienificant difference ; * 1 P S 0,05 * 1 P £ 0.01 Test of Chi Saquare <1>:Slight {2>:Moderate 3> Harked <4>:Severe

(HPT150)

RATS?



STUDY NO. & 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX 1 HALE PAGE ¢+ 7
Group Name Control 125 ppm 500  ppm 2000 ppm
No. of Animals 47 48 42 38
> 2> <& b > <2> &> b 1> 2> &> WD 1> 2> D 4L
Organ Findings @ ® W o @ & ® W W ® w ® ® W W
[Neruous system]
brain hyaline body 36 0 0 0 39 0 0 0 36 0 0 0 35 0 0 0
(m oo 0 (80 C 0y C 0 (0 (8) (000 (92) C 0) C 0 C 0
metastasisinasal tumor 0 0 0 0 0 0 0 0 1 0 0 0 0 0 ¢ 0
Q) I GO 1) I G ) B Q)] (oo (a0 0Cn (ool
[Special sense organs/appandage]
eye cataract 4 0 0 0 5 0 0 0 7 0 0 0 3 0 0 0
(oo o0 (10 C o) C 0y C 0) (i C oy C o (o (8 (0co 0
retinal atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o0 (oo Cn o (oo 00 (0 Cn
keratitis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o c2(0 (0 CoC0 oo cocoCo oy (GO RGN ) B G 1) BN Q)]
degeneration:carnea 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) I G ) B Q) B Q) o oo Con (ocoCo oy (00
Harder gt cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo Q) I G 1) B G ) B Q)] (oo Cn o3y oo
hyperplasia 1 0 0 0 0 0 0 0 0 1 0 0 2 0 0 0
(20 oo (oo oo (o200 (00
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OCLnCn (oo o0 coCo oo (o0
[Musculoskeletal system]
baone ostecfibrosis 0 Q 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(oo (2200C0 0 (220000 (000
Significant difference ¥ P = 0.05 = ! P = 0.01 Test of Chi Square <1>:Slisht <2>:Moderate <{3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANINALS (104W)
REPORT TYPE : Al
SEX © MALE PAGE : 8
Group Name Control 125  ppm 500  ppm 2000  ppm
No. of Animals 47 49 42 38
KI> K2 <3 <4 1> 2> B> D 1> 2> 8> <K& KI> 2> <& <L
Orean Findings @ & ® o o W ®» W ® ® W W® ® W W W
[Body cavities]
perj toneum granulation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
coco 0o coco oo (oo o (5 000
metastasis: Liver tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000000 ool (0000 (o0
adipose granulation 2 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
ooy (20000 (oo (5 o000

[ALL other systems]

other bone remadeling 2 0 0 1 6 0 0 3 6 0 0 1 3 0 0

1
(22(H00C0 201y (oo (N 0o (oo

odentogenic cyst

2 0 0 0 2 2 1 0 3 0 1 0 0 1 0 0
(0 Cn o0 (a0 (o2 (0 (030
Significant difference *x 1P = 0.05 *x . P £ 0,01 Test of Chi Sauare {1>:Slight <2>:Noderate <3>:Narked <4>:Severe

(HPT150) BAISZ



APPENDIX N 8

HISTOLOGICAL FINDINGS :NON—NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

MOUSE:FEMALE:SACRIFICED ANIMALS



STUDY NO.  : 0066

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 9
Group Name Control 125 ppm 500  pem 2000  ppir
No. of Animals 32 35 35 29
KI> 2> <3 <D 1> 2> K3 4> <I> 2> <& L 1> 2> & b
Orean Findines ® ® ® W ® ® » W ®w ® M W ® ®» ® ®
[Respiratary system]
nasal cavit deposit of hemosiderin 0 0 0 0 0 0 0 0 30 0 0 0 *x 28 1 0 0 *x
(oOCO o (OCn (8) (0 (00 (an (300
rhinitis 3 0 0 0 2 1 0 0 3 1 0 0 3 1 0 0
(oo (e {30 o (D300 (100 ¢ (00
easinophilic changs:olfactory epithslium 4 0 0 0 2 0 0 0 4 0 0 0 4 3 0 0
(13 C (o0 (e 00 (o0 (1) C 0 C 0 C 0 (1) (100 ¢ 0 (0
eosinophilic changesrespiratory epithelium 14 4 1 0 7 14 2 0 % g 8 4 0 7 17 2 0 %%
(44) (13 ( 3) C O (20 C40) C 8 ( O (26) (23) (1) ( 0) (20) (B9 ( ) ( O
respiratory metaplasiaiolfactory epithelium 1 2 0 0 3 1 0 ¢ 6 0 0 0 15 1 0 0 *x
(0o (DA (m o o0 (52 ( (00O
respiratory metaplasiatgland 11 4 0 0 15 7 0 0 5 7 0 0 4 20 2 0 *x
(84) (13) C O (0 (43) (200 C 0) C 0 (149) (200 ¢ ) ( O (14) (89) ( T (0
lung/bronch hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (D00 (oo ln (ool oy
edema 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO B G ) B Q) B Q1) (30 Co o0 Q) B G () B Q) B Q) coco oo
inflammaticn 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oo (Q:) I G 1) I Q) I Q) (oo lon (3000
leukemic cell infiltration 2 0 1 0 2 0 0 0 3 0 0 0 5 1 0 0
(80300 (8000 (00 Cy (M3
metastasis: Liver tumor 0 0 1 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo coeo oo oo oo (00
metastasis:uterus tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo CoCoCo0 o CoCocoo (3000
Significant difference : * 1 P = 0.0 ¥ 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Noderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0066
ANTHAL : MOUSE BDF1
REPORT TYPE : Al

SEX + FEMALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (104W) ’

PAGE : 10
Group Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 35 35 29
A> 2> & L 1> 2> 3> b 1> 2> B> b <I> K2 (B <&
Organ Findings @ o ® W o W ® W @ ® W W @ B W @
[Respiratary system]
lung/bronch bronchiolar cell hyperplasia 0 0 0 0 4 0 0 0 33 0 0 0 *x 20 8 0 0 *x
(ocoCn oo (I oo (96 C 03 C ) C O (69 (28 ( 0) (O
bronchiolar-aluealar cell hyperplasia 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(8 ooy (o0 Coco oo (30 Cn 0
[Hematopsietic system]
bone marrow deposit of pigment 3 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(0o lon (e 0Co o CoCco o lon CoCo oo
leukemic cell infiltration 1 0 0 0 2 0 0 0 2 0 1 0 2 0 0 0
(00 (8o on (e 03y (Do 0o
Lymph node leukemic cell infiltration 0 3 0 0 2 0 0 0 0 0 0 0 0 1 0 0
09 oo (800l (oo o o3y oo
metastasis:uterus tumor 0 0 0 0 0 0 0 0 0 1 0 0 0 Q 0 0
O Cco o0 cocoo0lon ool oo o0
Lymphadenitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o CoConCo (0o (30w COConCon o
follicular hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo con o Cn o Q) I Q<) B G ) I Q)] (oco{o o0
spleen atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 oo (oo o0 (ococo oy (oo n
congestion 0 0 0 0 1 0 0 0 0 0 0 0 20 0 0 0 *x
OO (3 Cn 0 Coco o (o0 (69) ¢ 00 (0 (0
deposit of hemosiderin 0 0 0 0 0 0 0 0 3 0 0 0 7 0 0 0 *
(o0 (ool on (000 (20) C 0) C 0) C 0)
Significant difference : * 3PS 0.05 % 1 P S 0,01 Test of Chi Sauare <1>:Slight (2> Moderate <3>: Marked <4>:Severe
(1IPT150)

BAIS2



STUDY NO.  : 0066

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUNMARY)

ANTMAL + MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 11
Group Name Cantrot 125  ppm 500  ppm 2000 ppm
No. of Animals 32 35 35 29
1> <2 & Db 1> 2> <3 WD KI> 2> <3 <% 1> 2> B> b
Organ Findings & W % W ® & W o ® ® W ® ® & W W
[Hematopoietic system]
splesn deposit of melanin 2 0 0 0 3 0 0 0 6 0 0 0 1 0 0 0
(8 00 tacoCon o (m o o (300
ossification 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
oo o0 oo (oo Cn (19 C 0 0 (o0
leukemic cell infiltration 0 0 0 0 4 0 0 0 0 0 0 0 0 1 0 0
CoCcoCo o (I o o0 o0 oo oo (o nlon
metastasisiuterus tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o oo o0 CoCo oo (G B G B G ) B QIR ) (oo
extramedul lary hematopoiesis 0 1 0 0 4 0 0 0 0 0 0 0 1 0 0 0
(o300 (i co oo (oo ol (3o o
follicular hyperplasia 2 1 0 0 4 0 0 0 0 0 0 0 3 0 0 0
(8300 (I oo tocoConCn (10) C 0 C O C 0O
{Circlulatary system]
heart thrombus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
O Co ool (V) I GO I Q) B Q)] oo oo (D00
necrosis:focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o oo coco oo (oo lon (o CoCnlon
arteritis 0 ¢ 0 0 2 0 0 0 0 0 0 0 0 0 0 0
oo o (o0 o0 oo con cocoCn o0
artery/aort arteritis 1 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
(3o (oo o0 (oo o0 (oo lnln
[Digestiuve system]
‘tooth inflammation 0 0 0 0 4 0 0 0 1 0 0 0 0 0 0 0
() B G B G B ) (1D 0 C oo (3o (oo (nlon
Significant difference : ¥ 1P 50,05 ** ¢ P = 0.01 Test of Chi Square <1>:Slisht <2>:Noderate (3> Harked <4>:Severe

(HPT150)

RATS?



STUDY NO.
ANINAL
REPORT TYPE :

© 0066
+ MOUSE BDF1

Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (104W)

SEX : FENMALE PAGE ¢ 12
Group Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 32 35 35 29
1> 2> <3 b 1> K2> 3> 4L 1> <2> <8 <4 > 2> B 4L
Organ___ Findings ® | ® W @ @& & W @ % & o @ o’ ® W
[Digestive system]
tooth dysplasia 4 1 1 0 2 1 2 0 4 0 0 0 5 0 2 0
(33300 (8 (38 (0 (1 C 0 ¢ 00 (1 (N0
tongus arteritis 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(a0 (& oo o0 (o0 (o0 lon
stomach inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCoCoon (3000 oo oo 0o
leukemic cell infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ococn o (0o (oo cocodn o
hyperplasia:forestomach 1 1 0 0 0 0 0 0 1 2 0 0 1 2 0 0
(300 Q) I G 1) I GV B Q)] (80 n (DO
srosionsglandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) B G ) N QR ) B G (D0 o0 oo (ool
hyperplasiatglandular stomach 8 0 0 0 11 2 0 0 18 0 0 0 12 0 0 0
(25) C 0y C 0) C O (3 ( 8 ( 0y ( 0 (48) ¢ O) C 0) (C O (41) C 0) C 0) C 0)
heterotopic gland 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
oo oo (300 (GO RGN B I Q)] (o0 o
Liver ‘thrombus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) I Q<) I G ) I Q) (oo (oo Cn oo o0
psliosis-like lesion 3 0 0 0 2 1 0 0 1 1 0 0 1 0 0 0
(000 (83000 (NN (3 oo o
cyst formation 0 0 0 0 1 0 0 0 ¢ 0 0 0 0 0 0 0
(oo (300 lo0 (oo o0 (ool
degeneration: focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (a0 oo (OO0
Significant difference : ¥ 1 P = 0.05 *% : P = 0.01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Marked <{4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 13
Group Name Control 125 ppm 500  ppm 2000 ppm
No. of Animals 32 35 35 28
<I> 2> <3 b 1> 2> <3 b 1> 2> B3> & 1> 2> <3 b
Organ_____ Findings ® | W W W o & W @ h & O o ® ® ®
[Digestive system]
Liver granulation g 1 0 0 11 2 0 0 12 3 0 0 5 1 0 0
(28 (3 (0o (s (&) (OO (34) C 9 (0 ( 0 (1 300
hyperplasia 0 0 0 0 0 0 0 (. 1 0 0 0 1 0 0 0
oo oo oo oo (3ol on (3 oo
intestinal metaplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo Co (o oo oo (0o lon oo Co o0
letkemic cell infiltration 2 2 0 0 2 0 0 0 1 1 0 0 3 1 0 0
(8 (86 (00 (8ol on (L0 (100 ¢ (0 COY
metastasis:uterus tumor 0 0 0 0 2 1 0 0 0 0 0 0 1 0 0 0
o oo o0 (8 (300 (G RGN B B Q) (0l ln
extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
o oo o (oo lon (oo on (o0 ln
basaphilic cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ocololon O co (o0 (30 o0 CoCon oo
mixed cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
cococn o (0o (oo oy Coco o
bile ductular protiferation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (oo o ooy (oo Cn o
mobilization of Kuppfer cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

[Urinary system]

Kidney infarct

1 ¢ ¢ 0 0 0 0 ] 0 0 0 0 0 0 0 Q
(3o oo o CoOCo o0 (o0
Significant difference ; ¥ 1 P = 0.05 ¥ : P = 0,01 Test of Chi Square <1>:Slight <2>:Hoderate <{3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0066

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ HOUSE BDF1 SACRIFICED ANINALS (104W)
REPORT TYPE : Al
SEX : FENALE PAGE : 14
Group Name Cantrol 125 ppm 500  ppm 2000 ppm
No. of Animals 32 35 28
A> <@ < b KI> 2> K3 (D 1> <25 < b 1> 2> KB <&
Organ Findings m % w W @ w ® W ® 4 @ ® ® ® W
[Urinary system]
Kidney hyaline droplet 0 0 0 0 3 0 0 0 2 0 0 0 1 0 0 0
oo o0 (0000 ey oo (o0 (3o
lymphoeytic infiltration 3 0 0 0 1 0 0 0 5 0 0 0 0 0 0 0
(oo (300 o0 (1) (00 C 00 cocoCn o
leukemic cell infiltration 2 1 0 0 0 0 0 0 0 0 1 0 2 2 0 0
(8300 (ool o3 n (DD 00
metastasis:uterus tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
() B G ) B Q) B V) CoCoCcon o0 o000 Q) I G ) B Q) B Q)
hydronephrosis 2 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
ey oo o (8 0o (8ycoConon oo Cnln
{Endacrine system)
pituitary angiectasis 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(D00 oo Co (B0 CoConCn oo
oyst 0 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
O CoCon o0 (e 0o (=) G ) B Q) B QR ) oo (0
hyperplasia 2 0 0 0 5 0 0 0 4 0 0 0 3 0 0 0
e ConCo o0 (14 C 0 (0 (o (i ool (10 Co o0
adrenal hemarrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (oo (o0 (0o
cyst 1 0 ¢ 0 0 0 0 0 0 0 0 0 1 0 0 0
(3o lon (ool o000 (3 co0 ooy
leukemic cell infiltration 1 0 0 0 1 0 0 0 1 0 0 0 3 0 0 0
(o (33 C0Co o0 (300 (1 o oo
Significant difference : x 1 P = 0.0 ¥ 1 P = 0.01 Test of Chi Square <1>:Slight <2>:¥oderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



