[

STUbY NO, = 0104 NUHBER OF ARIHALS WITH TUMORS AND NUMBER OF TUMORS - TINE RELATED
ANTHAL : RAT Fa44
REPGRT TYPE : A}
SEX 1 FEMALE PAGE = 3
Time-ralated Ttems, Groue Name Conirol 50 pom 200 pom 600 ppm
__ Wesgks
0- 52 HO. OF EXAHIRED ANIHALS 0 0 0 9
NO. OF ANIHALS WiTH TUMORS ] 0 ¢ &
NO. OF ANIMALS GITH SINCLE TGHORS ! 0 & [
RO. OF ANIBALS WITH MULTIPLE TUMORS 0 0 1 4
NO. OF BERIGN TUHORS 0 ] (e 0
NO. GF MALIGNANT TUHORS ¢ 0 0 0
KD, OF TOTAL TUHORS { s} 1] o
03- 78 HO. COF EXAMINED ANIHALS ¢ 3 3 {
NO. OF ANIMALS BITH TUHORS 0 3 3 i
NO. CF ARIMALS WITH SIHGLE TBHORS 0 2 2 i
HG. OF ANIMALS WITH HULTIPLE TUMORS 0 1 i 0
§0. OF BENIGH TUGHORS 0 1 3 9
NO. OF HALIGNANT TUHORS ] 3 2 1
K0. QF TOTAL TUHORS 0 4 5 !
78 - 164 NO. OF EXAHINED ANIHALS 8 13 13 15
KO. OF ANINALS RITH TUHORS 8 13 12 15
RO, OF ANIMALS WITH SINGLE TUNORS 4 7 a ]
NO. OF ANTHALS WITH HULTIPLE TUHORS 4 8 4 &
NO. OF BENIGH TUMORS 7 g 6 11
NO. OF HALIGNANT TUMORS ] 14 11 14
NO. OF TOTAL TGHORS 13 23 17 %
145 ~ 108 NG, OF EXAMINED ANIHALS 42 3 34 3
HO. OF ANIHALS ¥ITH TUMORS 24 24 21 18
NO. OF ANTHALS HITH SINGLE TUHORS 15 14 14 14
NG, OF ANIMALS 4ITH KULTIPLE TUHORS 9 10 7 14
NG. OF BEMIGN TUHORS il 29 20 14
NO. OF MALIGNANT TUHORS 8 11 11 8
HO. OF TOTAL TUHORS 39 44 31 22
(lPTO70) BAISZ



STUDY KO, @ 0104 HUNBER OF ANINALS WETH TUKORS AND NUNMBER OF TUNCRS - TIME RELATED
ANFHAL 1 RAT F344
REPORT TYPE : Al
SEX 3 FEHALE PAGE @ 4
Time~ielated [tems Group Name Cantrol 50 pom 200 pom 600 o
Weeks
8- 145 KO, OF EXAMINED AKINALS 0 50 50 50
N0, OF ANIMALS WITH TUNORS 32 40 36 34
RO, OF ANIMALS WITH SIRGLE TUKORS 19 23 24 24
NO. OF ANIMALS WITH HULTIPLE TUKORS 13 17 12 10
X0. OF BENIGN TUNMORS 38 39 28 25
HO. OF HALIGNANT TUMORS 14 28 24 23
NO. OF TOTAL TUHORS 52 67 53 48
{nFTO70} BAIS2



APPENDIX N 3

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

MOUSE :MALE



STUDY HO. 0105 HOMBER OF ANINALS WITH TUMORS AND NUMBER OF TUBHORS — TIME HELATED
ANTHAL : HOUSE BDF1
REPORT TYPE : Al
SEX 1 HALE PAGE i
Time-related {tems Group Hame Cantral 10 pen 50 ppm 200  pem
e Hoeks
0 - b2 NO. OF EXAHINED ANIMALS 4 1 2 i
NG. OF ANIHALS WITH TRKORS 0 1 0 0
HO. OF ANINALS WITH SINGLE TUHORS 0 & 0 0
NG. OF ANIMALS WITH MULTIPLE TUMORS 0 1 0 g
H0. OF BENIGN THHORS [l i 0 ]
HO. OF HALIGNANT TUMORS ] 1 0 0
H0. OF TCTAL TUKORS ji] Z ] i}
53 -~ 78 NO. OF EXAHINED ARIBALS 2 1 5 3
NG. OF ANTHALS WITE TUMORS 2 0 3 3
NGO, OF ANIHALS WITH SINGLE TUHORS 1 0 1 it
N0, OF ANIHALS WITE KULTIPLE TUMORS 1 0 2 2
HO. OF BENIGN TUGHORS 1 o i i
NO, OF HALIGNANT TUHORS 2 [ 4 H]
RO. OF TOTAL TUMORS 3 & 5 6
79 - 104 NO. OF EXAHINED ANIMALS i3 12 15 24
H0. OF ANIMALS WITH TUMORS i0 T 11 22
RO, OF ANIMALS WITH SINGLE TUKORS B 5 3 7
KO. OF AWIMALS WITH MULTIPLE TUHORS 4 2 g 15
K0. OF BERIGN TUHORS 5 2 6 16
HO. OF HALIGNANT TUMORS i0 8 14 26
H0. OF TOTAL TUHMORS 1G] 10 20 42
105 - 165 KO, OF EXAMINED ANIMALS E1Y 35 28 22
KO, OF ANIMALS WITH TUMORS 21 26 19 21
NO, OF ANIHALS WITH SINGLE TUKORS 12 17 i1 7
NO. OF AHIHALS WITH HULTIPLE FUHCRS 9 9 8 14
NO. OF BENIGHN TUHORS 15 25 12 22
NO. OF HALIGHANT TUHORS 18 14 18 22
NO. OF TOTAL TUHORS 33 35 i 44
BAISZ

(NFT070}



STUDY HO. i 0105

NUMBER OF ANIMALS WITI TUHORS AND NUMBER OF TUHORS - TINE RELATED

ARIHAL : HOUSE BDF1
REPORT TYPE : Al
SEX ; HALE PAGE : 2
Time-related {tems, Group Name Control 10 pem 50 pem 250  ppm
_ Heeks
0 - 106 HO. OF EXAHINED ANIMALS 56 50 50 50
KD. OF ANIHALS WITH TUHORS 33 34 33 46
NO. OF ANIMALS #ITH SINGLE TUHORS 19 22 16 15
KO. OF ANINALS #¥ITH HULTIPLE TUMORS 14 12 i8 a1
NO. OF BENIGN TUMORS 21 28 1% 39
HO. OF MALIGNANT TUKORS 30 23 37 53
NO. OF TGTAL TGHORS 51 51 56 52
(HPTOT) BAISZ



APPENDIX N 4

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

MOQUSE : FEMALE



STUBY Ko. @ 010B

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

ANTHAL : HOUSE BDF1
REFORT TYPE : Al
SEX : FEHALE PAGE ¢ 3
Time-related [tems Groom Name Controt 16 pom 50 oom 250 ppm
. Heeks
0 - 52 KO. OF EXAMIRED ANIHALS 0 0 i 0
NO, OF ANIMALS WITH TUHORS 0 0 i 0
NO. GF ANIMALS WITH SIKGLE TUHORS 0 0 H 0
NO. OF ANIHALS WITH HULTIPLE TUHCRS 0 0 0 0
NO. OF BENIGN TUKORS 1] 0 0 0
ND. OF HALIGHANT TUKORS 0 1 i 0
H0. OF TOTAL TUKORS 0 0 { 0
B3- 78 ¥0. OF EXAHINED ANIBALS 4 S 4 1
KO. OF ANIHALS ¥ITH TUMORS 3 3 2 0
KO. OF ANIHALS WITH SINGLE TUHORS 3 3 2 0
HO. OF ANIHALS WITH KULTIPLE TUHORS 0 4 0 g
KO. OF BENIGH TUHORS 4 1 0 ]
NO. OF HALIGNAKT TUKORS 3 b4 2 4
RO, OF TOTAL TUHORS 3 3 2 ¢
79 - 104 ¥O. OF EXAMIKED ANIHALS 14 15 22 3z
RO, OF ANIMALS WITH TUMGRS i3 14 21 32
NO. OF ANIHALS WITH SINGLE TUMORS 10 7 17 12
RO. OF ANIHALS WITH HULTIPLE TUHORS 3 7 4 20
HG, OF BERIGN TUMCRS 4 g 4 25
H0. OF HALIGNANT TUHORS 14 13 23 33
HD, OF TOTAL TUHORS 18 22 27 58
105 ~ 105 M0, OF EXAMENED ANIMALS 32 27 44 i7
HO. OF ANIHALS WITE TUHORS 22 20 15 i5
KO. OF ANIHALS WITR SIRGLE TURORS 11 13 & B
HO, OF ANIHALS HITH KULTIPLE TUHORS il 7 g g
¥0. OF BEWIGH TUHORS 20 14 i3 16
NO. OF HALIGHANT TUHORS 17 13 13 11
0. OF TCTAL TUKORS 37 27 26 27
BAISZ

{IPTO70}



STUDY NO. = 0105
ARIHAL : HOUSE BDF1
REPORT TYPE : Al

HUMBER OF ARIMALS WITH TUHORS AND NUHBER OF TUKORS - TINE RELATED

SEX T FEHALE PAGE ¢ 4
Time-related  Items Group Name Controt 0 pom 50 pem 250 pem
o Yeeks
{0 - 105 NO. OF EXAHINED ANIHALS 50 47 49 50
KO, OF ANINALS WiTH TUHORS as 37 g 47
N0, OF ANINALS WITH SINGLE TUHORS 24 23 26 18
N0, OF ARIHALS WITH HULTIPLE TUNORS 14 i4 13 29
KO, OF BENICGN TUHORS 24 24 17 4]
HO. OF BALIGNANT TUMGRS 3 28 39 44
K0. OF TOTAL TUHORS 58 52 56 B85
{iPTG70) BAISZ2



APPENDIX O 1

NEQPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

RAT:MALE



SIUBY NG, @ 0104

NECPLASTIC LESIONS ~ INCIDENCE ARD TIHE OF TUNOR GCCURRERCE

ANTHAL : RAT 344
REPGRT TYPE : Al
SEX i HALE PAGE i
Group Name Contral 50 pem 200 ppm 600  ppam
Organ Findings HO. % HO. {%) NG. (%) KO. {5}
{Initial - Fipal} {Initial - Final) {Initial - Final} {Initial - Fimal)
fIntesumentary system/appandage]
skinfapp keratoacarithoma 0 (2 LD g
{ 91) (1001}
tricha lemoma 0 0 0 P2
{1054}
subcutis fibroma )| 5 (10} 3 {8 5 (10
(165 { 82 - 108W) ( 77 - 105W) (100 - 105W)
Lipoma 0 0 1 (2) 0
(105W)
granular cell fumor 0 0 0 i 2
{ 98l
{e1omyosarcona 0 0 [ ) 0
{ 780
schwannonaimal ignant 0 Q {2 2 04
{105W) ( B3 ~ 105¥)
sarcoma:N0S 0 2 102 0
(1654}
{Respiratory system)
lung bronchiolar-aivenlar adenoma ] 2 {8 L (2 0
{105%) (185W
{Hematopoietic system)
thymus thymomasbanisn (2 L {3 a 0
(105H) {105W)

HO. (%) :Mumber of Tumor - Bearing Animals

(% of Examined Animals)

{Initfal ~ Finat):Dead or Saocrificed Week of Tumcr Bearins Animals

(liPT110)

BAIS2



STEDY KO,  : 0i04 NEQPLASTIC LESIONS ~ INCIDENCE AND TIHME OF THNOR QCCURRERGE
ANTHAL ; RAT F344
REPORT TYPE : Al
SEX{ 1 HALE PAGE . 2
Groun Nems Controt 50 pem 200 pom 500 ppm
Organ Findings, K. {8 Ho. (%) No. (%) K. (B
{Initiai - Final) {Initial - Fipal) (Initial - Final) (initial - Final)
fHematopoietic system)
spleen mononuclear cell leukemra 11 (22) 14 (28 22 (443 27 ( 54)
{104 -~ 1054) ( 81 - 105W) (70 - 1080} { 81 - 105W)
[Digastive systeml
torgues papi Llema 0 0 ¢ L2
(101w
stomach keratoacanthoma 0 0 1 {2
(105%)
small intes le1omyosarcona L {2 9 ¢ {{2)
{ g4 ( 6
Liver hepatocellular sdenoma 3 {8 0 ¢ z {4
{ 84 ~ 105\ {105W)
cholangioceiiular adenoma Lo{2) 0 0 0
(105H)
cholangicceliular carcinoma {2 0 (2 1]
(105} (165W)
{Urirary system)
kidney Liposarcona Q 0 0 1 { 2)
{ 98
renal coll carcinoma 1 {2 2 { 4 1 {2 2 {4
{1054} (102 - 1054) (10103 {100 - 1050)
urin bhadd papi Lioma ¢ T ) 0 0
{1054}

H0. (%) :Humber of Tumor ~ Bearing dnmrals (¥ of Examined Animals)

{Initial - Final):Dead o Sacrificed Heek of Tumor Bearing Amimals

{HPT110)

Bh1SZ



STUBY NO. : 0104

NEOPLASTIC LESIONS - INGiDENCE AND TIHE OF TUNOR OCCURRENCE

ANIHAL 5 RAT F3d4
REPORT TYPE : Al
SEX i HALE PAGE : 3
Groun Name Control 50 ppm 260 ppm 600 ppm
Organ______ Findings HG. (%) Ho. (%) NO. (%} Ho, (%)
(Inftial = Final) (Initial =« Finat) (Initial = Fimal) (Initial = Final)
{Uripary systen]
urin bladd iransitional ceil papilloma 0 i (2 0 t {2}
(100%) { g1
[Endocrine systemi
pituitary adenoma 15 (3 i6 (32} 18 ( 38) 15 {30
{ 84 - 108W) { 92 - 105W) { 70 - 1051} { 82 - 105%)
thwroid C-cell adenuma g (12} 18 {20) 7 { 14) 3 6)
(105H} { 88 - 105W) { 82 - 106W) { 86 ~ 104W}
folticulsr adencma 0 0 ¢ 11 2)
{106W}
C-cell carcinoma 1 {2 i Lo 3 (8 ¢
{1054} {1001} (104 - 105%)
fallicular adenocarcinoma /] 3 5} 0 [
(102 — 105%;
pare 1slet adenoma 3 (8 4 { 8 1 {2 3 (8
(103 (105H) { 89%) (84 - 1080}
adenocarcinona {2 a i {2 t(2)
(1540 {105%) ( 95W)
adrenal sheochromocytoma a (18 5 {10 3 { 8) 3 {6
(164 - 1058W) { 92 ~ 1054) { 96 ~ 105W) {95 - 1054}
cortical aderoma 1 2 {4 0 0
{105%)
pheochromocytonasmalionamt 102 L {2 1 {2 z (4
[t { 87%) {105W) (103 - 104
.  (%):Nuber of Tumor - Bearing Animals (% of Examined dmimals) {Initial ~ Final}:Dead or Sacrificed Wesk of Tumor Bearing Arumals