STUDY NO.
ANTHAL

REPORT TYPE :
SEX

+ 0066
: MOUSE BDF1

 FEMALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (104W)

PAGE ¢ 15
Group Name Cantrol 125 ppm 500  ppm 2000  ppm
No. of Animals 32 35 35
1> 2> 3> W& <1> 42> B> Kb 1> 2> & b > 2 B WL
Organ Findings ® w ® W W W m W @ o o’ ® @ ® W ®
{Endacrine system]
adrenal metastasis:uterus tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o coco o (OC oo ooy Q) I G B G () B Q)]
spindle-cell hyperplasia 5 0 0 0 8 0 0 0 [ 0 0 0 2 0 0 0
(18 00 (23 (0 (0 (0 (m 0o (oo
hyperplasiatcortical cell 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o (oo lon oo 0o (o000 lon
[Reproductive system)
ovary hemorrhags 6 0 0 0 6 0 0 0 2 0 0 0 2 0 0 0
(oo (o0 (1 C 0 oo (e oo (o0 (7 co o0
cyst 15 0 0 0 11 0 0 0 12 0 0 0 10 0 0 0
(any C 0 C 0 ( 0 (3 C 0 C 0w (3 C o o (o (34 (0 0) 0)
cystic change 1 0 0 0 5 0 0 0 8 0 0 ¢ =% 4 0 0 0
(300 (14 C 0 oo (23 C 000 (1) o000
leukemic cell infiltration 2 0 0 0 3 0 0 0 0 0 0 0 2 0 0 0
(oo (o000 (oo n (Do
metastasistuterus tumor 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(oo (300 Coco o0 (nco o0
hyperplasiatvascutar 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(300 on o0l oo o (oo
uterus dilatation 0 0 0 0 2 0 0 Q 3 0 0 0 3 0 0 0
(Ol ¢e oo (o0 (00 (o () oy oo
cystic change 1 0 0 0 1 0 0 0 0 0 0 0 3 0 0 0
(OO0 (3o on (o0 (i con (o0
Significant difference ; *x 1 P = 0.06 ¥ ¢ P = 0,01 Test of Chi Sauare <1>:Slight <2>:¥oderate 3> Narked {4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0066 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 125 ppm 500  ppm 2000 ppm
No. of Animals 32 35 35
> 2> B3> 4> 1> 2> <3 K4 KI> K2 & D 1> K20 <3 <&
Organ Findings @ | ® O @ W ® W @ W & W @ | & ®
[Nervous system]
brain necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo n oo o O oo (ol
deposit of calcium 16 0 0 0 18 0 0 0 13 0 0 0 15 0 0 0
(50 C 0) C 0 0) (54) C O C 0 (0 (s C o (0 0) ( 52) 0) 0 (0
hyaline body 28 0 0 0 31 0 0 0 27 0 0 0 24 0 0 0
(s (o) 0o (8) C 0y C 0 (0 7 C 0 C 0 (0 (83 0 (0 (0
[Special sense organs/appandags]
eye cataract 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(a0 n (0o (80 o0 (oo ln o0
degeneration:cornea 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(occn o o ool coco o on (3000
Harder gl leukemic cell infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Co oo (o (30l (oo o (o CnCn
nasolacr d inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0
o3 0o oo o coCocnn (o300
[Musculosketetal system]
muscle leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coco oo Coy oo (o (oo oo (3 CoCo o
bone osteofibrosis 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo o0 Cn o (G- ) B G ) B G ) B Q)] oo o
[Body cavities]
peritoneunm metastasis:uterus tumar 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oCocn o0 (3)(0)(>0)(0) oo (ool o o
Sisnificant difference ; * 1 P=0.06 xx:P S 0.0l Test of Chi Square <1>:Slight {2>:Moderate {3>:Marked {4>:Severe

(HPT150)

RATS2



STUDY NO.  : 0086 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE 17
Graup Name Control 125  ppm 500  ppm 2000 ppm
No. of Animals 32 35 35 29
<I> <2> &> b KI> K2> K3 <KD 1> <2> <8 <L 1> 2> B <D
Organ Findings @ | @ W @ ® & ® % - @ @ o W »

{Body cavities]

adipose granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3L (oo (oo Cn (G B Q) B GO B Q)]

[ALL other systems]

other bone remodeling 1 1 0 0 0 0 0 0 4 0 0 0 1 0 0 0
(3o oo 0o (1iy ¢ oy C o (o (o0 on
odontogenic cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
) B Q) I Q) IR G (0o (o0 (G I Q) B Q) B Q)]
Significant difference ; ¥ 1 P = 0.06 #* 1 P S 0,01 Test of Chi Square <1>:Slight <2>:Noderats <3>:Harked <4>:Severe
(HPT150)

BAIS2






APPENDIX O 1

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS—TIME RELATED

RAT:MALE



STUDY NO. ¢ 0065 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTHAL : RAT F344
REPORT TYPE : Al
SEX + HALE PAGE ¢ 1
Time—related Items Group Name Control 40 ppm 200 ppm 1000 ppm
____Weeks
0~ B2 NO. OF EXAMINED ANIMALS 1 0 0 0
NO. OF ANIMALS WITH TUMORS 1 0 0 0
NC. OF ANIMALS WITH SINGLE TUMORS 1 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 1 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 1 0 0 0
53 - 178 NO. OF EXAMINED ANIMALS 0 1 0 12
NO. OF ANIMALS WITH TUMORS 0 1 0 12
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 0 3
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 o 9
NO. OF BENIGN TUMORS 0 0 0 13
NO. OF MALIGNANT TUMORS 0 1 0 11
NO. OF TOTAL TUXORS 0 1 0 24
79 - 104 NO. OF EXANINED ANIMALS 6 3 8 26
NO. OF ANIMALS WITH TUMORS 8 3 8 26
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 3 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 5 3 5 25
NO. OF BENIGN TUMORS 8 5 12 48
NO. OF MALIGNANT TUMORS 3 3 7 32
NO. OF TOTAL TUMORS 11 8 19 80
105 - 105 NO. OF EXAMINED ANIMALS 43 46 42 12
NO. OF ANIMALS WITH TUMORS 43 46 42 12
NO. OF ANIMALS WITH SINGLE TUMORS 16 15 11 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 27 31 31 12
NO. OF BENIGN TUMORS 66 38 85 33
NO. OF MALIGNANT TUMORS 15 12 15 15
NO. OF TOTAL TUMORS 81 100 100 48
(HPTO70)

BAIS2



STUDY NO.  : 0065

ANTHAL ¢ RAT F344

REPORT TYPE : Al

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

SEX ¢ MALE PAGE : 2
Time-related I'tems Group Name Control 40  ppm 200 ppm 1000 ppm
Weeks
0~ 105 NO. OF EXANINED ANIMALS 50 50 50 50
NO. OF ANTMALS WITH TUMORS 50 50 50 50
NO. OF ANIMALS WITH SINGLE TUMORS 18 18 14 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 32 34 36 46
NO. OF BENIGN TUMORS 75 83 97 84
NO. OF MALIGNANT TUMORS 18 16 22 58
NO. OF TOTAL TUMORS 93 109 119 152
(HPT070)

BAISZ



APPENDIX O 2

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS—-TIME RELATED

RAT:FEMALE



STUDY NO. ¢ 0065 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Time-related [tems Group Name Control 40  ppm 200 ppm 1000 ppm
Weeks
0~ B2 NO. OF EXAMINED ANIMALS 0 0 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUNORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
- NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 - 178 NO. OF EXAMINED ANIMALS 4 2 2 8
NO. OF ANIMALS WITH TUMORS 3 2 2 8
NO. OF ANIMALS WITH SINGLE TUMORS 2 2 1 3
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 1 3
NO. OF BENIGN TUMORS 1 0 0 3
NO. OF MALIGNANT TUMORS 3 2 3 6
NO. OF TOTAL TUMORS 4 2 3 g
79 - 104 NO. OF EXAMINED ANIMALS 10 7 10 16
NO. OF ANINMALS WITH TUMORS 10 7 8 16
NO. OF ANIMALS WITH SINGLE TUMORS 4 3 5 3
NO. OF ANIMALS WITH MULTIPLE TUXORS 6 4 3 13
NO. OF BENIGN TUMORS 12 g B8 20
NO. OF MALIGNANT TUMORS 8 5 ) 17
NO. OF TOTAL TUMORS 20 14 12 37
105 - 105 NO. OF EXAMINED ANIMALS 36 41 38 28
NO, OF ANIMALS WITH TUMORS 28 33 31 28
NO. OF ANIMALS WITH SINGLE TUMORS 10 15 18 3
NO. OF ANIMALS WITH MULTIPLE TUMORS 18 18 15 25
NO. OF BENIGN TUMORS 47 54 50 53
NO. OF MALIGNANT TUMORS g 4 5 14
NO. OF TOTAL TUMORS 56 58 55 87
(HPTO70)

BAIS2



STUDY NO. & 0065 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX + FEMALE PAGE ¢ 4
Time-related Items Group Name Control 40 ppm 200 ppm 1000 ppm
Heeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 41 42 41 50
NO. OF ANIMALS WITH SINGLE TUMORS 16 20 22 9
NO. OF ANIMALS WITH MULTIPLE TUMORS 25 22 18 41
NO. OF BENIGN TUMORS 80 63 56 76
NO. OF MALIGNANT TUMORS 20 1 14 37
NO. OF TOTAL TUMORS 80 74 70 113
(HPTO70)

BAIS2



APPENDIX O 3

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS—-TIME RELATED

MOUSE :MALE



STUDY NO. & 0086 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX : ¢ HALE PAGE : 1
Time—related Items Group Name Control 125 ppm 500 ppm 2000 ppm
___Heeks
0- 52 NO. OF EXAMINED ANIMALS 0 0 2 2
NO. OF ANIMALS WITH TUNORS 0 0 1 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 1 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 1
NO. OF MALIGNANT TUMORS 0 0 1 0
NO. OF TOTAL TUMORS 0 0 1 1
53 - 78 NO, OF EXAMINED ANIMALS 1 0 2 1
NO. OF ANIMALS WITH TUMORS 1 0 1 1
NO. OF ANIMALS WITH SINGLE TUNORS 1 0 1 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 1 0 1 1
NO. OF TOTAL TUMORS 1 0 1 1
79 - 104 NO, OF EXAMINED ANIMALS 2 1 4 9
NO. OF ANIMALS WITH TUMORS 1 0 2 8
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 2 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 0 2
NO. OF BENIGN TUMORS 0 0 1 3
NO. OF MALIGNANT TUMORS 2 0 1 9
NO. OF TOTAL TUMORS 2 0 2 12
105 - 105 NO. OF EXAMINED ANIMALS 47 49 42 38
NO. OF ANIMALS WITH TUMORS 20 18 17 20
NO. OF ANIMALS WITH SINGLE TUMORS 17 15 15 18
NO. OF ANIMALS WITH MULTIPLE TUMORS 3 4 2 2
NO. OF BENIGN TUMORS 12 11 11 9
NO. OF MALIGNANT TUMORS 12 12 g 14
NO. OF TOTAL TUMORS 24 23 20 23
(HPTO70)

BAIS2



STUDY NO. : 0066 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX © MALE PAGE : 2
Time-related Itens Group Name Contral 125 ppm 500  ppm 2000 ppm
Weeks
0 - 106 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 22 19 21 30
NO. OF ANIMALS WITH SINGLE TUMORS 18 15 18 26
NO. OF ANIMALS WITH MULTIPLE TUKORS 4 4 2 4
NO. OF BENIGN TUMORS 12 11 12 13
NO. OF MALIGNANT TUMCRS 15 12 12 24
NO. OF TOTAL TUMORS 27 23 24 37
(HPT070)

BAIS2



APPENDIX O 4

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED

MOUSE: FEMALE



STUDY NO.

+ 0066

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

ANTHAL + MOUSE BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 3
Time-related Itens Group Name Control 125  ppm 500 ppm 2000 pom
___ Weeks
0- 52 NO. OF EXAMINED ANIMALS 2 0 1 4
NO. OF ANIMALS WITH TUMORS 0 0 1 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 1 0
NO. OF ANIMALS WITH NULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 ¢ 0 0
NO. OF MALIGNANT TUMORS 0 0 1 0
NO. OF TOTAL TUMORS 0 0 1 0
53 - 78 NO. OF EXAMINED ANIMALS 4 2 5 5
NO. OF ANIMALS WITH TUMORS 3 1 5 2
NO. OF ANIMALS WITH SINGLE TUMORS 3 1 b 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 ¢ 0
NO. OF MALIGNANT TUNORS 3 1 5 2
NO. OF TOTAL TUMORS 3 1 5 2
79 - 104 NO. OF EXAMINED ANINALS 12 13 9 12
NO., OF ANIMALS WITH TUMORS 10 10 9 10
NO. OF ANIMALS WITH SINGLE TUMORS 7 8 6 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 3 2 3 3
NO. OF BENIGN TUMORS 4 2 2 1
NO. OF MALIGNANT TUMORS g 10 10 14
NO. OF TOTAL TUMORS 13 12 12 15
105 - 105 NO. OF EXAMINED ANIMALS 32 35 35 29
NO. OF ANIMALS WITH TUMORS 20 21 22 22
NO. OF ANINALS WITH SINGLE TUMORS 12 14 12 11
NO. OF ANIMALS WITH MULTIPLE TUMORS 8 7 10 11
NO. OF BENIGN TUMORS 14 7 18 10
NO. OF MALIGNANT TUMORS 15 22 20 26
NO. OF TOTAL TUMORS 29 29 38 36
(HPTO70)

BAIS2



STUDY NO. & 0086 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS — TIME RELATED

ANIMAL : MOUSE BDF1

REPORT TYPE : Al

SEX + FEMALE PAGE ¢ 4

Time-related Items Group Name Control 125 pem 500 ppm 2000  pom

___ Weeks,

0 - 105 NO. OF EXAMINEb ANIMALS 50 50 50 50

NO. OF ANIMALS WITH TUMORS 33 32 37 34
NO. OF ANIMALS WITH SINGLE TUMORS 22 23 24 20
NO. OF ANIMALS WITH MULTIPLE TUMORS 11 g 13 14
NO. OF BENIGN TUMORS 18 g 20 11
NO. OF MALIGNANT TUMORS 27 33 36 42
NO. OF TOTAL TUMORS 45 42 56 53

(HPT070)