(1iPT110}

BAISZ



STUDY HG. @ 0104

HEOPLASTIG LESIONS ~ INCIDENCE AND TIKE OF TUHOR CCCURRENCE

ANTHAL : RAT Fld4
REFGRT TYPE : Al
SEX i HALE PAGE @ 4
Group Nama Contral 50  pem 200 pom 500  pem
Oroan______ Findings HO. () o, B K. (B NO. (0
{initial - Final) (Initial ~ Final) (Initiai - Fimal) {initial - Firal)
{Endocrine system)
adrenal cortical adenocarcinoma 0 G 0 S 4
(1058)
[Reproductive system]
testis interstitial cell tumer 47 { 94} 46 ( 92) a5 (9 a8 ( 98)
( 83 ~ 108N} ( 67 - 105W) { 74 - 1054) ( 81 - 105}
prostate adsnoma ¢ 0 g 2 (4
(105H)
mammary gl adenoma 102 0 {2 102
(104W) {105 { 98®)
Tibroadencma 2 (D g ( 4) 0 hl
{ 88 - 106W) (162 - 103W}
adenocarc Homa ¢ 0 0 t(2)
{105W)
orepfcli gl adenoma 12 3 { & 2 {4 ¢
(165W) {105) ( 86 - 104%)
squamcus call carcinoma [ 0 & 2 (4
(100 - 105
[Nerveus system|
brain glioma 2 (4 0 ¢ 0
{ 83 - 105W)
{Special sense organs/appandags|
Zymbal gl adencma {2 a 0 0
(105W)

NO. (%) :Mumber of Tumor - Bearing Amimals

(% of Examined Animals)

{Initial - Final):bsad or Sacrificed Week of Tunpr Bearing imimals

(HPT110)

BAISZ



STUBY K0. @ 0104
ANIHAL i RAT Fa44
REPORT TYPE : M

KEQPLASTIC LESIONS - INCIDEKCE AND TIHE OF TUHOR GCCURRENCE

SEX : HALE PAGE: B
Group Name Controt 50 pom 200 ppm G0 ppm
Organ_____ Findinas . W Ho. (% Ho. (%) HO. (%)
{Initial ~ Final) (Initial - Final) (Inttial - Final) (Initial - Final)
[Special sense organs/appandass|
Zynbal gl sousmous cell carcinoma & 0 i {a G
(100%)
adenacarcinoma 1 L {3 0 0
{103
{Husculoskeletal systemi
muscle Le1omyosarcoma (% ¢ ] i}
{ 944
bone osteosarcoma 0 P02 1A {2
{ 81 { T4} { 848
[Body cavitiesl
pleura masothelioma 1 {2 0 8 ¢
{ 928)
mediastinum schuannoma:malignant 0 L (& ¢ &
{ 65W)
perifoneun mesotheliona 0 PO A o ¢
{ G984}
retroperit schwannomasmalignani 0 i (2} G G
{105}

0.  (%):Kumber of Tumor ~ Bearing Animals

{% of Examined Animals}

(initial -~ Final):Dead or Sacrificed Heek of Tuwor Bearirg Animais

{IPT110)

Bais2



APPENDIX 0O 2

NEQPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

RAT:FEMALE



STUDY HO. ;{104

NEOPLASTIC LESIONS — INCIDENCE AKD TIME GF TUHOR OCGURRENCE

ANTHAL : RAT F344
REPORT TYPE : Al
SEX : FEHALE PAMGE ;6
Group Name Camtrol 50 pom 200 pom 600 pom
Organ Findings, RO. % NO. (%) 0. (%) o, (%)
(Initial - Final) (Initial - Final) {Initial - Final) (Initiat - Final)
{intesumentary system/appandage}
skinfapp papi Lloma 0 0 0 (2
{ 91
subautis fibroma 0 0 2 {4 2 (&
{105%) { 93 - 1054}
schwannoma 0 {23 0 ¢
{ T0H}
sarcona: NS 0 L {2 0 4
(1051
[Respiratory system]
rasal cauit papi Lloma 0 0 Q 2
(105%)
lung bronchiolar—aluenlar adencma 2 ( 4 0 ¢ 0
(1058}
bronchiolar-alvealar carcinoms 0 0 (2 0
{165W)
[Hematopoietic systen]
splesn hamartoma 0 Q ¢ 4D
{1628}
mononuckear cell ieukema 10 {20 17 ( 34) 15 (32 15 {38}
{100 ~ 105I} { 85 - 105 { 74 - 10654} { 70 - 105®)
hemang1cendothaliona 102 0 0 i}
{ 81W)

N0, (%) :Humber of Tumor — Bearing Amimals

(¥ of Examined Animals}

(Initial - Final}:Dead or Sacrificed Hesk gf Tumor Bearing Animals

(HPT110}

BAISZ



[

STUBY N0, : 0104 NEOPLASTIC LESIONS —~ INGIDENGE AND TIME OF TUHOR OCCURRENCE
ANTHAL 3 RAT Fag4
REPGRT TYPE : Al
SEX 3 FEMALE PAGE - T
Grovp Name Control 50 pm 200 opm 500  pem
Organ Findings . & M. @ K. & 5. %)
(Initial = Final) {initiat - Final) (initial - Finai) {Initial - Final)
{Digestive system]
oral cavity keratoacarithoma i (D 0 0 0
{105W)
small intas adencma i 4 L (2 0
(1034
Liver hepatocetiular adencma | 0 LD 0
(1056
chalangiocet lular adenoma L {2) G ¢ ]
{1028
chalangiocel lular carcinoma {2 0 ¢ 0
{105W)
[Urinary system|
kidnay renal call carcinoma 0 8 & L2
{ 84u)
urin bladd transitional cell papillowa 0 1 (2 8 0
{105W)
{Endocrine system)
pituitary adenoma 12 (20 16 {32 16 (3 i1 (22
{ 93 - 1050 { 83 - 105H) { 70 - 1061) {79 - 105%)
adenncareinoms i (2 2 {4 F O 3 0
{1005 (103 -~ 1050 {105%)
thyroid G—cell adervma i { 8 z (4 (2 3 (6
{104 - 1058} (184 — 105} ( 92w) (105}

N0, (%) Humber of Tumor - Bearing Amimals

(% of Fxamined Animals)

{Initiat - Tinal):Dsad or Sacrificed Week of Tumor Bearing dnimails

(HPTiI0}

BAISZ



STUDY HG. : 0104

NEOPLASTIC LESIONS ~ INCIDENCE AND TIME OF TUHOR OCCURRENCE

ANTHAL o BAT Fad4

REPORT TYPE : Al

SEX : FEHALE PAGE = 8
Group Name Control 56 pom 200 ppm 600 ppm

Organ____. Findings 0. (%) W, & & He. (%)

{initial - Final) (Initial - Finall

{Initial - Final) {Initial - Final}

{indecrine systeml

Hyroid follicular adenoma
G-call carcinoma
foliicular adenocarcinoms

panc islet adenama

adrenal, pheochromacytoma

cortical adenoma

pheochromocytoma-malignant

[Reproductive system]
uterus endometrial stromal colyp
cstengenic sarcoma

schawannoma:mal ignant

endometrial stromal sarcoma

t {2 0
(105%)
(0 2) 3 (6
(1054} (103 - 105
¢ P2
{ 794
) 1 (2
(1054}
{2 1 {2)
(105W) {1054
0 PO 3
:5:i)]
0 (a2
( 70
8 (18 3 {8
(102 ~ 105W) { 96 - 105}
0 0
0 LD
{ 930}
0 0

¢
T 3
( 9am
( 2 0
(105t}
0
{ 2} 2 {4
{105 {1054
{4 {2
(104 - 1058} {105W)
{2 I
{1059 (1054}
[ 3 { 6)
{ 74 - 1080 {93 - 105¥)
{2 9
{ g2%)
i (2
{ 91
0

( 4}
(68 - 790

K0, (%) :Number of Tumor ~ Bearing dnimals (% of Examined Ammals)

{Initial - Final}:Dead or Sacrificed Week of Tumor Besring Animals

(IiPT110)

BAISE



STEDY HO. 0184 BEQOPLASTIC LESIONS — INCIDENCE AND TIHE OF TUHOR OCCURRENCE

ANTHAL } RAT F3d4
REPORT TYPE : A1
SEX > FEHALE PAGE - §
Grovp Name Controt 50  pom 200 pom 604  pem
Organ Findings . Ho. & . (&) Ho. (B
(Initial -~ Final) {initial - Final) (Initial - Final) (Initial - Final}
{Reproductive systeml ‘
mammary gl adenoma 4 ( B} Q {2 0 i
(100 — 105H} {105W) :
|
fibroadenoma 3 (8 13 (28} o2 0
{105W) { 90 - 105W) (105W)
adenaicarcinoma 0 t {2 ¢ 0
{ g7
prepfeli gl adenoma 0 o P02 0 :
{ g5t} i
squamous cell carcinoma 0 I (2 ¢ 0
( 970
{Hervous system)
brain glioma 0 ¢ J O ] ]
{ BN
[Special sense orgsns/aprandags|
Zymbal gl adenoma {2 0 0 0
(1048}
H0. (%) :Mumber of Tumor - Bearirg Amimals (8 of Examined Amimals} (Initial - Firai):Dead or Sacrificed Hegk of Tumor Bearing fnimals

(HPTLD) BALS2



APPENDIX 0O 3

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

MOUSE :MALE



STUDY HO, Q105
AHIHAL : HOWSE BDF1
REPORT TYPE : AL

SEX 1 NALE

NEOPLASTIC LESIONS — INCIDENCE AHD TIHE OF TUMOR OCCURRENCE

PAGE ¢ |

Organ Firdings

Groun Name Gntrol

(initial - Finai)

Ho. () Ho,

0 pom

3]

(Initial - Final)

90

PR
®

{Initial - Final)

250

pom
vy

{Initial - Final}

[Integumertary system/appandage}

subcutis hemargicendothalicna:benign
histiacytic sarcoma
masteytonaimalisnant

brown fat hemangicendathelioma

[Respiratory system]

{ung brochtolar-alvesiar aderoma

bronchiolar—aluenlar carcingma

[Hematoonistic system|

Lymph nada malighamt Lymphoma
mastcytoma:malisnant
splesn hemanginendotheliomaibenion

malighant lvmphoma

[ ) ¢
{ g7

0 0

0 0

0 0

g (18} 1
(104 - 165W)

2 (4 3
(102 - 185

g (18} 7
{77 - 105%)

6 i

L2 i
{105%)

I (2 0
{105%)

{ 14)
(1058
{ 6)
(101 - 1058

{14)
{ 39 ~ 1058
(2
(105W}

{2
(165%)

( 2z}
{ 82}

{ D
(105

{
{ 94 - 105W)

{ &
{ 82 - 105W)

{14)
{ 76 - 105H)

(2
{ 85

{ 2
{1058}

{ 8}
{ 82 - 105W)

{18
{ 86 — 1054
{ 4
{ 89 - 105t
{2
=)

§O.  {%):Humber of Tumor = Bearing Animals (§ of Examined Animals}

(Initial = Final}:Dead or Sacrificed Week of Tumor Beering dnimals

(HPT110)

BATSE



STUDY KO, @ 0305

NEOPLASTIC LESIONS -~ INCIDENCE AND TIME GF THRMOR QCCURRENCE

ARTHAL 1 HOUSE BBF1

REPGRT TYPE : Al

SEX 3 HALE PAGE ¢ 2
Growp Hame {ontrol 1¢  pom 56  opn 250  pem

Oroan Findings, W, (% w. (%) No. (% Ho. (%)

(Initial - Final}

{Initial - Final)

(Initial - Final)

{Initial - Final)

{Hematoparetic system)

spleen masteytonaimal ignant

hemang1oendothaliona

[Circulatory system]

heart hemangicendothelioma

[Digastive system]

stomach panillona

carcineid tunorimal isnant
small intes adenocarcinena
Liver hepatocel lular adenoma

histioeytic sarcoms

hemang tpendothelioma

hepatoceilular carcinoma

1 {2
(1058)

(
(1058)

{2
(1058}

7 {14
{ 76 — 1058}

2 {4
{76 - 96

(2
(163W)

T (14
( 87 - 105W)

{2 3
{ a1

i
(2 h
[ 380

i

|
{ 28} 8
{ 85 - 105W)

i
(2 5
( 91
{ 16) 12
( 98 - 1058

(2
{105W)

(8
(68 - 8aH)

(2
{ 94}

( 2)
(105

( 18}
{ 76 - 100W)

(2
(1054}

(10
{ 68 ~ 105\

( 24)
( 74 - 105

26

25

(100
( 66 - 100W)

{ 52)
{ 75 - 105¥)

{2
{100%)
(18)
( 92 - 1050)

( 80)
( 66 ~ 105W)

HO. (%) :Huber of Tuva- — Bearing Animals

(% of Examined Aninmals)

{(Initial - Final):Dead o Sacrificed ¥eek of Tumor Bearing inimals

(BPT110)

BALS2



STUBY NO. < 0105

ANTHAL 1 HOUSE BDF1
REPORT TYPE : Al
SEX i HALE

KEGPLASTIC LESIONS — IKCIDENCE AND TIME OF TUNOR OCCURRENCE

PAGE 5 3

Orean_ ... Firdings

Group Name

KO.

Control
%

(Initial - Final)

10 pom
o, (%
(initial - Final}

50 pem
. &

(initial - Firal)

256 ppm
K0, (%)
(Initiat - Fipal)

[Disestive system|

Liver hepatablastoma

[Urinary system]

kidnay renal cell aderoma

renal ceil carcinoma

urin bladd lotomyona

[Erdioerime systemt

pituitary adencma

panc 1slet islat cell adenoma

(Reproductive systes

epididvmis histiocytic sarcoma

semin ves mistiocytic sarcoma

[Special sensa organs/appardags|

Harder gl aderoma

1

3

A

( 2
(102}

{2
(1659

{8
(102 ~ 1058}

[ 4)
(1659

102
(105

(2
(1054}

{2
{305

1 {2
{1058

1 {2
{1051)

2 {4
(101 - 1054)

L (2
(105%)

2 {4
{1054}

{32
{105W}

2 {4
( 99 - 13|

i {2
{ 8gw)

i (2
{ B6W)

g8 (18
( 92 - 105W)

K0,  {%):Number of Tumar - Bearing Animals

(% of Examined Animals)

(initial ~ Final):Dead o Sacrificed Week of Tusor Bearing Amimals

(IpT110)

BAIS2



STUBY HO. : 0106

NEQPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRERCE

ANTHAL : HOUSE BBF1L
REPORT TYPE : Al
SEX : HALE BAGE ¢ 4
Groan Hame Control 10 pom 50 pem 250  ppm
Oroan______ Firdings, HO. (%) Ho. (%) K. o Ho. (%}
(Initial - Fimald {initial = Final) (Initial - Final) {Initial - Final)
HMusauloskeletal systemd
bers osteosarcona 0 0 i (23 &
( 944}
{Boxdly cavities]
peritonsum hemangigendthel ioma L2 o 0 &
(1036
adipasa hemangicendothelioma [ 1 0 Lo{ 2}
{ 92
[ALl other systems]
ather schwarroma ¢ 1 (2 0 ¢
(105W)
histioeytic sarcoma ¢ ¢ 0 L2
{105¥)

.  {%):Number of Tumor ~ Bearing Animals

(% of Examined dnimals)

(Initial - Finai):Dead or SacrifTiced Week of Tumor Bearing Animals

(ilPT110)

BALS2



APPENDIX 0O 4

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

MOUSE:FEMALE



STUDY HG.  : 0105 NEQPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANEBAL : HOUSE BDF1
REPORT TYFPE : Al