BAIS2






APPENDIX P 1

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

RAT :MALE



STUDY NO. ¢ 0085
ANTHAL ¢ RAT F344
REPORT TYPE : Al

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

SEX ¢ HALE PAGE ¢ 1
Group Name Control 40 ppm 200 ppm 1000 ppm
Organ, Findines NO. () NG, () NO. B NO. %)
(Initial - Final) (Initial - Final) (Initial - Fipal) (Initial - Final)
[Integumentary system/appandage]
skin/app fibroma 0 0 1 (2 0
(105%)
keratoacanthoma 2 (4 0 1 (2 2 (4
(105W) (105W) (72 - 74H)
squamous cell carcinoma 0 2 ( 4) 0 0
(105W)
basal cell carcinoma 1 (2 0 0 0
(105W)
subcutis Fibroma 2 (4 7 (14) 5 (10 1 (2
(105W) (105W) ( 82 ~ 105W) (105W)
Lipoma 1 (2 0 0 0
(105¥W)
fibrosarcoma 0 1 (2 0 0
( 83W)
rhabdomyosarcomna 1 (2 0 1 (2 0
(105%) ( 88W)
sarcomas NOS 1 (2 0 0 0
(105W)
[Respiratory system]
tung/bronch bronchiolar-alvenlar adenoma 0 0 0 1 (2
(1058)
[Hematopoietic system]
splesn fibroma 0 0 1 (2 15 ( 80)
(105W) ( 72 - 105W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initiat = Final):Dead or Sacrificed Week of Tumor Bearing Animals

(1PT110)

BAIS2



STUDY NO. ¢ 0065 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANINAL : RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Group Name Control 40  ppm 200 ppm 1000  ppm
Organ, Findings NO. (D) NO. (B NO. (B NO. (B
(Initial - Final) (Initial - Final) (Initial = Final) (Initial - Final)
[Hematopoietic system]
splesn fibrosarcoma 0 1 (2 0 29 ( 58)
(105W) ( 63 ~ 105W)
osteosarcoma 0 0 0 11 (22)
( 82 - 105W)
sarcomas NOS 0 0 1 {2 6 (12)
(105W) ( 86 - 105W)
mononuclear cell leukemia 7 (14) 2 (4 1 (2 2 (4
( 86 — 105W) (105W) ( 92w) (58 - 85W)
hemangiosarcoma 0 0 5 (10) 7 (14)
( 83 - 105W) (72 - 105W)
[Digestive system]
oral cavity papilloma ’ 0 0 1 (2 0
(105W)
tongue squamous cell carcinoma 0 0 12 0
(1054)
small intes sarcoma+ NOS 0 0 1 (2 0
(100W)
Liver hepatacellular adenoma 0 2 (4 5 (10) 0
(105W) (105W)
[Endocrine system]
pituitary adenoma 14 (28) 13 ( 26) 20 ( 40) 7 (14)
( 84 - 105W) ( 83 - 105W) ( 83 - 1058) ( 83 - 105W)
NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals) (Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals
(HPT110)

BAIS2



STUDY NO. @ 0065 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 3
Group Name Control 40 ppm 200 ppm 1000 ppm
Organ Findings NO. () NO. (%) NO. (W) NO. (D)
(Initiat - Final) (Initial - Final) (Initial - Final) (Initial - Final)
{Endocrine system]
pituitary adenacarcinoma 0 1 (2 0 0
( 87W)
thyroid C-cell adenoma 2 (9 6 (12) 4 ( 8 4 (8
(105W) (105W) (100 - 105W) ( 85 ~ 105W)
follicular adenoma 0 0 2 (4 1 ( 2)
(1054) (105W)
C-cetl carcinoma 0 3 ( 8) 3 ( 8) 0
(102 - 105W) (105W)
folticular adenocarcinoma 0 0 1 (2 0
(105W)
panc islet islet cell aderoma 1 (2 2 (4 2 (4 1 (2
(105W) (105W) (105W) ( 85W)
islet cell adenocarcinoma 0 0 1 (2 0
(105W)
adrenal pheochromocy toma 7 (14) 7 (14) 6 (12) 16 ( 32)
( 97 - 105W) (105W) (105W) (78 - 105W)
pheochromacytoma:mal ignant 2 (4 3 ( 8) 3 ( 8) 2 (4
(105W) (105W) ( 83 - 105%) (105W)
[Reproductive systeml
testis interstitial cell tumar 42 ( 84) 49 ( 98) 46 (92) 44 { 88)
( 86 — 105K) ( 83 - 105W) ( 82 - 105W) ( 72 - 105W)
prostate adencma 1 (2 0 0 0
[@e1)
NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals) (Initial - Final):Dead ar Sacrificed Week of Tumor Bearing Animals

(HPT110) BAIS2



STUDY NO. & 0065

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 4
Group Name Control 40 ppm 200 ppm 1000 ppm
Organ_____ Findings No. B NO. (%) NO. (B N, B
(Initial = Final) (Initial = Final) (Initial - Final) (Initial = Final)
[Reproductive system)
mammary gt fibroadenama 1 (2 3 ( 8) 1 {2 1 ( 2)
(105W) (1054) (105W) (105W)
adenocarcinoma 1 (2 1 (2 0 0
(105W) (105W)
prep/cli gl adenoma 1 (2 3 ( 8) 1 (2 1 (2
(105W) (105W) (105W) (104%)
sauamous cell carcinama 0 0 1 (2 0
(100%)
[Neruous system)
brain pinealomaimalignant 0 0 1 (2 0
( 88W)
glioma 0 0 1 (2 0
(105W)
spinal card hemangioma 1 (2 0 0 0
( 18W)
[Special sense argans/appandage]
Zymbal gl sebaceous adenoma 0 1 (2 1 (2 0
(105W) (100%)
squamous cell carcinoma 1 (2 2 (4 0 0
(105H) (88 - 105W)
[Musculosketetal system]
muscle rhabdomyosarcoma 1 (2 0 0 0
(105%)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO.  : 0065

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR CCCURRENCE

ANINMAL : RAT F344
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 5
Group Name Contral 40 ppm 200 ppm 1000 ppm

Organ Firdings NO. (%) NO. (%) NO. (D) NO. (%)

(Initial - Final) (Initial - Final) (Initial - Final) (Initial = Final)
[Body cavities]
peritoneum mesothelioma 3 ( 6) 0 1 (2 0

(105W) (1050)
[ALL other systens]
ather Leiomyosarcoma 0 0 0 1 (2

(105%)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



APPENDIX P 2

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

RAT: FEMALE



STUDY NO. @ 0065
ANTHAL ¢ RAT F344
REPORT TYPE : Al

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

SEX ¢ FEMALE PAGE ¢+ 6
Group Name Control 40 ppm 200 ppm 1000 ppm
Organ Findings, NO. (%) NO. (%) No. (%) NO. (%)
(Initial - Final) (Initial - Final) {Initial ~ Final) (Initial - Final)
[Integumentary system/appandage)
skin/app papilloma 0 1 (2 0 0
(105W)
fibroma 0 1 (2 0 0
{ 88W)
trichoepitheliona 0 1 (2 0 1 (2
(105W) (105W)
neural crest neoplasm:benign 0 1 (2 0 0
(105H)
squamous cell carcinoma 1 (2 0 0 0
(105W)
subcutis Fibroma 0 0 1 (2 1 (2
(105W) (105W)
[Respiratory system]
nasal cavit schwannoma:malignant 1 (2 0 0 0
( 76W)
sarcomasNOS 0 1 (2 0 0
( 78%)
lung/bronch bronchiolar-alueolar adenoma 1 (2 0 0 0
(105%)
(Hematopaietic system]
splesn fibroma 0 0 1 (2 3 ( 8)
(105W) ( 76 - 105W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. ¢ 0065

NEOPLASTIC LESIONS ~ INCIDENCE AND TINE OF TUMOR OCCURRENCE

ANIMAL © RAT F344
REPORT TYPE : Al
SEX s FEMALE PAGE @
. Group Name Cantraol 40 ppm 200 ppm 1000 ppm
Organ Findings NO. (B NO. (%) NO. () NO. (%)
(Initial = Final) (Initial - Final) (Initial - Fimal) (Initial - Final)
[Hematopoietic system]
spleen fibrosarcoma 0 0 0 17 ( 34)
(70 - 105W)
ostecsarcoma 0 0 0 3 (8
(102 - 104W)
sarcomas NOS 0 0 0 1 (2
(105W)
monanuclear cell leukemia 11 (22) 1 (2 7 (14) 4 ( 8)
( 89 - 105W) (105W) ( 82 ~ 105¥%) (72 - 98W)
hemangiosarcoma 0 0 2 (4 4 (8
( 88 - 105W) ( 92 - 105W)
[Circlulatory system]
heart schuannoma:malignant 0 1 (2 0 0
( 88W)
[Digestive system]
oral cavity papilloma 1 (2 0 0 0
(105W)
tooth ameloblastoma 0 0 1 (2 0
(105W)
large intes sarcoma: NOS 1 ( 2) 0 0 0
(105W)
Liver hemangiosarcoma 1 (2 0 0 0
( 89W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead ar Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO.  : 0065 NEOPLASTIC LESIONS ~ INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTHAL * RAT F344

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 8
Group Name Control 40 ppm 200 ppm 1000 ppm

Organ, Findings No. W) NO. (%) No. B NO. (%)

(Initial - Final)

(Initial - Final)

(Initial - Final)

(Initial - Final)

[Urinary system]

urin bladd

polyp

{Endocrine system]

pituitary

thyroid

parathyroid

panc islet

adrenal

adenoma

adenocarcinama

C-cell adenoma

follicular adenoma

adencma

islet cell gdenoma

islet cell adenocarcinaoma

pheochromacytoma

cortical adenoma

pheochromocytomatmalignant

1
( 52) 27
( 86 - 105W)

0
(10) 4
(105W)

1
(2 0
( 98W)

1

0
( 6) 6
( 95 - 105W)

2

0

(2 0
( 99W)
( 54) 24
( 84 - 105W)

1
(8 3
(105W)
(2 1
(105W)

0
(2 0
(105W)

0
(12 4
( 86 - 105W)
(@ 2
(105W)

( 48) 24
( 85 ~ 1054)
(2 1
{ 74W)
(6 2
(105%)
(2 1
(105%)
1
2
1
(8 16
(105%)
(4 0
(105W)
(2 2
{ 74W)

( 2
(105W)

(48)
(76 - 106W)

{2
{ 98H)

(@
(105H)

(2
(105W)

(2
( 98W)

(4
(101 - 108W)

(2
(103W)

( 32)
( 89 - 105W)

(4
(105W)

NO.  (%):Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAISZ



STUDY NO. @ 0065 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTMAL ¢ RAT F344

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 8
Graup Name Control 40 ppm 200 ppm 1000 ppm

Organ Findings NO. () NO. (B NC. NO.

(Initial - Final)

(Initial - Final)

%
(Initial = Final)

(%)
(Initial - Final)

{Reproductive system]

quary

uterus

mammary gl

prep/cli gl

granulosa—theca cell tumor:malignant

adenoma

endometrial stromal polyp

endometrial stromal sarcoma

fibroadenocma

adenocarcinoma

papilloma

adenoma

keratoacanthoma

{Neruous system]

spinal cord

periph nerv

glioma

schwannomamal ignant

g (18
( 77 - 105W)

1 (2
( 95W)

g9 (18)
(105W)

3 (8
(105H)

1 (2
(104W)

4 (8
( 87 - 105W)

1 (2
(105%)

g (18)
( 99 - 105W)
(6
(65 - 98W)

5 (10
(108W)

2 (48
(105H)

2 (4
(105W)

1 (2
(105W)

1 (2
( 99W)

7 (14)
( 88 ~ 105W)

5 (10)
{ 87 - 105W)

2 (4
( 53 - 105W)

6 (12)
(105W)

1 (2
(105%)

(2
(105W)

(22)
( 95 ~ 105W)
(4
(72 - S0W)

( 16)
(104 - 1054)

(2
( 85W)

(2
(105W)

(2
(105W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Finat):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BALS2



STUDY NO. & 0065

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢ RAT F344

REPORT TYPE : 41

SEX ¢ FEMALE PAGE ¢ 10
Group Name Cantrol 40 ppm 200 ppm 1000 ppm

Organ______ Findings NO. (D) NO. (%) NO. NO. (%)

(Initial - Final) (Initial - Final)

%
(Initial - Final)

(Initial - Final)

[Special sense organs/appandage]

Zymbal gl sebaceous adencma

adenocarcinoma

[Body cavities]

retroperit nephroblastoma

0 0 1 (2
(105H)
0 1 (2 0
( 88W)
1 (2 0 0
(104W)

2 (4
{ 77 - 105W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAISZ



NEOPLASTIC LESIONS

APPENDIX P 3

INCIDENCE AND TIME OF TUMOR OCCURRENCE

MOUSE :MALE



STUDY NO.  : 0066

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL : MOUSE BDF1
REPORT TYPE ¢ Al
SEX ¢ MALE PAGE ¢ 1
Group Name Contrrol 125  pem 500  ppm 2000  pom
Organ Findings No. (@ NO. (D) NO. (B NO. (B
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Integumentary system/appandage]
subcutis hemangioma 1 ( 2) 0 0 1 (2
(1054) (105W)
{Respiratary system]
nasal cavit schwannomasmalignant 0 0 1 (2 0
(105W)
lung/bronch bronchiotar-alueolar adenoma 2 (4 2 (4 2 ( 4) 0
(105W) (105W) (105W)
histiocytic sarcoma 0 0 1 (2 0
(105W)
bronchiolar-alueolar carcinoma 1 (2 2 (0 1 (2 1 (2
(105W) (105W) (105W) (105W)
[Hematopoietic system]
bone marrow hemangiosarcona 0 0 0 1 (2
(103W)
Lymeh node hemangioma 0 0 0 1 (2
(105W)
malighant Lymphoma 2 (4 2 (8 1 (2 8 (16)
(105K) (105W) (105W) ( 83 - 105W)
thymus matishant lymphoma 0 0 1 (2 0
( 37%)
spleen hemangiona 2 (4 0 1 (2 1 (2
(105#) (105W) (104W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial = Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO.  : 0066

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL : MOUSE BDF1

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 2
Group Name Control 125  ppm 500  pem 2000  pem

Organ Findings NO. (%) NO. NO. (%) NO. (B

(Initial - Final)

(Initial - Final)

(Initial - Final)

(Initial - Final)

[Hematopaietic system]

spleen malighant lymphoma
mastcytoma:malignant
hemangiosarcoma
[Digestive system]
tooth schwannama

odontoma

salivary gl histiocytic sarcoma

stomach papi L Loma
carcinoid tumar
small intes hemangiosarcoma
Liver hepatocellular adenoma

histiocytic sarcoma

( 8
( 59 - 105W)

( 8)
( 93 - 105W)

(4
(105W)

(2
(105W)

(2
(105W)

(8
(105W)

(2

© (105W)

1

(2
(105W)

( 10)
(105W)

(2
(105W)

(4
(105W)

(2
(1054)

( 6
(105W)

(2
(105W)

( 8
( 94 - 105W)

(2
(103)

(4
( 83 - 105W)

(2
(105%)

( 6)
(70 ~ 105W)

(2
(103W)

( &
(104 - 105W)

(2
(1058)

)
(105W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. = 0066

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL : MOUSE BDF1

REPORT TYPE : Al

SEX : MALE PAGE ¢+ 3
Group Name Control 125 ppm 500  ppm 2000  ppm

Organ Findings ¥o. (%) NO. (%) No. (B NO. (B

(Initial - Final)

(Initial - Final)

(Initial - Final)

(Initial - Final)

[Digestive system]

Liver hemangiosarcoma

hepataocsllular carcinoma

pancreas hemangioma

{Urinary system]

urin bladd histiooytic sarcoma

[Endocrine system]

parathyroid adenocarcinoma

adrenal pheochiromacytoma

cortical adenoma

{Reproductive system}

festis hemangioma

epididymis histiceytic sarcoma

2

1

(49
(93 ~ 105H)

(2
(105W)

(2
(105W)

—

( 4
(105W)

(8
(105W)

( 2
(105H)

(2
(105W)

1 (2
(1050}

1 (2
(105W)

1 (2
(105W)

1 (2
( 65W)

1 (2
(105H)

1

1

(2
(104W)

(12)
( 96 - 105W)

(2
(105W)

(2
(105W)

(2
( 41%)

( 2
(104W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial ~ Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. & 0066 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢+ MOUSE BDF1
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 4
Group Name Control 125  ppm 500 ppm 2000  pem

Organ Findings NO. %) NO. (B NO. (B NO. (%)

(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Neruaus system]
periph nerv schwannoma:malignant 0 0 1 (2 0

(105W)

[Special sense organs/appandags)
Harder gl adenoma 1 (2 1 { 2) 0 0

(105%) (105W)
NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals) (Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(KPT110) BAIS2



APPENDIX P 4

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

MOUSE: FEMALE



STUDY NO.