SEX : FEHALE PAGE : &
Group Hama Control 10 pom 50 pem 250  ppm
Organ_ Findings, 0. (%) Ko, (%) Ho. (%) Ho, (%)
{Initial - Final} (Initial - Final) {Initial - Final} (Initial — Final)
[Intesmentary system/appandage}
skinfape keratsacanthoma 0 0 ¢ (B 0
(103
subeutis leicmyosarcoma i( 2} 0 0 0
(10543
schwannemalmalignant 0 TS| 0 0
{104¥)
sarcomatNOS 0 o{o2) 0 ]
{ 75W)
hemargioendothetioma 0 0 Vo0 2} 2 4)
(1059} (103 ~ 105W)
broun fat hemang vendorthe Lioma J 3 0 0 0
(109%)
fRespiratory systeml
lurg bronchialar-alueclar adenams 3 (1 2 ( 4 tH L (2
{100 - 105W) (101 - 105W) (1056)
bronchiplar-aluealar carcinoma 0 0 2 (4 JUN 4
{100 ~ 165%) (1051
[llematooaietic systeml
Lymch nods malighant tymphoma 14 {28} 16 (21 16 {33 10 (203
{74 ~ 165W) [ 95 - 145W) {75 - 105W) ( 82 — 105W)
mastcytomaimalignant 0 (2 ] &
(1050}
K0, (%) iMumber of Tumor — Bearing Anipals (¥ of Examined Arimals) (Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPTL10)

BAIS2



STUDY KO. & 0105 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR CCCURRENCE

ANTKAL + HOUSE BDF:

REPORT TYPE : A1

SEX : FEHALE PAGE : B
Group Hame Controt 10 ppm 56 pom 250 oem

Organ_ Findings. ., () . ) K. B HO. (B

(Initial = Final) (Initial - Final)

(Initial - Finat)

(Initiat - Final)

[Hematopasetic system]

spleen

malighant lymohoma

hemangicendothelicaa

{Digestive system]

tongue papi Lloma
stmiach papi iioma

squamous cell carcinoma
Liver hepatocel lular adenoma

cholansiocellular adenoma

histiocytic sarcoma

hemarmiosndotheliona

hepataceliular carcinoma

{Endocrine systenl

pituitary

adenoma

3 ( 8 L (2
(1054} { 98
0 0
L {2 i}
{105W)
¢ 0
L2 9
(160%)
3 (8 3 ( B
(165W) (1054}
0 (2
( 82w
i (a T
(165 { 94
0 0
0 0
g (18} i1 (23
(100 ~ 105W} ( 68 - 105W)

{ 10) 3
( 82 - 105W)
{
1
{ 2 0
(1654}
0
( 14} 26
(104 - 105%)
0
{2 0
{ 401
i
14
[ 8) g
{ 85 - 105W)

( 8
{103 - 105W)

(2
( 94w}

{2
(105H)

{ 52)
{ 83 - 105W)

(2
{ 94w}

( 28}
{ 83 = 105W)

( 18}
(g1 - 105¥

K.

(%) :Nurber of Tumor — Bearing Animals

(% of Examined Animals)

{initial - Final):Dead or Sacriticed Week of Tuwor Bearing dnimals

(HPT110}

BAIS2



STUDY BO. 0105
ANTHAL : HOUSE BBF:
REPORT TYPE : Al

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUHOR OCCURRENCE

SEX : FEHALE PAGE = 7
Grove Hame Control 10 pom 50  ppm 250 ppm
Organ Firdings, . @& w. & K. % o (D)
(Initial = Final) (initial - Final) {Initiai - Final) {Initial - Final)
{Endocrire system|
pituitary adenocarcinoma (2 0 [ A 0
(1549 (1030
[Reprodiuctive systen)
ary cystadenoma 2 {4 2 ( 4) i {2 1 (2
(105} {85 - 104} {105W) {104}
hemarmicendothelioma 0 0 Lo o2) 0
{105W)
grandiosa—theca cell tumorimalignant 0 0 102 0
{105W)
uterus endomstrial stromal polye 0 L {2 0 {2
{105W) { g5M)
histiocytic sarcoma il (a2 12 {26 10 (20 11 { 22)
( 68 — 1058} { 63 ~ 105 {54 - 1050) ( 81 ~ 105W}
hemangroendothaliona 0 0 0 [ ]
{ g4
vagina papi Llona 0 1 {2 1] 0
{ 98W)
memmary gl adenocarcingeg 1 (2 (2 £ (2) G
(105W) {105/} (1048
[Spectal sense oroans/appandagel
Harder gl adsnroma 4 ( 8 3 ( 8 3 {8 2 { 4
(105W) (95 - 148W) (100 ~ 1054} { 91 - 108W)

N0, (%) :Nusber of Tumor ~ Bearwng Animais  {% of Examined Animals)

{Initial - Final):Bead or Sacrificed Week of Tumor Bearing dnimals

(HPT110)

Balsz
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STUDY No. : 0104
ANIHAL T ORAT Faq4

HEQOPLASTIC LESIGNS~INCIDENCE ANP STATISTICAL AHALYSIS

SEX 1 HALE PAGE 1
Croup Name Control 56 pom 200 pom 500  pom

SITE @ subcutis
TUMOR : Tibrome

Querall Raiss(a} 1/58{ 2.0} 5/50( 10.6) 3/50( 6.0) 5/50¢ 10.0)

Adjusted Rates(b) 2.70 8.09 6.67 14,71

Terminal Rates(c) 137 2.7 2/34( 5.,9) 2/30{ 8.7 4/28( 14,3)

Standard Rates(d) P = £.6056

Prevalence Rates(d) P = §,0757

Combtnd  emalysis{d) P = {,1231

Cochran-Armitase Test{e) P o= (,3032

Fisher Exact Test(s) P = {,1210 P oa ,3235 P = 8.1210
SITE : splesen

Ouerall Rates(a)

TUHOR 3 moronuclear ceil leukema

11/50( 22.0}

14/50( 28.0}

22/50( 44.0}

27/50{ 54.0}

Adiusted Rates(l 24.32 17.85 40.00 42.85
Terminal HRates(e) 9/37( 24.3) 6/34( 17.6} 12/30( 40.0} 12/28( 42.9)
Stardard Rates{d) P = §,0022%=
Prevalerce Rates(d) P = §.0104%
Combind  aralysis{d) P o= §,0001%x
Cochran-Armitage Test{e) P = {.0005%x
Fisher Exact Tast(e) P = 0,3777 P = 0,0707 P = 0.0203=
SITE & Lliver
TUMOR : hepataocellular adenoma
{uerall Rates(a} 3/50{ 6.0} of50( 0.0} a/50( 0.0} 2/50( 4.0)
Adiusted Raetss(b} 6.12 0.0 0.0 7.14
Terminal Rates(c} 1/37{ 2.7} 0/34( 0.0) 0/30¢ 0.0} 2/28( 7.1
Standard Rates(d) e —
Prevalerce Rates(d) # = (.3529
Combind  analysis(d) ?=
Cochram-Armitese Test(s} P = 0.7915
Fisher Exact Test(e) P = 0.1325 P = 10,1325 P o= 0.4809

{(iPT3604)

BAISZ



STUDY Ho. : 0104
ANERAL : RAT F344

NEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL AHALYSIS

SEX 3 HALE PAGE : 2
Grizge Name Control 5¢  ppm 200 pom 640 opm
SITE  : pituitary sland
TUHOR @ adsnoma
Querall Rates(a) 158/50( 32.0) 16/50{ 32.0) 18/50¢ 36.0) 15/50( 30.0)
Adiusted Rates(b} 27.61 33.33 30.43 32.35
Term:nal  Rates(c) 8/37( 24.3) 11/34{ 32.4) 8/30( 26.7) 9/28( 32.1)
Standard Rates(d} P = 0,8148
Prevalence Rates(d) P = 0.4215
Conbind  analysis(d} P = £.5959
Cochran-Armitage Test{se} P = {,7915
Fisher Exact Test(e) P = 0.4197 P s (.4613 P = {4805
SITE ¢ pituitary gland
TUMGR @ adenoma.adenocarcinoma
Quorall Rates{a) 16/50{ 32.0% 168/50( 32.0) 18/80( 36.0} 15/50( 30.0)
Mijusted Rates(b) 27.91 33,33 30.43 32,35
Terninal BRates{c) 8/37( 24.3} 11/34( 32.4) 8/30( 26.7} g/28( 32.1)
Standard Rates(d) P =0.8149
Prevalence Hates(d) b= (L4215
Cosbind analysis{d) P = (,5088
Cochramr-Armitage Test(e} = 0.7915
Fisher Exact Test(e) P o= 0.4107 P = 0,4613 P = §.4805
SITE ¢ thyroid
TUMOR : C—cell aderoma
Ouverall Rates{a) 6/56( 12.0) 10/49( 20.4) 7/80( 14.0) 3/50( 6.0)
Adjusted Rates{b) 16,22 26.47 17.65 6.67
Terminal Rates{c) 6/37( 16.2) 9/34( 26.5) 5/30( 16.7) o/28( 0.0}
Standard Kates(d} Pz ——
Provalencs TRates(d) P = {§.0289
Corbind  analvsis{d) P # mememn
Cochren-Armitage Tesi{e) P = §.0396
Figher Exsct Test{e) P o= {,2440 P = {.4863 P = 10,2728
BAISZ