+ 0066

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTNAL ¢ MOUSE BDF1

REPORT TYPE : Al

SEX © FEMALE PAGE : 5
Group Name Control 125 ppm 500 ppm 2000 ppm

Organ Findings NO. (%) NO. B NO. NO. (B

(Initial - Final)

(Initial - Final)

»
(Initial = Final)

(Initial - Final)

[Integumentary system/appandage]

subcutis

hemangioma

{Respiratory system]

nasal cavit

tung/bronch

osteoma

bronchiolar-alueolar adenoma

bronchiolar—alusolar carcinoma

[Hematopoietic system)

bone marrow

lymeh node

spleen

hemangioma

malighant lymphoma

hemangioma

malighant lymphoma

mastcytomaimalignant

hemangiosarcona

11

(4
(92 - 105W)

(8
(105H)

(2
(101W)

( 22)
{ 74 - 105W)

(14)
(75 - 105W)

11

1

(2
(105W)

(2
(105%)

( 6)
(102 ~ 105W)

2
(105W)

(22)
( 88 - 105W)

(10)
( 95 - 105W)

(2
(105W)

(2
(105W)

(2
(105W)

(.
(105W)

(12)
( 99 - 105W)

(14)
(74 - 105W)

( 16)
( 43 - 105W)

(10
(99 - 105W)

(2
(105H)

(8
(105W)

(2
(102W)

( 24)
( 88 - 105W)

(2
( o8W)

( 8)
( 94 - 105W)

(2
(105W)

(4
(102 - 105W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. & 0066 NEOPLASTIC LESIONS - INCIDENCE AND TIKE OF TUMOR OCCURRENCE

ANIMAL : HOUSE BDF1

REPORT TYPE : Al

SEX . FEMALE PAGE : 6
Group Name Control 125 ppm 500  pem 2000 ppm

Organ Findings ¥o. (%) NO. (%) NO. (%) NO. (%)

(Initial - Final)

(Injtial - Final)

(Initial - Final)

(Initial - Final)

[Digestive system)

tooth odontomna
salivary gt schwannoma:matignant
large intes schwannomama L ignant
Liver hemangioma
hepatocellular adenoma
histiccytic sarcoma
hemangiosarcama
hepatocellular carcinoma

[Endocrine system]

pituitary adencma

{Repraductive system]

ovary cystadenoma

( 10)
(83 - 105W)

(8
(102 - 105W)

4)
(102 - 105W)

( 6)
(105W)

( 6)
( 95 - 105W)

(4
(105W)

(2
(1028)

(2
(105W)

(2
(105W)

(9
(105W)

(2
(105H)

( 6
(105W)

(2
(105W)

()
(105W)

( 10)
( 96 - 105W)

(2
(105W)

(2
(105W)

(2
(105%)

(8
(1058)

( 2)
(105H)

(10
( 73 - 105W)

(10)
( 96 - 105W)

(2
(105W)

(2
(105W)

NO.  (%):Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO.  : 0066 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTMAL + MOUSE BDF1
REPORT TYPE : Al
SEX : FEMALE PAGE @ 7
Group Name Control 125 ppm 500  ppm 2000 ppm
Organ, Findings No. B NO. (B N. W NO. B
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Reproductive system]
uterus hemangioma 1 ( 2) 0 0 0
(105%)
endometrial stromal polyp 0 1 (2 0 0
(105W)
histiocytic sarcoma 6 (12) 8 (16) 10 (20) g (18)
(78 — 109W) ( 61 - 105W) (73 - 105W) ( 83 - 105W)
[Special sense organs/appandags]
Harder gl adenoma 0 0 1 (2 0
(1054)
adenocarcinoma 0 1 (2 0 0
( 9gW)
[Body cavities]
peritoneum hemangiosarcama 0 1 (2 0 1 (2
(105W) (103W)
NO. (%) :Number of Tumar - Bearing Animals (% of Examined Animals) (Initial - Final) :Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110) BAIS2






APPENDIX Q 1

NEOPLASTIC LESIONS — INCIDENCE AND STATISTICAL ANALYSIS

RAT :MALE



STUDY No. : 0065
ANINAL ¢ RAT TF344

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ MALE PAGE : 1
Group Name Controt 40 ppm 200 ppm 1000 ppm
SITE ¢ subeutis
TUMOUR ¢ fibroma
Querall Rates(a) 2/50( 4.0) 7/50( 14.0) 5/50( 10.0) 1/50( 2.0)
Ajusted Rates(b) 4.65 15.22 8.52 8.33
Terminal Rates(c) 2/43( 4.7) 7/46( 15.2) 4/42( 9.5) 1/12( 8.3)
Standard Rates(d) P = 0.2776
Prevalence Rates(d) P = 0,4956
Cambind analysis(d) P = 0.5217
Cachran-Armitage Test(e) P = 0.1165
Fisher Exact Test(e) P = 0.1045 P =0.2425 P = 0.4926
SITE : spleen
TUMOUR :  fibroma
Overall Rates(a) 0/50( 0.0) 0/50( 0.0) 1/50( 2.0) 15/50( 30.0)
Adjusted Rates(b) 0.0 0.0 2.38 58.82
Terminal Rates(c) 0/43( 0.0) 0/46( 0.0) 1/42( 2.4) 7/12( 58.3)
Standard Rates(d) P = 0.1627
Prevalence Rates(d) P < 0.0001%x7
Combind analysis(d) P < 0.0001%x?
Cachran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P = 0.5000 P = 0.4950 P = 0.0001*x
SITE : spleen
TUMOUR ¢ fibrosarcoma
Ouverall Rates(a) 0/50( 0.0) 1/50( 2.0) 0/50( 0.0) 29/50( 58.0)
Adjusted Rates(b) 0.0 2.17 0.0 58.33
Terminal Rates(c) 0/43( 0.0) 1/46( 2.2) 0/42( 0.0) 7/12( 58.3)
Standard Rates{d) P < 0.0001%%7
Prevalence Rates(d) P < 0.0001%x?
Combind analysis{d) P < 0.0001xx?
Cochran-Armitagse Test(e) P < 0,0001%x
Fisher Exact Test(e) P = 0.4950 = (.5000 P < 0.0001%x

(HPT3604)

BAISZ



STUDY No. : 0065

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ HALE PAGE : 2
Group Name Contral 40  ppm 200 ppm 1000 ppm
SITE ¢ spleen
TUMOUR : osteosarcoma
Ouerall Rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 11/50( 22.0)
Adjusted Rates(b) 0.0 0.0 0.0 22.73
Terminal Rates(c) 0/43( 0.0) 0/48( 0.0) - 0/42( 0.0) 1/12( 8.3)
Standard Rates(d) P < 0.0001x%?
Prevalence Rates(d) P < 0.0001%x?
Combind analysis(d) P < 0.0001%%7?
Cochran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P = 0.5000 P = 0.5000 P = 0.00089%x
SITE : spleen
TUMOUR ¢ sarcoma:NOS
Ouverall Rates(a) 0/50( 0.0) 0/50( 0.0) 1/50( 2.0) 6/50( 12.0)
Adjusted Rates(b) 0.0 0.0 2.38 21.05
Terminal Rates(c) 0/43( 0.0) 0/46( 0.0) 1/42( 2.4) 2/12( 16.7)
Standard Rates(d) P = 0.0028%x7
Prevalence Rates(d) P < 0.0001%x?
Combind analysis(d) P < 0.0001%x?
Cochran-Armitage Test(e) P = 0.0001%x
Fisher Exact Test(e) P = 0.5000 P = 0.4950 P = 0.0190%
SITE : spleen
TUMOUR : mononuclear cell leukemia
Overall Rates(a) 7/50( 14.0) 2/50( 4.0) 1/50( 2.0) 2/50( 4.0)
Adjiusted Rates(b) 8.30 4,35 2.17 0.0
Terminal Rates(c) 4/43( 8.3) 2/46( 4.3) 0/42( 0.0) 0/12( 0.0)
Standard Rates(d) P =0.1749
Prevalence Rates(d) P = 0.9537
Combind analysis(d) P = 0.8320
Cochran-Armitagse Test(e) P = 0.2902
Fisher Exact Test(e) P = 0.1045 P = 0.0430% P = 0.1045

(HPT3604)
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STUDY No. ¢ 0085

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIHAL ¢ RAT F344
SEX T MALE PAGE 3
Group Name Control 40 ppm 200 ppm 1000 ppm
SITE : spleen
TUMOUR ¢ hemangiosarcama
Oueratl Rates(a) 0/50( 0.0) 0/50( 0.0) 5/50( 10.0) 7/50( 14.0)
Adjusted Rates(b) 0.0 0.0 10.42 17.85
Terminal Rates(c) 0/43( 0.0) 0/46( 0.0) 4/42( 9.5) 2/12( 18.7)
Standard Rates(d) P < 0.0001%x?
Prevalence Rates(d) P = 0.0179%
Combind analysis(d) P = 0.0001%x
Cochran-Armitase Test(e) P = 0.0017%x
Fisher Exact Test(e) P = 0.5000 P = 0.0360% P = 0.0101x
SITE : spleen
TUMOUR :  fibroma,fibrosarcoma,osteosarcoma,sarcoma: NOS,hemangiosarcoma
Ouerall Rates(a) 0/50( 0.0) 1/50( 2.0) 7/50{ 14.0) 47/50( 24.0)
Adjusted Rates{b) 0.0 2.17 14.58 100.00
Terminal Rates(c) 0/43( 0.0) 1/46( 2.2) 6/42( 14.3) 12/12(100.0)
Standard Rates(d) P < 0.0001%x?
Prevalence Rates(d) P < 0.0001%x?
Combind analysis(d) P < 0.0001%x?
Cachran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P = 0.4950 P = 0.0101% P < 0.0001%*
SITE : Lliver
TUMOUR ¢ hepatocellular adenoma
_Querall Rates(a) 0/50( 0.0) 2/50( 4.0) 5/50( 10.0) 0/50( 0.0)
Adjusted Rates(b) 0.0 4.35 11.80 0.0
Terminal Rates(c) 0/43( 0.0) 2/46( 4.3) 5/42( 11.9) 0/12( 0.0)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.4313
Combind analysis(d) P= -
Cochran-Armitage Test(e) P = 0,3008
Fisher Exact Test(e) P = 0.2574 P = 0.0360% P = 0.5000

(HPT3604)
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STUDY No. : 0065
ANIMAL ¢ RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ MALE PAGE ¢ 4
Group Name Cantrol 40 ppm 200 ppm 1000 ppm
SITE @ pituitary gland
TUMOUR : adenoma
Ouerall Rates(a) 14/50( 28.0) 13/50( 26.0) 20/50( 40.0) 7/50( 14.0)
Adjusted Rates(b) 30.23 28.53 38.58 30,77
Terminal Rates(c) 13/43( 30.2) 11/46( 23.9) 16/42( 88.1) 3/12( 25.0)
Standard Rates(d) P = 0.5831
Prevalence Rates(d) P = 0.6984
Combind analysis(d) P =0.,73%4
Cochran-Armitage Test(e) P = 0.0403%
Fisher Exact Test(e) P = 0.4815 P = 0.2452 P = 0.1246
SITE ¢ pituitary gland
TUMOUR : adenaoma,adenccarcinoma
Ouerall Rates(a) 14/50( 28.0) 14/50( 28.0) 20/50( 40.0) 7/50( 14.0)
Adjusted Rates(b) 30.23 26.53 38.58 30.77
Terminal Rates(c) 13/43( 30.2) 11/46( 23.9) 16/42( 38.1) 3/12( 25.0)
Standard Rates(d) P = (.7877
Prevalence Rates(d) P = 0.6984
Cambind analysis(d) P = 0.7763
Cochran-Armitage Test(e) P = 0.0320%
Fisher Exact Test(e) P = 0.4155 P = 0,2452 P = 0.1248
SITE ¢ thyroid
TUMOUR ¢ C-cell adenama
Ouerall Rates{a) 2/48( 4.1) 6/50( 12.0) 4/50( 8.0) 4/48( 8.2)
Adjusted Rates(b) 4,76 13.04 8.89 17.65
Terminal Rates(c) 2/42( 4.8) 6/46( 13.0) 3/42( 17.1) 1/11( 8.1)
Standard Rates{(d) P= -
Prevalence Rates(d) P = 0.0895
Combind analysis(d) P =
Cachran-Armitage Test(e) P = 0.9430
Fisher Exact Test(e) P = 0.1677 P = 0.3668 P = 0.3576

(HPT360A)
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STUDY Na. : 0065

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX ¢ MALE PAGE 5
Group Name Control 40 ppm 200 ppm 1000 ppm
SITE ¢ thyroid
TUMOUR :  C-cell carcinoma
Querall Rates(a) 0/48( 0.0) 3/50( 6.0) 3/50( 6.0) 0/49( 0.0)
Adjusted Rates(b) 0.0 6.38 7.14 0.0
Terminal Rates(c) 0/42( 0.0) 2/46( 4.3) 3/42( 7.1) 0/11( 0.0)
Standard Rates({d) p=—
Prevalence Rates(d) P = 0.5820
Corbind analysis(d) P=-—--
Cochran-Armitage Test(e) P = 0.2466
Fisher Exact Test(e) P =0.1364 P = 0.1364 P = 0.5000
SITE : thyroid
TUMOUR ¢ C-cell adenoma,C-cell carcinoma
Ouerall Rates(a) 2/48( 4.1) 8/50( 18.0) 7/50( 14.90) 4/49( 8.2)
Adjusted Rates(b) 4,76 19.15 15.56 17.65
Terminal Rates(c) 2/42( 4.8) 8/46( 17.4) 6/42( 14.3) Y1 9.1
Standard Rates{(d) P=—-—-
Prevalence Rates(d) P = 0.1864
Combind analysis(d) P= -
Cochran-Armitage Test(e) P = 0.5687
Fisher Exact Test(e) P = 0.0458% P =0.1100 P = 0.3576
SITE  : adrenal gland
TUMOUR ¢ pheochromocytoma
Ouerall Rates(a) 7/50( 14.0) 7/50( 14.0) 6/50( 12.0) 16/50( 32.9)
Adjusted Rates(b) 15.56 15.22 14.29 81.54
Terminal Rates(c) 6/43( 14.0) 7/46( 15.2) 6/42( 14.3) 7/12( 58.3)
Standard Rates(d) P= -
Prevalence Rates(d) P < 0.0001*x
Combind analysis(d) P=
Cochran-Armitage Test(e) P = 0.0041%x
Fisher Exact Test(s) P = 0.3882 P = 0.4883 P = 0.0704

(HPT3604)
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STUDY No. : 0065
ANTHAL ¢ RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX T MALE PAGE : 6
Group Name Control 40  ppm 200 ppm 1000  ppm
SITE : adrenal gland
TUMOUR : pheochromocytomaimalisnant
Ouerall Rates(a) 2/50( 4.0) 3/50( 6.0) 3/50( 6.0) 2/50( 4.0)
Adjusted Rates(b) 4.65 6.52 4.76 16.67
Terminal Rates(c) 2/43( 4.7) 3/46( 8.5) 2/42( 4.8) 2/12( 16.7)
Standard Rates{d) P =0.2714
Prevalence Rates(d) P = 0.0952
Combind analysis(d) P =0.1226
Cochran-Armitage Test(e) P = 0.7610
Fisher Exact Test(e) P = 0.4909 P = 0.4909 = (,3088
SITE @ adrenal gland
TUMOUR : pheochromacytoma,pheochromocytoma:matignant
Querall Rates{a) 9/50( 18.0) 9/50( 18.0) 8/50( 18.0) 18/50( 36.0)
Adjusted Rates(b) 20.00 18.57 18.05 76.92
Terminal Rates{(c) 8/43( 18.8) 9/46( 19.8) 8/42( 19.0) 8/12( 75.0)
Standard Rates(d) P =0.2714
Prevalence Rates(d) P < 0.0001%x*
Combind analysis(d) P < 0.0001%x
Cochran-Armitage Test(e) P = 0.0095%x
Fisher Exact Test(e) P = 0.3993 P = 0.3993 P = 0.0922
SITE : testis

Querall Rates(a)
Adjusted Rates(b)
Terminal Rates(c)
Standard Rates(d)
Prevalence Rates(d)
Combind analysis(d)
Cochran-Armitage Test(e)
Fisher Exact Test(e)

TUMOUR : interstitial cell tumor

42/50( 84.0)
87.50
37/43( 86.0)

P
P
P
P

49/50( 98.0)
100,00
46/46(100.0)

P =0.3497

46/50( 92.0)
97.73
41/42( 97.8)

P = 0.4346

44/50( 88.0)
97.06
11/12( 91.7)

P = 0,4956

(HPT3604)
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STUDY No. : 0065

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL i RAT F344
SEX s HALE PAGE 7
Group Name Control 40  ppm 200 ppm 1000 ppm
SITE @ mammary gland
TUMOUR ¢ fibroadenoma
Querall Rates(a) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0) 1/50( 2.0)
Adjusted Rates(b) 2.33 6.52 2.38 8.33
Terminal Rates(c) 1/43( 2.3) 3/46( 6.5) 1/42( 2.4) 1/12( 8.3)
Standard Rates(d) P =~
Prevalence Rates(d) P = 0.2421
Combind analysis{(d) P=-——
Cochran-Armitage Test(e) P = (.5808
Fisher Exact Test(e) P = 0.3235 P =0.2475 P = 0.2475
SITE ¢ mammary gland
TUMOUR : fibroadenoma,adenccarcinoma
Overatl Rates(a) 2/50( 4.0) 3/50( 6.0) 1/50( 2.0) 1/50¢ 2.0)
Adjusted Rates{b) 4,65 6.52 2.38 8.33
Terminal Rates(c) 2/43( 4.7) 3/46( 6.5) 1/42( 2.4) 1/12( 8.3)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.3174
Combind analysis(d) Pz
Cachran-Armitage Test{e) P = 0.4198
Fisher Exact Test(e) P = 0.4909 P = 0.4926 P = 0.4928
SITE  : preputial/clitoral gland
TUMOUR : adenoma
Ouerall Rates(a) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0} 1/50( 2.0)
Adjusted Rates(b) 2.33 6.52 2.38 7.89
Terminal Rates(c) 1/43( 2.3) 3/46( 6.5) 1/42( 2.4) 0/12( 0.0)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.2612
Combind “analysis(d) P=-—
Cochran-4rmitage Test(e) P = 0.5808
Fisher Exact Test(e) P = 0.3235 P = 0.2475 P = 0.2475

(HPT3604)
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STUDY No. : 0085 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIHAL ¢ RAT F344
SEX MALE PAGE 8
Group Name Control 40  ppm 200 ppm 1000  ppm
SITE @ peritoneun
TUMOUR : mesothelioma
Ouerall Rates(a) 3/50( 6.0) 0/50( 0.0) 1/50( 2.0) 0/50( 0.0)
Adjusted Rates(b) 6.98 0.0 2.38 0.0
Terminal Rates(c) 3/43( 7.0) 0/46( 0.0) 1/42( 2.4) 0/12( 0.0)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.7670
Combind analysis(d) P= -
Cachran-Armitage Test(e) P = 0.1950
Fisher Exact Test(e) P = 0.1325 P = 0.3235 P = 0.1325
(HPT3604) BAIS2
(a): Number of tumor-bearing animals/number of animals examined at the site.

(b):
(c):
(d)+

KaplanMeire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

Observed tumor incidence at terminal kill.

Beneath the control incidence are the Pualues associated with the trend test.
Standard method @ Death analysis

Prevatence method @ Incidental tumor test

Combind analysis : Death analysis + Incidenta ltumor test

¢ The Cochran-Armitage and Fisher’'s exact test compare directly the overall incidence rates.

¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value
—— 1 There is no date which should be statistic analysis

Sianificant difference i * 1 P = 0,05 ¥ 1 P = 0,01
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STUDY No. : 0065

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ FEMALE PAGE 9
Group Name Cantrol 40  ppm 200 ppm 1000  ppm
SITE : spleen
TUMOUR ¢ fibroma
Ouerall Rates(a) 0/50( 0.0) 0/50( 0.0) 1/50( 2.0) 3/50( 6.0)
Adjusted Rates(b) 0.0 0.0 2.63 7.14
Terminal Rates(c) 0/36( 0.0) 0/41( 0.0) 1/38( 2.6) 2/28( 7.1)
Standard Rates(d) P=——
Prevalence Rates(d) P = 0.0123x%
Combind analysis(d) P=———
Cochran-Armitage Test(e) P = 0.0146%
Fisher Exact Test(e) P = 0.5000 P = 0.4950 P = 0.1325
SITE ¢ spleen
TUMOUR : fibrosarcoma
Queralt Rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 17/50( 34.0)
Adjusted Rates(b) 0.0 0.0 0.0 25.00
Terminal Rates(c) 0/36( 0.0) 0/41( 0.0) 0/38( 0.0) 7/28( 25.0)
Standard Rates(d) P < 0.0001%x7?
Prevalence Rates(d) P < 0.0001%x?
Combind analysis(d) P < 0.0001%x7
Cochran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P = 0.5000 P = 0.5000 P < 0.0001%x
SITE : spleen
TUMOUR ¢ osteosarcaoma
Querall Rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0)
Adjusted Rates(b) 0.0 0.0 0.0 0.0
Terminal Rates(c) 0/36( 0.0) 0/41( 0.0) 0/38( 0.0) 0/28( 0.0)
Standard Rates(d) P = 0.0005%x7
Prevalence Rates(d) P=-———
Combind analysis(d) P = 0.0005%*?
Cachran-Armitage Test(e) P = 0.0030%x
Fisher Exact Test(e) P = 0.5000 P = 0.5000 P = 0.1325

(HPT3604)
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STUDY No. + 0065

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX : FEMALE PAGE : 10
Group Name Control 40 ppm 200 ppm 1000 ppm
SITE : spleen
TUMOUR : mononuclear cell leukemia
Ouerall Rates(a) 11/50( 22.0) 1/50( 2.0) 7/50( 14.0) 4/50( 8.0)
Adjusted Rates(b) 12,50 2.44 5.26 4.35
Terminal Rates(c) 4/36( 11.1) 1/41( 2.4) 2/38( 5.3) 0/28( 0.0)
Standard Rates(d) P = 0.7000
Prevalence Rates(d) P = 0.669
Combind analysis(d) P = 0.7686
Cachran-Armitage Test(e) P = 0.3554
Fisher Exact Test(e) P = 0.0052xx P = 0.2711 P = 0.0777
SITE : spleen
TUMOUR : hemangiosarcoma
Oueralt Rates(a) 0/50( 0.0) 0/50( 0.0) 2/50( 4.0) 4/50( 8.0)
Adjusted Rates(b) 0.0 0.0 2.63 8.11
Terminal Rates(c) 0/36( 0.0) 0/41( 0.0) 1/38( 2.6) 1/28( 3.6)
Standard Rates(d) P = 0.1608
Prevalence Rates(d) P = 0.0093%x
Combind analysis(d) P = (,0057%*
Cochran-Armitage Test(e) P = 0.0094%x
Fisher Exact Test(e) = 0.5000 P = 0.2574 P = 0.0688
SITE : spleen
TUMOUR : fibroma,fibrosarcoma,osteosarcoma,sarcoma NOS,hemangiosarcoma
Querall Rates(a) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0) 26/50( 52.0)
Adjusted Rates(b) 0.0 0.0 5.26 38.24
Terminal Rates(c) 0/38( 0.0) 0/41¢ 0.0) 2/38( 5.3) 10/28( 35.7)
Standard Rates(d) P < 0.0001%x?
Prevalence Rates{(d) © P < 0.0001%x7?
Cambind analysis{(d) P < 0.0001%%7
Cachran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P = 0.5000 P = 0,1325 P < 0.0001%x

(HPT3604)
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STUDY No. + 0065

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344
SEX . FEMALE PAGE 11
Group Name Controt 40 ppm 200 ppm 1000 ppm
SITE ¢ pituitary gland

Ouerall Rates(a)
Adiusted Rates(b)
Terminal Rates(c)
Standard Rates(d)
Prevalence Rates(d)
Combind analysis(d)
Cachran-Armitage Test(e)
Fisher Exact Test(e)

TUMOUR : adenoma
26/50( 52.0)
55.81
19/36( 52.8)

P
P
P
P

E T ¢ N | [}

27/50( 54.0)
56.10
23/41( 56.1)

P = 0.4765

24/50( 48.0)
52.63
20/38( 52.86)

P = 0.4771

24/50( 48.0)
58.82
16/28( 57.1)

P = 0.4771

Ouerall Rates(a)
Adjusted Rates(b)
Terminal Rates(c)
Standard Rates(d)
Prevalence Rates(d)
Combind analysis(d)
Cochran-frmitage Test(e)

SITE ¢ pituitary gland

TUMOUR : adenoma,adenacarcinoma

26/50( 52.0)
56.81
19/36( 52.8)

hre B~ Bia < By v}
nonon

(=4

N

(g

o

[

27/50( 54.0)
56.10
23/41( 56.1)

25/50( 50.0)
52.63
20/38( 52.8)

25/50( 50.0)
58.82
16/28( 57.1)

Fisher Exact Test(e) P = 0.4765 P = 0.4768 P = 0.4768
SITE ¢ thyroid
TUMOUR ¢ C-cell adenoma
Ouerall Rates(a) 5/50( 10.0) 4/50( 8.0) 3/50( 6.0) 2/49( 4.1)
Adjusted Rates(b) 13.51 9.76 7.89 7.41
Terminal Rates(c) 5/36( 13.9) 4/41( 9.8) 3/38( 7.9) 2/27( 7.4)
Standard Rates{(d) P= -
Prevalence Rates(d) P = 0.7088
Cambind analysis(d) P=-——
Cochran-Armitage Test(e) P = 0.2928
Fisher Exact Test(s) = (.4883 P = 0.3790 P = 0.2510

(HPT3604)
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STUDY No. : 0085

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344
SEX ¢ FEMALE PAGE : 12
Group Name Control 40  ppm 200 ppm 1000 ppm
SITE : ‘thyroid
TUKMOUR : C-cell adenaoma,C-cell carcinama
Querall Rates(a) 5/50( 10.0) 4/50( 8.0) 3/50( 6.0) 2/48( 4.1)
Adjusted Rates(b) 18.51 9.76 7.89 7.41
Terminal Rates(c) 5/36( 13.9) 4/41( 8.8) 3/38( 7.9) 2/27( 7.4)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.7088
Combind analysis(d) P=——--
Cachran-Armitage Test{e) P = 0.2926
Fisher Exact Test(e) P = 0.4883 P = 0.3790 P = 0.2510
SITE @ adrenal gland
TUMOUR : pheochromocytoma
Overall Rates(a) 3/50( 86.0) 6/50( 12.0) 4/50( 8.0) 16/50( 32.0)
Adjusted Rates(b) 7.50 12.77 10.53 40,00
Terminal Rates(c) 2/36( 5.8) 4/41( 9.8) 4/38( 10.5) 10/28( 35.7)
Standard Rates(d) P = 0.1648
Prevalence Rates(d) P = 0.0001%x
Cambind analysis(d) P < 0.0001%x
Cochran-Armitage Test(e) P = 0.0001%x
Fisher Exact Test(e) P = 0.2728 P = 0.48895 P = 0.0049%x
SITE : adrenal gland
TUMOUR ¢ pheochromacytama,pheochromocy toma:mal ignant
Ouverall Rates(a) 3/50( 86.0) 6/50( 12.0) 5/50( 10.0) 17/50( 34.0)
Adjusted Rates(b) 7.50 12.77 10.53 43.33
Terminal Rates(c) 2/36( 5.6) 4/41( 9.8) 4/38( 10.5) 11/28( 39.3)
Standard Rates(d) P =0.1738
Prevalence Rates{d) P < 0.0001%x
Combind analysis(d) P < 0.0001%x
Cochran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) = (.2728 P = 0.0032%x