(lIPT360A}



STUBY No. : ORO4

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

ARTHAL 1 RAT F344
SEX ? HALE PAGE : 3
Group Name Control 50  pem 200 pom 600 pom
SITE : thwoid
TUHOR : C-call carcinoma
Querall Rates(a) 1/50( 2.0 1/48( 2.00 3/50( 6.0) e/50( 0.0}
Adjusted Rates(b) 2.70 2.38 9,38 0.0
Terminal Rates(c} 1737 2.0 9/3a{ 0.0 2/20{ 6.7 0/28( 0.0
Stardard Rates(d} p=——
Prevalenca Rates(d) P = 0.7164
Conbind analvsis(d) P e
Cochram-irmitage Test(e) P = 0,4236
Fisher [Exast Test(s) P = 00,2525 P o= {.3235 P = 0.4850
SHE : thyroid
TUHOR :  folliculer adenocarcincsa
Querall Rates(a) 8/50( 0.0 3/49( 6.1) 0/50{ 0.0 0/50{ 0.0}
Adiusted Rates(b) 0.0 7.69 0.0 0.0
Terminal Rates(c) §/37( 0.0} 2/34( 5.9) 0/30{ 0.0} 0/28{ 0.0}
Standard  Rates(d) P
frevalence Rates(d) P = 0,8517
Combird  analysis(d) Pz
Cochran-frmitage Test(e} P =0,2268
Fisher Bxact Test(e} P = 0,1287 P = 0.5000 P = 0.5000
SITE @ thwroid
TUHCR : C-cell adenoma.C-cell carcincma
Oueratt Rates(al 7/50( 14.0) 11/49( 22.4} 10/50¢ 20.0} 3/50( 6.0}
Adjusted Rates{b) 18.92 26,47 26.47 5.67
Terminal Rates(c) 7/37{ 18.9) 9/34( 26.5} 7430( 23.3} o/28( 0.0}
Standard Rates(d) P=
Prevalence Hates(d) P = 00,8549
Cambind  analysis(d) P
Cochran-Armitage Test{s) P = 0,0607
Fishar Exact Test(e) P = 0,2584 P = 0,3417 P = 0.1817
BAISZ

{HPT3604)



STUDY Ne. @ €104

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL i RAT Fa44
SEX i HALE PAGE 4
Croup Name Controi 5¢  pem 200 pom 600 ppm
SITE : thwroid
TUKOR : follicular adenoma.follicular adenacercinoma
Mverail FRates(a) 0/50{ 0.%) 3/49( 6.1} o/50{ £.0) 100 2.3
Adjusted Rates(b) 8.0 7.59 8.0 2,94
Terminal Rates(c) 0/37{ ©.0) 2/34( 5.9} 0/30( 9.9) 0/z8{ 0.0}
Standard Rates(d} pP=—
Prevalernce Rates(d) P = 0,4866
Combind  analysis(d} B oo
Cochranirmitage Test(e) § = 0,8250
Fisher Ixact Test(e) P = 0,1287 P = {.5000 P = 00,4850
SITE : pancreas 1slet
TUHOR :  aderoma
Ouerall Rates(a) 3/50( 6.0) 4/58{ 8.0) 1/se( 2.00 3/58( 6.0)
Mivsted Rates(b) B.11 11.76 2,50 B.52
Terminal Rates(e) 3/37( 8.1) 4/34{ 11.8) 0/3s( 0.00 1/28( 3.6}
Stardard Rates(d) P = ——
Prevalence Rates(d P = (.5178
Combind  analysis(d) p o
Cochran-frmitase Test{e) P = 0,B563
Fisher Exact Test(e) P = 0.4595 P = 10,3235 P = 00,3392
SITE @ pancreas islet
TUMOR @  adenoma,adenocarcinoma
Ouerall HRates(a) 4/50( a.4) 4/50( 8.0} 2/50( 4.0} 4/50{ 8.0
Adjusted Rates(b) 10,83 11,76 5.00 8.70
Terminat Ratss(c) 3/37( 8.1} 4/34¢ 11.8) 1/30{ 3.3 1/28{ 3.8)
Standard Rates(d) Pz ——
Prevalence Rates(d) P = 0,4371
Combird  aralysis(d) P=
Cochram—Armitage Test{e) P = 0.976%
Fisher Exact Test(e) P = (.357% P = 0.3074 P = {, 3578
BAIS2

{HPT3604)



STBY ¥o. : 0104

KEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ARTHAL i RAT §344 )
SEX i HALE PAGE 5
Group Name Control 50 oem 200 opm 60¢ ppm
SITE  : adrenal gland
TUMGR  :  phetchromocytona
Ouerall  Rates{a) 8/50( 16.0) 5/50{ 10,0} 3/s0{ 6.0} 3/50( 8.0%
idiusted Rates{(b) 20,00 i1l 7.14 7.14
Terminal  Rates{c} 7/37( 18.9) 2/34( 5.9) 1/30( 3.3 1/28( 3.B)
Standard Rates{(d) P=z=—
Prevatence Hates{d} P = £.0084
Combird  analysis(d) P = ———
Cechrar-irmitage  Test(e) P = §.1554
Fisher Exact Test{s) P = (.3141 P =0.,1322 P = 0,1322
SITE  ;  adremal gland
TUHOR : pheochromocytoma,phecchromocytomasnalignant
{ueralt Rates{a) 9/50( 18.9) 6/50( 12.0} 4/50( 8.0} 5/50{ 10,0}
Adjusted Rates(b) 20,00 if.11 9.52 10.00
Terninal  Rates{c) Ti37{ 18.9) 2/34( 5.9} 2/30( 6.7) 1/28( 3.6}
Stardard Rates{d) P = 0,4237
Prevalence Rates(d} P = {,7818
Conbind analysis(d} Po=0.7528
Cochran-irmitagse Tesi(e) P o= §,3555
Fisher Exact Test{s) P o= 0,3288 P = 90,1562 P = 0.2378

Ouerall Rates(a}
Adiusted Rates{b}
Terminal Rates{c}
Stendard Rates(d}
Prevalencs Rates(d)
Cosbind sralysis(d)
Cochram-armitage Test{s)
Fisher [Fxsoct Test(e)

SITE : testis
TG : interstitial cell tumor

47/50( 94.0}
100.00
37/37(100.0}

0.0788

= o

0.4887

46/50{ 92.0)
87.30
334 9.1

P =0.4723

45/56{ $0.0)
96.67
29/36{ 86.7)

P = 0,4876

a8/50{ 86.90)
106.60
28/28(100.0}

P = 0.4722

(HPT3604)