P = 0.3790

(HPT3604)
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STUDY No. : 0085

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL t RAT F344
SEX . FEMALE PAGE : 13
Group Name Control 40  ppm 200 ppm 1000 ppm
SITE : uterus
TUMOUR : encometrial stromal polyp
Ouerall Rates(a) g/50( 18.0) 8/50( 18.0) 7/50( 14.0) 11/50( 22.0)
Adjusted Rates(b) 20.51 20.93 16.28 31.25
Terminal Rates{c) 7/36( 19.4) 8/41( 18.5) 6/38( 15.8) 8/28( 28.8)
Standard Rates(d) P=—
Prevalence Rates(d) P = 0.1601
Carbind analysis(d) P=-——
Cochran-Armitage Test(e) P = 0.4675
Fisher Exact Test(e) P = 0.3993 P = 0.4234 P = 0.4357
SITE ¢ uterus
TUHOUR : endometrial stromal sarcoma
Ouerall Rates(a) 1/50( 2.0) 3/50( 6.0) 0/50( 0.0) 2/50( 4.0)
Adjusted Rates(b) 0.0 0.0 0.0 0.0
Terminal Rates(c) 0/36( 0.0) 0/41( 0.0) 0/38( 0.0) 0/28( 0.0)
Standard Rates(d) P = (.3423
Prevalence Rates(d) Pz
Combind analysis(d) P = 0.3423
Cochran-Mrmitage Test(e) P = 0.7903
Fisher Exact Test(e) P = 0.3235 P = 0.4950 P = 0,4926
SITE : uterus
TUNOUR ¢ endometrial stromal polyp,endometrial stromal sarcoma
Ouerall Rates(a) 10/80( 20.0) 12/50( 24.0) 7/50( 14.0) 13/50( 26.0)
Adjusted Rates(b) 20.51 20.93 16.28 31.25
Terminal Rates(c) 7/38( 19.4) 8/41( 19.5) 6/38( 15.8) 8/28( 28.8)
Standard Rates(d) P = 0.3423
Prevalence Rates(d) P = 0.1666
Combind analysis{(d) P = 0.1634
Cochran-Armitage Test(e) P = (.4257
Fisher Exact Test(e) P = 0.4406 P = 0.3417 P = 0.3703

(HPT360A)

BAISZ



STUDY No. : 0065

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ RAT F344
SEX t FENMALE PAGE : 14
Group Name Control 40 ppm 200 ppm 1000  ppm
SITE ¢ mammary gland
TUMOUR :  fibroadenoma
Overall Rates(a) 9/50( 18.0) 5/50( 10.0) 5/50( 10.0) 8/50( 16.0)
Adjusted Rates(b) 24.32 12.20 11.36 27.59
Terminal Rates(c) 8/36( 25.0) 5/41( 12.2) 4/38( 10.5) 7/28( 25.0)
Standard Rates{(d) P = -
Prevalence Rates(d) P = 0.1507
Combind analysis(d) P=-——-
Cochran-Armitage Test(e) P = 0.6718
Fisher Exact Test(e) P = 0.2378 P =0.2379 P = 0.4846
SITE ¢ mammary gland
TUMOUR : adenocarcinoma
Querall Rates(a) 3/50( 6.0) 2/50( 4.0) 2/50( 4.0) 0/50( 0.0)
Adjusted Rates(b) 8.11 4,88 2.63 0.0
Terminal Rates(c) 3/36( 8.3) 2/41( 4.9) 1/38( 2.8) 0/28( 0.0)
Standard Rates(d) P = 0.3215
Prevalence Rates(d) P = 0.9459
Combind analysis(d) P = 0.9385
Cochran-Armitage Test(e) P = 0.1087
Fisher Exact Test(e) P = 0.4908 P = 0.4908 P = 0.1325
SITE ¢ mammary gland
TUMOUR :  fibroadenoma,adenacarcincma
Ouverall Rates(a) 12/50( 24.0) 6/50( 12.0) 7/50( 14.0) 8/50( 16.0)
Adjusted Rates(b) 32.43 14,83 13.84 27.59
Terminal Rates(c) 12/36( 33.3) 6/41( 14.8) 5/38( 13.2) 7/28( 25.0)
Standard Rates(d) P = 0.3215
Prevalence Rates(d) P = 0,3307
Cambind analysis{d) P = 0.3540
Cochran-Armitage Test(s) P = 0.7816
Fisher Exact Test(e) P =0.1474 P = 0.2119 P = 0,2846

(HPT3604)

BAISZ



STUDY No. : 0065

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIHAL ¢ RAT F344
SEX FEMALE PAGE : 15
Group Name Control 40 ppm 200 ppm 1000 ppm
SITE : preputial/ctitoral gland
TUMOUR ¢ adencma
Ouerall Rates(a) 4/50( 8.0) 2/50( 4.0) 6/50( 12.0) 1/50( 2.0)
Adjusted Rates(b) 9.09 4.88 15.73 2.33
Terminal Rates(c) 3/36( 8.3) 2/41( 4.9) 6/38( 15.8) 0/28( 0.0)
Standard Rates(d) P= -
Prevalence Rates(d) P = 0.8630
Combind analysis(d) P= -
Cachran-Armitage Test(e) P = 0.2158
Fisher Exact Test(e) P = 0.3574 P = 0,3944 P = 0.1998
(HPT3604) BAIS2
(a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Meire estimated tumor incidence at the end of the study after adiusting for inmtercurrent mortality.
(c): Observed tumor incidence at terminal kill.

(d):

(e):
-

Beneath the control incidence are the Pualues associated with the trend test.

Standard method : Death analysis

Prevalence method : Incidental tumor test

Cambind analysis : Death analysis + Incidenta ltumor test

The Cochran-Armitage and Fisher's exact test compare directly the ouerall incidence rates.

-—-—= 1 There is no date which should be statistic analysis

Significant difference ;

* 1 P = 0.06 ¥ 1 P = 0.01

+ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-ualue



APPENDIX @Q 3

NEOPLASTIC LESIONS — INCIDENCE AND STATISTICAL ANALYSTIS

MOUSE :MALE



STUDY No. : 0066
ANIMAL : MOUSE BDF1L

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX v MALE PAGE 1
Group Name Cantrol 125  ppm 500  ppm 2000  ppm
SITE : tung/bronchus
TUMOUR : bronchiolar-alueslar adenoma,bronchiolar-alueslar carcinoma
Overall Rates(a) 3/50( 6.0) 4/50( 8.0) 3/50( 6.0) 1/50{ 2.0)
Adjusted Rates(b) 6.38 8.16 7.14 2.63
Terminal Rates(c) 3/47( 6.4) 4/49( 8.2) 3/42( 7.1) 1/38( 2.8)
Standard Rates(d) P= -
Prevalence Rates(d) P = 0.8364
Cambind analysis(d) Pz
Cochran-Armitage Test(e) P = 0.2105
Fisher Exact Test(se) P = 0.4885 P = 0.3392 P =0.323%
SITE  :  lymph node
TUXOUR ¢ malighant Lymphoma
Ouerall Rates(a) 2/50( 4.0) 2/50( 4.0) 1/50( 2.0) 8/50( 16.0)
Adjusted Rates(b) 4,26 4.08 2.38 10.53
Terminal Rates(c) 2/47( 4.3) 2/49( 4.1) 1/42( 2.4) 4/38( 10.5)
Standard Rates(d) P = 0.0003%x7
Prevalence Rates(d) P = 0.0717
Cambind analysis(d) P = 0.0013%x
Cochran-Armitage Test(e) P = 0.0031%x
Fisher Exact Test(e) P = 0.3088 P = 0.4926 P = 0.0871
SITE : spleen
TUMOUR : malighant lymphoma
Overall Rates(a) 3/48( 6.1) 1/50( 2.0) 0/50( 0.0) 2/50( 4.0)
Adjusted Rates(b) 4.35 2.04 0.0 2.83
Terminal Rates(c) 2/46( 4.3) 1/49( 2.0) 0/42( 0.0) 1/38( 2.6)
Standard Rates(d) P = 0.2579
Prevalence Rates(d) P = 0.5080
Cambind analysis{(d) P = 0,3740
Cochran-Armitage Test(e) P = 0.9306
Fisher Exact Test(e) P = 0.3162 P = 0.1287 P = 0.5000

(HPT360A)

BAISZ



STUDY No. : 0066

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIHAL + MOUSE BDF1
SEX ¢ MALE PAGE 2
Graup Name Control 125 ppm 500 pem 2000 ppm
SITE : spleen
TUMOUR ¢ hemangiosarcoma
Ouerall Rates(a) 3/48( 6.1) 0/50( 0.0) 1/50( 2.0) 3/50( 8.0)
Adjusted Rates(b) 4.35 0.0 2.38 5.26
Terminal Rates(c) 2/46( 4.3) 0/49( 0.0) 1/42( 2.4) 2/38( 5.3)
Standard Rates{d) P = 0.2559
Prevatence Rates(d) P = 0.1838
Combind analysis(d) P = 0.1401
Cochran-Armitage Test(e) P = 0.3638
Fisher Exact Test(e) P =0.1287 P = 0.3182 P = 0.3300
SITE  : spleen
TUMOUR : hemangioma,hemangiosarcoma
Querall Rates(a) 5/49( 10.2) 0/50( 0.0) 2/50( 4.0) 4/50( 8.0)
Adjusted Rates(b) 8.70 0.0 4.78 7.50
Terminal Rates(c) 4/46( 8.7) 0/49( 0.0) 2/42( 4.8) 2/38{ 5.3)
Standard Rates(d) P = 0.2559
Prevalence Rates(d) P = 0.2420
Cambind  analysis(d) P = 0.1861
Cachran-Armitage Test(e) P = 10,4976
Fisher Exact Test(s) P = 0.0344% P = 0.2345 P = 0.5000
SITE @ +ooth
TUMOUR : odontoma
Querall Rates(a) 2/50( 4.0) 5/50{ 10.0) 3/50( 6.0) 3/50( 6.0)
Adjusted Rates(b) 4,26 10.20 7.14 7.50
Terminal Rates(c) 2/47( 4.38) 5/49( 10.2) 3/42( 17.1) 2/38( 5.3)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.4370
Combind analysis(d) P= -
Cochran-Armitage Test(e) P = 0.8838
Fisher Exact Test(e) = (.2425 = 0.4909 P = 0.4908

(HPT3604)

BAISZ



STUDY No. : 0068
ANTHAL * MOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX : MALE PAGE : 3
Group Name Control 125  ppm 500 ppm 2000 ppm
SITE ¢+ liver
TUMOUR : hepatocellular adenoma
Querall Rates(a) 3/50( 6.0) 2/50( 4.0) 4/50( 8.0) 2/50( 4.0)
Adjusted Rates(b) 6.38 4,08 7.14 5.26
Terminal Rates(c) 3/47( 6.4) 2/48( 4.1) 3/42( 17.1) 2/38( 5.3)
Standard Rates{(d) P = 10,3278
Prevalence Rates(d) P = 0.4929
Combind analysis(d) P = 0.5138
Cachran-Armitage Test(e) P = 0.7083
Fisher Exact Test(e) P = 0.4903 P = 0.4895 P = 0.4909
SITE ¢ Liver
TUMOUR : hepatocellular carcinoma
Ouerall Rates(a) 1/50{ 2.0) 3/50( 6.0) 1/50( 2.0) 6/50( 12.0)
Adjusted Rates(b) 2.13 6.12 2.38 13.16
Terminal Rates(c) 1/47¢ 2.1) 3/49( 6.1) 1/42( 2.4) 5/38( 13.2)
Standard Rates(d) P = 0.1508
Prevalence Rates(d) P = 0.0242%
Combind analysis(d) P = 0.0089%x
Cachran-Armitase Test(e) P = 0.0278%
Fisher Exact Test(e) P =0.3235 P = 0.2475 P = 0.0724
SITE ¢ Lliver
TUMOUR : hepatocellular adenoma,hepatocellular carcinoma
Cuerall Rates(a) 4/50( 8.0) 5/50( 10.0) 5/50( 10.0) 8/50( 16.0)
Adjusted Rates(b) 8.51 10.20 9.52 18.42
Terminal Rates(c) 4/47( 8.5) 5/48( 10.2) 4/42( 9.5) 7/38( 18.4)
Standard Rates{d) P = 0.1627
Prevalence Rates(d) P = 0.0706
Combind analysis(d) P = 0.0420%
Cochran-Armitage Test(e) P = 0.1840
Fisher Exact Test(e) P = 0.4883 P = 0.4883 P = 0.2168
(HPT3604) BAISZ

(a): Number of tumor-bearing animals/number of animals examined at the site.

(b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

(c):
(d):

(e):
? -

Coserved tumor incidence at terminal kill.

Beneath the control incidence are the Pualues associated with the trend test.

Standard method ¢ Death analysis

Prevalence method : Incidental tumor test

Combind analysis ¢ Death analysis + Incidenta ltumor fest

The Cachran-Armitage and Fisher's exact test compare directly the ouerall incidence rates.

-————: There is no date which should be statistic analysis

: The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is bevond the estimated P-value



STUDY No. : 0066
ANTMAL + MOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX s MALE PAGE ¢ 1
Group Name Control 125  ppm 500  ppm 2000 ppm
SITE ¢ ALL SITE
TUMOUR * hemangioma
Ouerall Rates(a) 3/50( 6.0) 0/50( 0.0) 1/50( 2.0) 5/50( 10.0)
Adjusted Rates(b) 6.38 0.0 2.38 10.20
Terminal Rates(c) 3/47( 6.4) 0/49( 0.0) 1/42( 2.4) 3/38( 17.9)
Standard Rates(d) Pz
Prevalence Rates(d) P = 0.0317%
Combind  analysis{(d) P = o
Cachran-Armitage Test(e) P = 0.0494x
Fisher Exact Test(e) P =0.1325 P =0.3235 P = 0.3790
SITE ¢ ALL SITE
TUMOUR * malighant lymphoma
Overall Rates(a) 5/50( 10.0) 3/50( 6.0) 2/50( 4.0) 10/50( 20.0)
Adjusted Rates(b) 8.51 6.12 2.38 13.16
Terminal Rates(c) 4/47( 8.5) 3/48( 8.1) 1/42( 2.4) 5/38{ 13.2)
Standard Rates(d) P = 0.0038%x
Prevalence Rates(d) P = 0.1169
Combind analysis(d) P = 0.0049%x
Cochran-Armitage Test(s) P = 0.0147%
Fisher [Exact Test(e) P = 0.3790 P = 0.2425 P = 0.1771
SITE ¢ ALL SITE
TUMOUR : hemangiosarcoma
Querall Rates(a) 5/50( 10.0) 2/50( 4.0) 2/50( 4.0) 5/50( 10.0)
Adjusted Rates(b) 8.51 4.08 4.76 5.26
Terminal Rates(c) 4/47( 8.5) 2/43( 4.1) 2/42( 4.8) 2/38( 5.3)
Standard Rates(d) P = 0.0231%
Prevalence Rates(d) P = 0.5762
Combind  analysis{d) P = 0.15855
Cochran-Armitage Test(e) P =0.4734
Fisher Exact Test(e) = 0.2425 P = 0.2425 P = 0.3710
(HPT360A) BAIS2

(a)s Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Neire estimated tumar incidence at the end of the study after adjusting for intercurrent martality.
(c): Observed tumor incidence at terminal kill.

(d): Beneath the control incidence are the Pualues associated with the trend test.