BAIS2



STUDY Mo. & 0104
ANIHAL ¢ RAT F344

REQPLASTIC LESIONS-INCIDENCE AND STATISTICAL AHALYSIS

SEX i HALE PAGE : G
Group Name Control 50 ppm 200  pom 600  ppm
SITE @ mammary stand
TUMOR @  adenoma, Tibroadshoma
Ouerall Rates{a) 3/50( 8.0 2/50( 4.0) 154 2.0 i/50({ 2.00
Adiusted Rates(b) 5.26 5.00 3.33 2.70
Terminal Rates(c) 1/37({ 2.7M 1/3a{ 2.9) 1/30{ 3.3) 0/28( 0.0)
Standard Rates(d) P = [,0000 7
Prevalence Rates(d) P = 0.680¢
Combind  amalysis{d) P o= {,7852
Cochram-Armitage Test{e) P = (,3372
Fisher Exact Test(e) P = 0.4809 P = 0,3235 P = 0,323
SITE @ mammery gland
TUHOR 3 adenoma,fibroadencma,adenocarcinoma
Ouerall Rates(s} 5 6.0 2/50( 4.0 1/50{ 2.0 2/50( 4.0)
Adiusted Rates(b} 5.28 5.00 3.33 541
Termipal Rates(c} /31 2.1 1/34( 2.9} 1/30{ 3.3 1/28( 3.6)
Standard Rates(d) P = L.0000 7
Prevalence Hates(d) P = §,4217
Combind analysis(d) P = {.5508
Cochram-Armitage Test(e P = £,7503
Fisher Exact Test(e) P = (.4908 P« £,3235 P = 0,4909
SITE  : mreputial/ciitoral gland
TUMOR : adencma
Ouerall Rates(a) 1/50( 2.00 3/50{ 6.0 2/56( 4.0 9/50{ 0.1
Adiusted Rates(b) 2.70 8.82 3.13 0.0
Terminal Rates(c} 1/37( 2.1 3/34{ 8.8 6/30{ 0.0} 0/28( 0.0
Stardard Rates(d) P = {,3584
Prevalence Rates(d) P = 0.B878
Combind analysis(d) P = {,8609
Cochrarfrmitags Test(e) P = 0.2020
Fisher [xact Test{e) P = 0.3235 P = 0,4926 P = (4950
BAISE

(IPT360A)

(a): Number of tume—bearing animals/mumber of animals examined at the site.
(b}t ¥aplan-Heire estimated tumor 1ncidence at the end of the study after adiusting for ntercurrent mortality.

(c}: Observed tunor incidence at terminal kill.
{d}: Beneath the conbrol incidence are the Pualues associated with the trend test.
Standard method  : Death analysis
Prevalence method @ incidental tumor test
Combird analysis @ Death analysis + Inciderta ltumor fest
{e}: The Cochran-irmitage and Fisher' s exact test compare directly the overall incidence rates.

? 1 The conditional probebities of the largest and smallest possible out comes can nat estimated or this P-uvalue is beyond the estimated P-ualus
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STUDY Ho. : 0104
ANIHAL i RAT Fa4

HEQPLASTIC LESICHS-INCIDENCE AND STATISTICAL ANALYSIS

SEX : FEHALE PAGE ¢ 7
Grouw Name Convtrol 50  pem 260 pom 800 ppm
SITE  : spleen
TUKOR & monoruclear cell leukemia
Ouerall Hates{a) 10/50( 20.0) 17/56( 34.0% 16/56( 32.0) 18/50{ 38.0)
Adiusted Rates{b) 14,29 28,58 22.50 20.59
Terminal Hates(c) 6/42( 14.3) 7/34( 20.6) 7/34( 20.6) 7/34{ 20.6)
Standard Rates(d) P = 0,0486%
Prevalence Rates(d) P = 0.3153
Combind  analysis(d) P = 00,0571
CochrarmArmitase Test(e) P = 0.1397
Fisher Exact Test(e) = $.1636 P o= {,2038 P =0,1027
SITE & pituitsry gland
TUHOR :  adenoia
Ovarall Rates(a} 12/50{ 24.0) 16/49( 32.7) 16/50( 32.03 11/50( 22.0)
Adiusted Rates(b) 23.81 40,00 35.28 17.78
Terminal, Rates(c) 10/42( 23.8) 13/34{ 38.2} 12/34( 35.3} 4/34( 11.8
Standard Rates(d) P = 0.1261
Prevalence Rates{d) P = 0,8708
Combind analysis{d) P = 0,7045
Cochran-frmitase Test{e) P = 0.4466
Fisher Exact Test(se) P = {,3088 P = 0.3253 P = 0.4826
SITE  : pituitary gland
TUHOR : adgroma.adenocarcinoma
Ouerall BRates{a) 13/50( 26.0) 18/45{ 36.7) 17/56( 34.0) 11/50{ 22.0)
Adiusted Rates(h) 23.81 412,886 38.24 17.78
Terminal Ratss(c} 18/42( 23.8} 14/34( 41.2) 13/34( 38.2} 4/34{ 11.8)
Stardard Rates{d) P = 0,2823
Prevalence Rates(d) P =0.9023
Combind  analtysis(d) P = 0.B167
Cochran-Armitage Test(e) P = 0,2672
Fisher Exact Test{e) P o= (,2657 = {,3333 P = {.4450
BAiSZ

(liPT360A)



STUDY Mo, : 0104

NEOPLASTIC LESIQNS-INCIDENCE AND STATISTICAL ANALYSIS

& AHTHAL ¢ RAT F344
SEX : FEWALE PAGE B
Group Name Control 50  pom 260 pom 600 ppm
S1TE ¢ thyroid
TUHOR : Cesll adenoma
Duerall Rates(a) afs0( 8.0} 2/50( 4.0) 1/50( 2.0} 3/48( 8.1)
Adjusted Rates(b) B.89 5.71 2.44 8.82
Terminal Rates{c) 3az( 7.1} 1/34( 2.9 o/3t( 0,0} 3/34( 8.8)
Standard Rates{d) P
Prevalencs Rates{d) P = 0.4429
Combind  analvsis(d) P o= e
Cochrar-frmitaze Test(e) P = 0,0939
Fishar Exact Test{e} P = 0,374 P =0.,1588 P = (,4788
SITE ¢ #Huroid
TUHOR ¢ C-vell carcinoma
Ouerall Rates{a) 1/s0{ 2.0 3/50{ 6.0} 0/50{ 0.0} 1/48( 2.0)
Adiusted Rates{b) 2.38 8.33 0.0 2.38
Terminal Rates{c) 1/42( 2.4 2/34( 5.9) 0/34{ 0.9} 0/34( 0.9)
Standerd  Rates{d) P =
Prevalerce Rates(d) P = 0,6763
Combird analvsis{d) P = ———
Cochran-drmitage Test(e) P = 0.5587
Fisher Exact Test(e) P = 0 3235 P o= (.4950 B = {,252h
SITE  : thwroid
TUHOR : C-geil aderoma.C-cell carcinoma
Querall Hates(a} 5/50{ 14.8) 5/50( 10.00 1/50( 2.0) 4/19( 8.2}
idiuvsted Rates(b) 11.11 13.89 2.44 9.52
Termsnal Rates(c) 4/42( 9.%8) 3/34( 8.8} 0/34( 0.0} 3/34( 8.8)
Standard Rates(d} P o e
Prevalence Rates(d) P+ (.5940
Combind  analysis(d) P —
Cochran-irmitage Test{e) P = (.7241
Fisher Exact Test(e} P = 0,3710 P = 0,1210 P = 0.4763
(HPTI50A) BAIS2