Standard methad : Death analysis

Prevalence method ¢ Incidental tumor test

Combind analysis @ Death analysis + Incidenta ltumor test
(e): The Cochran-Armitage and Fisher's exact test compare directly the overall incidence rates.
? .

: The conditional probabities of the largest and smallest possible out comes can not estimated or this P-ualus is beyond the estimated P-ualue
-——— 1 There is no date which should be statistic analysis
Significant difference : *x 1 P = 0,05 * 1 P £ 0.01



APPENDIX Q 4
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MOUSE :FEMALE




STUDY No. : 0066

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + MOUSE BDF1
SEX i FEMALE PAGE : 4
Graup Name Control 125  ppm 500 ppm 2000 ppm
SITE  : lung/bronchus
TUMOUR ¢ bronchiolar-alueclar adenama
Ouverall Rates(a) 3/50( 8.0) 1/50( 2.0) 1/50( 2.0) 3/50( 6.0)
Adjusted Rates(b) 9.38 2.86 2.86 10.34
Terminal Rates(c) 3/32( 9.4) 1/35( 2.9) 1/35( 2.9) 3/29( 10.3)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.2029
Combind analysis(d) P =~
Cochran-Armitage Test(e) P = 0.,5338
Fisher Exact Test(e) P = 0.3235 P = 0.3235 P = 0.3392
SITE @ tung/bronchus
TUMOUR : bronchiolar-aluenlar carcinoma
Ouerall Rates(a) 1/50( 2.0) 3/50( 6.0) 2/50( 4.0) 1/50( 2.0)
Adjusted Rates(b) 0.0 5.71 5.71 3.23
Terminal Rates(c) 0/32( 0.0) ’ 2/85( 5.7) 2/35( 5.7) 0/29( 0.0)
Standard Rates(d) P = 0.8408
Prevalence Rates{(d) P = 0.4124
Combind analysis(d) P = 0.6303
Cochran-Armitage Test(e) P = 0.5565
Fisher Exact Test(e) P = 0.3235 P = 0.4926 P = 0.2475
SITE : lung/bronchus
TUMOUR : bronchiolar—-alueclar adenoma,bronchiclar-alueolar carcinoma
Ouerall Rates(a) 4/50( 8.0) 4/50( 8.0) 3/50( 6.0) 4/50( 8.0)
Ajusted Rates(b) 9.38 8.57 8.57 12.90
Terminal Rates(c) 3/32( 9.4) 3/35( 8.8) 3/35( 8.8) 3/28( 10.3)
Standard Rates{d) P = 0.8408
Prevalence Rates{d) P = 0.2204
Combind anatysis(d) P = (,3561
Cachran-Armitage Test(e) P = 0.9580
Fisher Exact Test(e) P = 0.3578 P = 0.4895 P = 0.3579

(HPT360A)

BAIS2



STUDY Na. : 0066
ANTMAL ¢ NOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ FEMALE PAGE : b
Group Name Controt 125  ppm 500 ppm 2000  ppm
SITE  + bone marrow
TUMOUR :  hemangioma
Ouverall Rates(a) 0/50{ 0.0) 1/50( 2.0) 6/50( 12.0) 0/50( 0.0)
Adjusted Rates(b) 0.0 2.86 15.38 0.0
Terminal Rates(c) 0/32( 0.0) 1/35( 2.9) 5/35( 14.3) 0/29( 0.0)
Standard Rates(d) P=s—
Prevalence Rates{(d) P = 0.6934
Combind analysis(d) P =
Cochran-Armitage Test(e) P = 0.4785
Fisher Exact Test(e) P = 0.4950 P = 0.0190% P = 0.5000
SITE  :  Llymph node
TUMOUR : malighant Lymphoma
Ouerall Rates(a) 11/50( 22.0) 11/50( 22.0) 7/50( 14.0) 12/50( 24.0)
Adjusted Rates(b) 15.63 20.00 8.57 31.03
Terminal Rates(c) 5/32( 15.8) 7/35( 20.0) 3/35( 8.8) 9/29( 31.0)
Standard Rates(d) P = 0.7193
Prevalence Rates(d) P = 0.0505
Combind analysis(d) P = 0.2078
Cochran-Armitage Test(e) P = 0.8654
Fisher Exact Test(s) P = 0.4072 P = 0.2711 P = 0,4826
SITE ¢ spleen
TUMOUR : malighant lymphoma
Ouerall Rates(a) 7/50( 14.0) 5/50( 10.0) 8/50( 16.0) 4/50( 8.0)
Adjusted Rates(b) 18.75 11.43 13.89 6.90
Terminal Rates(c) 6/32( 18.8) 4/35( 11.4) 4/35( 11.4) 2/29( 6.9)
Standard Rates(d) P = 0,2533
Prevalence Rates(d) P = 0.8737
Cambind analysis{(d) P = 0.7057
Cochran-Armitage Test(e) P = 0.3938
Fisher Exact Test(e) P = 0.4062 P = 0.4854 P = 0.2958

(HPT3804)

BATS2



STUDY No. : 0086

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDF1
SEX : FEMALE PAGE 6
Group Name Control 125 ppm 500  ppm 2000  ppm
SITE ¢ spleen
TUMOUR : hemangiosarcama
Querall Rates(a) 0/50( 0.0) 1/50( 2.0) 5/50( 10.0) 2/50( 4.0)
Adjusted Rates(b) 0.0 2.86 11.43 6.45
Terminal Rates(c) 0/32( 0.0) 1/35( 2.9) 4/35( 11.4) 1/29( 3.4)
Standard Rates{(d) P = 0.3196
Prevalence Rates(d) P =0.1711
Combind analysis(d) P = 0.1978
Cochran-Armitage Test(e) P = 0.5338
Fisher Exact Test(e) P = 0.4950 P = 0.0360% P = 0.2574
SITE ¢ spleen
TUMOUR :  hemangioma,hemangiosarcoma
Ouerall Rates(a) 0/50( 0.0) 1/50( 2.0) 5/60( 10.0) 3/50( 6.0)
Adjusted Rates(b) 0.0 2.86 11.43 8.57
Terminal Rates(c) 0/32( 0.0) 1/385( 2.9) 4/35( 11.4) 1/29( 3.4)
Standard Rates(d) P = 0.3196
Prevalence Rates(d) P =0.0773
Combind analysis{(d) P = 0,0954
Cochran-Armitage Test(e) P = 0.2448
Fisher Exact Test(e) P = 0.4850 P = 0.0360% P =0.1325
SITE ¢ tooth
TUMOUR : odontoma
Querall Rates(a) 5/50( 10.0) 3/50( 6.0) 2/50( 4.0) 1/50( 2.0)
Adjusted Rates(b) 11.90 7.14 5.71 3.45
Terminal Rates(c) 3/32( 9.4) 2/35( 5.7) 2/35( 5.7) 1/29( 3.4)
Standard Rates(d) Pz
Prevalence Rates(d) P = 0.9262
Combind analysis(d) P =
Cochran-Armitage Test(e) P = 0.1349
Fisher Exact Test(e) P = 0.3790 P = 0.2425 P = 0.1210

(HPT360A)

BAISZ



STUDY No. : 0066

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDF1
SEX ¢ FEMALE PAGE : 7
Group Name Control 125  ppm 500  ppm 2000 ppm
SITE ¢ Liver
TUMOUR : hepatocellular adenoma
Querall Rates(a) 4/50( 8.0) 1/50( 2.0) 3/50( 6.0) 3/50( 6.0)
Adjusted Rates(b) 1.1 2.86 8.57 10.34
Terminal Rates(c) 3/32( 9.4) 1/35( 2.9) 3/35( 8.6) 3/29( 10.3)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.3097
Combind analysis{(d) P=—
Cochran-Armitage Test(e) P = 0.8744
Fisher Exact Test(e) P = 0.1998 P = 0.4895 P = 0,489
SITE ¢ Lliver
TU¥OUR ¢ hemangiosarcoma
Ouerall Rates(a) 0/50( 0.0) 1/50( 2.0) 0/50( 0.0) 5/50( 10.0)
Adjusted Rates(b) 0.0 2.88 0.0 10.34
Terminal Rates(c) 0/32( 0.0) 1/35( 2.9) 0/35( 0.0) 3/29( 10.3)
Standard Rates(d) P = 0.1393
Prevalence Rates(d) P = 0.0047%%
Combind analysis{(d) P = 0.0010%x
Cachran-Armitage Test(e) P = 0.0013%x
Fisher Exact Test(s) P = 0.4950 P = 0.5000 P = 0.0360%
SITE : Lliver
TUMOUR ¢ hepatocellular carcinoma
Ouerall Rates(a) 2/50( 4.0) 0/50( 0.0) 2/50( 4.0) 5/50( 10.0)
Adjusted Rates(b) 3.13 0.0 5.71 11.76
Terminal Rates(c) 1/382( 3.1) 0/35( 0.0) 2/35( 5.7) 3/29( 10.3)
Standard Rates(d) P = 0.2268
Prevatence Rates(d) P = 0.0150%
Combind analysis{(d) P = 0.0123%
Cochran-Armitage Test(e) P = 0.0293%
Fisher Exact Test{e) P = 0.2574 P = 0.3088 P = 0.2425

(HPT3604)

BAISZ



STUDY No. : 0066

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL : NOUSE BDF1
SEX ¢ FEMALE PAGE : 8
Group Name Control 125  pem 500  ppm 2000 ppm
SITE @ Lliver
TUMOUR :  hemangioma,hemangiosarcoma
Ouerall Rates(a) 0/50( 0.0) 2/50( 4.0) 0/50( 0.0) 5/50( 10.0)
4djusted Rates(p) 0.0 5.26 0.0 10.34
Terminal Rates(c) 0/32( 0.0) 1/35( 2.9) 0/35( 0.0) 3/29( 10.3)
Standard Rates(d) P = 0.1393
Prevalence Rates(d) P = 0.0169%
Combind analysis(d) P = 0.0048xx
Cachran-Armitage Test(e) P = 0.0083%x
Fisher Exact Test(e) P = 0.2574 P = 0.5000 P = (.0360%
SITE : Liver
TUOUR : hepatacellular adenama,hepatocellular carcinoma
Ouerall Rates(a) 5/50( 10.0) 1/50( 2.0) 5/50( 10.0) 8/50( 16.0)
Adjusted Rates(b) 12.50 2.88 14.29 20.69
Terminal Rates(c) 4/32( 12.5) 1/35( 2.9) 5/35( 14.3) 6/28( 20.7)
Standard Rates(d) P = 0.2268
Prevalence Rates(d) P = 0.0227%
Combind analysis{(d) P = 0.0170%
Cachran-Armitage Test(e) P = 0.0626
Fisher Exact Test(e) P = 0.1210 P = 0.3710 P = 0,3141
SITE  : pituitary gland
TUMOUR : adenoma
Ouerall Rates(a) 3/50( 86.0) 0/50( 0.0) 5/50( 10.0) 1/49( 2.0)
Adjusted Rates(b) 9.38 0.0 12.20 3.45
Terminal Rates(c) 3/32( 9.4) 0/35( 0.0) 4/35( 11.4) 1/28( 3.4)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.6299
Combind analysis(d) P=——
Caochran-Armitage Test(e) P = 0.5630
Fisher Exact Test(e) P =0.1325 P = 0.3790 P = 0.3312

(HPT3604)

BAISZ



STUDY No. : 0068 NEOPLASTIC LESIONS~INGIDENCE AND STATISTICAL ANALYSIS
ANIMAL ¢ MOUSE BDF1
SEX ¢ FEMALE PAGE : 9
Group Name Control 125 ppm 500 ppm 2000 ppm
SITE : uterus
TUMOUR : histiocytic sarcoma
Ouerall Rates(a) 6/50( 12.0) 8/50{ 16.0) 10/48( 20.4) 9/50( 18.0)
Adjusted Rates(b) 9,38 11.43 8.82 17.24
Terminal Rates(c) 3/32( 9.4) 4/35( 11.4) 3/34( 8.8) 5/29( 17.2)
Standard Rates(d) P = 0.5516
Prevalence Rates(d) P = 0.0843
Corbind analysis{d) P = 0.2025
Cachran-Armitage Test(e) P = 0.5804
Fisher Exact Test(s) P = 0.4157 P = 0.2440 P = 0.8281
(HPT3604) BAIS2
(a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c)s Observed tumor incidence at terminal kill.

{d):

(e):
?

Beneath the control incidence are the Pualues associated with the trend test.

Standard method : Death analysis

Prevalence method ¢ Incidental tumor test

Combind analysis : Death analysis + Incidenta ltumor test

The Cachran-Armitage and Fisher's exact test compare directly the auerall incidence rates.

——-—- 1 There is no date which should be statistic analysis
Significant difference : * 1P = 0.05 ¥t P = 0,01

¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is bevond the estimated P-ualue



STUDY No. : 0086

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + MOUSE BDF1
SEX ¢ FEMALE PAGE : 2
Group Name Control 125 ppm 500 pem 2000 ppm
SITE ¢ ALL SITE
TUMOUR :  hemangioma
Ouerall Rates{a) 2/50( 4.0) 3/50( 6.0) 6/50( 12.0) 2/50( 4.0)
Adjusted Rates(b) " 4.88 7.89 15.38 5.71
Terminal Rates(c) 1/32( 3.1) 2/35( 5.7) 5/35( 14.3) 1/28( 3.4)
Standard Rates(d) Pz
Prevalence Rates(d) P = 0.6041
Combind analysis{d) P = e
Cochran-Armitage Test(e) P = 0.8775
Fisher Exact Test(e) P = 0.4909 P = 0.1606 P = 0.3088
SITE : ALL SITE
TUMOUR : malighant Lymphoma
Querall Rates(a) 18/50( 38.0) 16/50( 32.0) 15/50( 30.0) 16/50( 82.0)
Mjusted Rates(b) 34.38 31.43 22.22 37.93
Terminal Rates(c) 11/32( 34.4) 11/35( 31.4) 7/35( 20.0) 11/29( 37.9)
Standard Rates(d) P = 0.5537
Prevalence Rates(d) P = 0.2748
Cambind analysis(d) P = 0,3710
Cochran-Armitage Test(e) P = 0.8267
Fisher Exact Test(e) P = 0.4613 P = 0.4009 P = 0.4613
SITE : ALL SITE
TUMOUR : hemangiosarcoma
Querall Rates(s) 0/50( 0.0) 2/50( 4.0) 5/50( 10.0) 8/50( 16.0)
Adjusted Rates(b) 0.0 5.71 11.43 16.67
Terminal Rates{c) 0/32( 0.0) 2/35( 5.7) 4/35( 11.4) 4/29( 13.8)
Standard Rates(d) P = 0.0411%
Prevalence Rates(d) P = 0.0069%x
Corbind analysis(d) P = 0.0012xx
Cachran-Armitage Test(e) P = 0,0027%x
Fisher Exact Test(e) = 0.2574 P = 0.0360% P = 0.0054%x
(HPT3604) BAIS2

(a): Number of tumor-bearing animals/number of animals examined at the site.

(b):
(c):
(d):

(e):

? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-uvalue

Kaplan-Heire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

Observed tumor incidence at terminal kill

Beneath the controt incidence are the Pualues associated with the trend test.
Standard method  : Death analysis

Prevalence method ¢ Incidental tumor test
Combind analysis 3 Death analysis + Incidenta (tumor test
The Cachran-Armitage and Fisher's exact test compare directly the averall incidence rates.

————— 1 There is no date which should be statistic analysis
Significant difference ; ¥ P = 0,05 ¥ P = 0.01
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IDENTITY AND PURITY OF p-CNB PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(TWO-YEAR STUDIES)

Lot no.CDGO305

A.Spectral data

Infrared

Insirument

Cell

Slit

Results

: Hitachi 270-30

: KBr

: Kedium

: Wave Number

(CH~)

470
540
620
670
740
8490
1020

1090

1120
1170
1280
1310
1350
1420
1470
1520
1580

1600

3100

470
540

680
740
850
1020
1100
1120
1180
1280
1320
1350
1420
1480
1520
1580
1610
3100
(Sadtler handbook
by Sadtler Researc
Laboratories,Inc.)



B.Gas Chromatography

Insirument

Column

Column Temperature

Flow Rate

Detector

Injection Volume

: Shimadzu GC-94

: THERM 1000,50m,0.25 ¢

: 180°C

¢ 1ml/min

: Flame Ionization Detecter(FID)

c 1ul

J Results : Only one major peak
Retention Time Area
Retention Relative to (percent of
Peak No. Time(min) Major Peak Major peak)
1 4,703 1.00 100

C. Conclusions:The results of the infrared spectra agreed with the Literature

values.Impurity was not detected in test substance by Gas chromatography.
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STABILITY OF p-CNB AT THE JAPAN BIDASSAY LABORATORY(TWO-YEAR STUDIES)

Lot no.CDGO305

A.Sample storage: p-CNB were stored for about two years ai 5°C.

B.Spectral data Previous determined of test After determined of test

(03/27/85) ' (04/27/87)

Infrared

Instrument ¢ Hitachi 270-30

Cell _ : KBr

‘ Slit : Medium
Results : Wave Number
(CH~1)
470 470
540 540
680 6580
740 ’ | 740
850 850
1020 1020
1100 1100
J 1120 1120

1180 1180
1280 1280
1320 1320
1350 1350
1420 1420
14890 1480
1520 15290
1580 1580
1610 1610

3100 3100



C.Gas Chromatography

Instrument ' : Shimadzu GC-94

Column : THERM 1000,50m,0.25 ¢
Column Temperature : 180°C
Flow Rate : 1pl/min
Detector : Flame Ionization Detecter(FID)
Injection Volume s Tul
Results : Only one major peak
Retention Time Area
Retention Relative to (percent of
Date Time(min) Major Peak Major peak)
03/27/85 4.703 » 1.00 100
04/27/87 4.705 » 1.60 100

D. Conclusions:The results of the Infrared spectra agreed with the previous
determine of test Values.Impurity was not detected in test substance by
Gas chromatography.

Consequently, p-CNB was stable as the chemical when stored for about two
years at temperatures to 5°C.
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RESULTS OF ANALYSIS OF FORMULATED DIETS IN THE TWO-YEAR STUDIES OF p-CNB

(Rat)
Concentration of p-CNB in feed <for Taget Concentration(ppm)

Date Mixed 49 ¢ a ) 200 ( a ) 1000 ( a )
03/22/85 34.8 ( 87.0) 176.1 ( 88.1) 911.3 ( 91.1)
07/31/85 44.8 (112.0) 223.3 (111.1) 1159.6 (116.0)
10/23/85 37.2 ( 93.0) 135.6 ( 67.8) 852.3 ( 85.2)
01/22/86 38.4 ( 96.0) 198.6 ( 39.3) 383.9 ( 89.0)
04/30/86 38.7 ( 89.3) 197.3 ( 99.0) 373.0 ( 97.3)
07/23/86 31.1 ( 77.8) 184.1 ( 92.1) 840.7 ( 94.1)
10/23/86 28.6 ( 71.5) 184.1 ( 97.1) 892.1 ( 99.2)
01/21/87 41.3 (103.2) 198.8 ( 99.4) 95,2 ( 93.5)
03/18/87 35.9 ( 89.8) 181.7 ( 90.9) 815.5 ( 91.8)

(Mouse)
Concentration of p-CNB in feed for Taget Concentration(ppm)

Date Mixed 125 ( a ) 500 ¢ a ) 2000 ( a. )
03/22/85 80.6 ( 72.5) 368.8 ( 73.8) 1807.1 ( 90.4)
07/31/85 136.3 (109.0) 556.0 (111.2) 2210.6 (110.5)
10/23/85 84.7 ( 67.8) 445.9 ( 89.2) 1828.2 ( 91.4)
01/22/868 125.1 (100.D) 434.3 ( 98.9) 1981.0 ( 89.1)
04/30/86 119.0 ( 95.2) 477.8 ( 95.6) 1915.4 ( 85.8)
07/23/86 111.3 ( 89.0) 470.1 ( 94.0) 1873.9 ( 93.7)
10/23/856 118.5 ( 94.8) 495.4 ( 99.1) 1980.1 ( 99.0)
01/21/81 123.3 ( 88.6) 514.9 (103.0) 2078.5 (103.9)
03/18/87 112.7 ( 80.2) 458.4 ( 91.7) 1862.4 ( 93.1)

(a) Determined as a percent of taget
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RESULT OF STABILITY OF FORMULATED DIETS IN THE TWO-YEAR STUDIES OF p-CNB

(Rat)
Concentration of p-CNB in feed for Taget Concentration(ppm)

Date Mixed 40 ( a ) 200 C a ) 1000 a )
01/22/86(b) 38.4 198.6 ' 989.9
01/29/8%6 22.3 ( 88.1) 137.3 ( 63.1) 692. §3.9)
04/30/86(h) 39.7 197.9 . 873.

05/07/8% 30.4 ( 76.8) 155.6 ( 78.56) 798, 82.1)
03/18/87(h) 35.8 181.7 g15.
03/26/87 27.6 ( 76.9) 122.0 ( 87.1) 648. 70.9)
(Mouse)
Concentration of p-CNB in feed for Taget Concentration(ppm)

Date Mixed 125 ¢ a ) 500 ( a ) 2000 a )

01/22/86(b) 125.1 434.3 1981.
01/29/8% 70.3 ( 56.2) 308.2 ( 62.4) 1312. 65.3)
04/306/86(h) 119.0 477.8 1915.
05/07/8% 81.1 ('68.2) 341.1 ( 71.4) 1441. 75.3)
03/18/87(h) 112.7 ' 458.4 1862.
03/26/87 71.4 ( 63.4) 324.4 ( 70.8) 1322. 71.8)

(a) Determined as a percent of taget

(b) Formulated
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NUTRIENTS IN RAT AND MOUSE FEED?V

Lot No. of Feed Analyzed for Nutrients. 2’

Nutrients 600159 600256 600356 600557 600753 600954 601152 610159 610353 610552 610751 610955 611157 620155 620254
Moisture level (%) 9.0 8.6 8.8 8.2 8.1 7.7 7.0 8.9 8.5 6.8 7.3 8.4 7.9 7.8 8.5
Crude protein (%) 22.9 22.7 22.17 23.2 23.1 22.8 23.1 23.0 22.6 22.8 22.5 23.5 22.3 23.4 22.2
Crude fat (%) 5.6 5.9 6.1 6.0 5.9 5.8 6.0 5.7 5.7 6.1 5.9 5.5 6.1 6.1 5.5
Crude ash (%) 6.7 8.7 6.5 6.8 6.7 6.7 6.5 6.3 6.4 7.0 6.7 6.6 6.6 6.5 6.4
Crude fiber (%) 3.0 2.9 3.3 3.0 3.8 3.0 3.1 3.5 2.7 3.0 3.7 3.9 3.7 3.3 3.0
Nitrogen-free 52. 8 53.2 52.6 52.8 52.4 54.0 54.3 52.6 54.1 54.3 53.9 52.1 53.4 52.9 54.4
extract (%)

-1) FEED : CRF-1 ( ORIENTAL YEAST CO.,LTD )

-2) All lots ( 15 lots ) of feed used in rat and mouse study were analyzed for nutrients.
-3) Pellet feed was used in quarantin period.

-4) Mash feeds were used in acclimation and administration periords.
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CONTAMINANTS IN RAT AND MOUSE FEED"V

Maximum Lot No. of Feed Analyzed for Contaminants. ¥’
Tolerable Pellet™®’ Mash™®’

Contaminants Levels™®’ 600159 600256 600356 600557 600753 600954 601152 610159 610353 610552 610751 610955 611157 620155 620254
Total mercury {ppb) 100ppb 10 ND ND ND ND ND ND ND 10 - 10 ND ND ND XD ND
Cadmium (ppb) 160ppb 70 60 70 90 30 80 90 80 90 100 80 90 70 60 80
Lead (ppm) 1. 5ppm 0.10 0.11 0.15 0.14 0.17 1.36 0.21 0.12 0.21 0.22 0.16 0.22 0.13 0.15 0.14
Arsenic=As20z (ppm) 1. Oppm 0.3 0.4 0.4 0.4 0.4 0.3 0.4 0.3 0.3 0.4 0.5 0.4 0.5 0.4 0.4
DDT (ppb) 100ppb Np~®? ND ND ND XD ND XD ND ND ND ND ND ND ND ND
Dieldrin (ppb) 20ppb ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND
Heptachlor (ppb) 20ppb ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND
Malathion (ppm) 2. 5ppn 0.23 0.38 0.66 0.49 0.52 0.54 0.31 0.33 0.34 0.47 0.41 0.32 0.13 0.15 0.18
AflatoxinB:,2,G:,2 (ppb) S5ppb ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND
PCB (ppb) 50ppb ND ND ND ND ND ND KD ND ND ND ND ND ND ND ND
Selenium (ppm) 0. 6ppm 0.38 0.39 0.69 0.45 0.47 0.39 0.36 0.42 0.45 0.47 0.41 0.48 0.42 0.42 0.40
Estradiol (ppb) 1ppb ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND
N-Kitoroso

-dimethylamine (ppb) 10ppb ND ND ND ND ND ND ND ND ND ND ND ND ND - ND ND
N-Nitoroso

-diethylamine (ppb) 10ppb ND ND ND ND ND ND ND ND ND ND ND ND ND ND ND

¥ ~BHC (ppb) 20ppb ND ND ND ND ND ND 6 ND ND ND ND ND ND ND ND

-1) FEED : CRF-1 ( ORIENTAL YEAST CO.,LTD )

-2) These values have been stipulated by rat and mouse study protocol.

-3) All lots ( 15 lots ) of feed used in rat and mouse study were analyzed for contaminants.
-4) Pellet feed was used in quarantin period.

-5) Mash feeds were used in acclimation and administration periods.

-6)

6) ND : Not detected
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METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

I tem Method Unit
Hematology .
Red blood cell (RBC) Aperture impedance method *° X108/ 1l
Hemoglobin Cyanmethemoglobin method *’ g/ dl
Hematocrit Calculated as RBCXMCY. /10 ¥° %
Mean corpuscular volume (MCY) Aperture impedance method ¥’ fl
Platelet Aperture impedance method ¥’ X103/ n
White blood cell (WBC) Aperture impedance method *° X103/ p
Differential WBC Pattern recognition method & %
Biochemistry
Total protein (TP) Biuret method * g/ dl
Albumin (Aib) BCG method = g/ dl
A/G ratio . Calculated as Alb/ (TP—AlD) *
T-bilirubin Michaelson method * mg./ d|
Glucose Enzymatic method (HK-G-6-PDH) = mg./ dl
T-cholesterol Enzymatic method (CEH-COD-POD) = mg./ dl
Triglyceride Enzymatic method (GK+GPO-POD) = mg./ dl
Phosphol ipid Enzymatic method (PLD-COD-POD) = mg./dl
Glutamic oxaloacetic transaminase (GOT) Karmen method * U/t
Glutamic pyruvic transaminase (GPT) Karmen wethod = U/t
Lactate dehydrogenase (LDH) Wroblewski-LaDue method = /1
Alkaline phosphatase (ALP) GSCC method = /1
Leucine aminopeptidase (LAP) L-Leucyl-p-nitroanilide substrate /1
method =
7 -Glutamyl transpeptidase (G-GTP) L-7 -Glutamyl-p-nitroaniiide mmwwwmmwm I/l
Creatine phosphokinase (CPK) GSCC method = W/
Urea nitrogen Enzymatic method (Urease-GLDH) = mg./ dl
Creatinine Jaffe method * mg./dl
Sodium Flame photometry mEg./ |
Potassium Flame photometry ¢ mEg./ |
Chloride Coulometric titration * mEg./ |
Calcium 0CPC method mg./ dl
inorganic phosphorus Fiske-Subbarow method & mg./dl
Urinalysis
pH, Protein, Glucose, Ketone body, Urinalysis reagent paper method ®°
Bilirubin, Occult blood, Urobilinogen

1) Automatic blood cell analyzer (Coulter counter Sp : Coulter Electronics Inc.)

2) Automatic blood cell differential analyzer
Thirteen-Week Studies (Hematrak 580 @ Geometric Data a Smithkline Company)

a:o-<mwﬂmﬁcammmAww&x-;-zmam&ﬂwxmmo“nmoam&ﬁmocw&wm mam&:xﬁw:mnoamw:<v
(Mouse--Hitachi 8200 : Hitachi,Ltd.)

3) Automatic analyzer (Hitachi 705 : Hitachi,Ltd.)
4) Flame photometer (Hitachi 750 : Hitachi,Ltd.)

5) Ames reagent strips for urinalysis (Multistix, Uro-Labstix : Miles Sankyo Co.,Ltd.)
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UNITS AND DECIMNAL PLACE FOR

HEMATOLOGY AND BIOCHEMISTRY

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY Red blood cell 2 X 10% /ul
Hemoglobin 1 g/dl
Hematocrit 1 %
MCV 1 fl
Platelet 0 X 10%/ul
White blood cell 2 X 10%/ul
Differntial WBC 0 %
BIOCHEMISTRY Total protein 1 g/dl
Albumin 1 g/dl
A/G ratio 1
T-bilirubin 2 mg/dl
Glucose 0 mg/dl
T-cholesterol 0 ng/dl
Triglyceride 0 mg/dl
Phospholipid 0 mg/dl
GOT 0 1U/1
GPT 0 10/1
LDH 0 1U0/1
ALP 0 10/1
CPK 0 10/1
LAP 0 10/1
¥ —~GTP 0 10/1
Urea nitrogen 1 mg/dl
Creatinine 1 mg/dl
Sodium 0 mEq/1
Potassium 1 nEq/1
Chloride 0 nkqg/1
Calcium 1 mg/dl
Inorganic phosphorus 1 mg/dl