STUDY ¥o. : 0104

NEGPLASTIC LESIONS-INCIDENCE AHD STATISTICAL ANALYSIS

AHIHAL } BAT F344
SEX 1 FEMALE PAGE : Hi
Group Hame Coantrol 50  ppm 200 pom 600 ppm
SITE  : adrenal gland
THHGR @ pheochromocytoma,pheoch-omocytomasmalignant
OQuerall Rates(a) 1/56( 2.0} 2/50{ 4.0} 2/50{ 4.0} 3/50( 6.0}
hditsted Rates(b) 2.38 2.84 5.88 8.82
Terminal Rates(c) 1/42( 2.4} 1/34{ 2.9 2/34{ 5.9 3/34( 8.8}
Standard Rates(d) P = §,513]
Prevalence Rates(d) P = £.0920
Combind  analysis(d) P = §,1520
Cochran-Armitage Test{e) P = §,3580
Fishar Exact Test{e) = 0.4926 P = 0.4826 P = 0.3235
SITE 3 uterus
TUKOR ¢ endomstrial stromal polye
Ouerall Rates(a) 8/50{ 16.0) 3/50{ 8.8 2/50( 4.0} 3/50( 8.03
tdiusted Rates(b) 17,39 7.32 4.17 6.8
Terminal Rates{c) 7/42{ 16.7} 2/34( 5.9} 1/34( 2.9} 2/34( 3.9
Stardard Rates{d) P = e
Prevalercs Dates(d) P = 0.8706
Combind analvsis(d} P=—
Cochran-krmitage Test(e) b= 0,2452
Fisher Exact Test(a) P = 0,1322 P = 0.0671 P = 0,1322
SITE & uterus
TUHOR @ endmmetrial stromal polyp.endosstial stromal sarcoma
Ouerall Rates{a} a/50( 15,0} 3/50( 6.0} 4/20{ 8.0} 3/50( 6.07
Adjusted  Rates(b) 17.39 7.32 4.26 6.98
Terminal Rates{c} 7/42( 18.7) 2/34( 5.9 17340 2.9) 2/34( 5.9
Standard Rates(d} P = (4683
Prevalencs Rates{d) ? = §,8700
Corbind analysis{d) P = 0.8814
Cochrar-frmitagse Test{e) P o= ,2504
Fisher Exact Test{e) P o= 0.1322 = {,2169 P = 90,1332
(HPT3604) BAIS2



STUDY Ho. @ 0104

HEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL ANALYSIS

ANIHAL ¢ RAT F3d4
SEX : FEBALE PAGE 10
Group Hams Contral 50 ppas 200 pom 806  pom
SITE  : mammary gland
TUHOR : aderoma
Ouerait Rates(a) 4/50( 8. 2/50{ 0.0} 1/50{ 2.0} 0/50( 0.0)
hdiusted Rates(d) B.51 0.0 2.94 0.0
Terminat Rates(c) /a2 7.1 ¢/34{ 0.0} 1/34{ 2.9} 0/34( 0.0}
Standard Rates(d) P =
Prevalence Rates(d) P = (0.9602
Corbind  amatysis(d) P=z=—
Cochramirmitage Test(e) P = 0,0972
Fisher Exact Test(s) P = (.0688 P o= {,1988 P = ,0688
SITE  :  mammary gland
TUHOR : fibroadenoma
Querall Rates(a} 3/50( 6.0) 13/58( 26.9) 1/88( 2.0 0/50{ 0.0
Mdiusted Rates(b) 7.14 31.43 2.94 6.0
Termral Rates(c) 3/42¢ 1.1) 10/34( 29.4) 1/34( 2.9) 34{ 0.0}
Stardard Rates(d) P = 0.5209
Prevalence Rates(d) P = 0.85%1
Combird  analysis{d) P = 0.9393
Cochram-Armitage Test{s) P o= 0,002
Fisher Exact Test{s) ? = 0.0175% P = 0.3235 P = 0,1325
SITE  : mammary gland
TUHCR @ adenoma,fibroadsnoma
Cuerall Rates(a) 7/50( 14.0 13/50{ 26.0) 2/50{ 4.0} 0/50( 0.90)
Adiusted Rates(b} 14,89 31.43 5.38 0.0
Terminal Rates(c) 6/42( 14.3} 10/34{ 28.4) 2/34{ 5.9 0/34{ 0.0)
Standard Rates(d} P = 0.5209
Prevalence Rates(d) P = 00,9999
Combindd  anatysis{d} P = 0,9999
CoctrarmArmitege Test{n) # o= ,0005%x
Fisher Exact Test(e) = £,1634 P o= @,1045 P o= 0.0101%
(HFT3G04) BalSzZ



STUDY Mo, : 0104 HEQPLASTIC LESIONS-INCIDENCE AMD STATISTICAL ANALYSIS

Py ARTHAL T RAT Fa44

SEX ¢ [EHALE PAGE - 11
Group Hame Conirot 50 oom 200  cpm 884  pem
SITE @ mammary gland
TUMOR :  adenoma,fibroadencma,aderccarsinoma
Ouerall Rates{a} 7/50{ 14.0) 14750( 28.0} 2/50( 4.0} 0/50( 0.0}
Adjusted Hatos(b} 14.89 3i.43 5.88 0.0
Terminal Rates(c) 6/42{ 14.3) 10/34( 29.4; 2/34( 5.9} 0/34( 0.0}
Standard Rates(d} P = 0.5209
Prevalence Rates({d} ¥ = £.5093
Combind  analysis(d) P o= 1,0000
CochrarArmitage Test(e) P = 0,0004%=
Fisher [xact Test{e) P = 0,1246 P =0.1045 P = 0.0i0Lx
BAISZ

(HPT3AR0A)

(a): Number of tumor—besring amimals/nusber of animals examined at the sits.

{b): faplan-eire estimated tumor sneidence at the end of the study after adjustirg for ntercurrent mortatity.

(c): Observed tumor incidence at termmmal ki,
()3 Beneath the control incidence are the Pualuss associated with the trend test.
Stardard method : Death analysis
Prevatence method ! Incidental tumor test
Conbind analysis : Death amalysis + Incidenta ltumor test
{a): The Coctyam-Armitage and Fisher' s exact test compare directly the ousrall incidence rates.

7 1 The corditional probabities of the larsest and smallest passible out comes can not estimated o this P-ualus 15 bevond the estimated P-uvalue

: There is no date which should be statistic analysis
Significant difference : *: P 5 0,00 1 P 5 0,01



APPENDIX P 3

NEOPLASTIC LESIONS — INCIDENCE AND STATISTICAL ANALYSIS
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STUDY Ho, @ 0103

NEOPLASTIC LESLIONS-INCIDENCE ARD STATISTICAL AHALYSIS

ANTHAL ¢ HOUSE BDF1
SEX i HALE PAGE : i
Grom Hame Control 10 pem 50  pom 250  ppm
SITE ¢ luns
TUHOR : broochiolar-alveolar adenoma
Querall Rates{a) 9/50( 18.0) 7/56( 14.9) §5786( 1¢.0) 4/50( 8.0)
Adiusted Rates{b) 27.27 20,00 14.29 8.38
Terminal Rates{c) 8/31( 25.8) T7/35( 20.0% 4/28( 14.3) 1/22( 4.%)
Standard Rates(d) P e
frevalence Rates(d) P = 00,8423
Combind  analysis{d) P & o
Codvan-Armitagse Test(e} P = 0,1826
Fisher Exact Test(e} P o= 00,4234 g = 0,2379 P = 0,1562
SITE @ lung
TUHOR 3 bromchnolar-alveclar carcinoma
OQuverall Rates(a} 2/50( 4.0 3/50( 6.0} a/s0({ 6.0) 0/50( 0.0)
idjusted Rates(b} 3.23 7.8% 7.14 0.0
Terminal BRates{c) 1/31( 3.2) 2/35¢ 5.7) 2f28( 7.1} 0/22( 0.0}
Standard  Rates(d) P = {.5386
Prevalence Rates(d P = 0,8793
Combind  amalysis(d) P = 0.9181
Cochran-Armitase Test{e) P =0.1172
Fisher Exact Test{e) P = 0,4809 P = 0,48908 P o= 0,2574
SITE : lug
TUKCR : bronchiolar-alveolsr adenoma,bronchsolar-alveclsr carcinoma
Ouerall Rates(a) 11/86( 22.0) 10/50¢ 20.0) 8/30( 16.0) 4/50{ 8.0
fdjusted Bates(b) 30.30 26.32 21.43 §.28
Terminal Rates(c) a/31( 29.0) 8/35( 25.1 §/28( 21.4) 1/22( 4.5)
Standard Rates(d) P = {.65B6
Prevalence Rates(d) P = £,0465
Corbind analysis(d) P = 0,8593
Cochran-frmitage Test{e) P = (.0468=x
Fisher Exact Test(el P = 0,4833 P = 0,3526 P o= 0.0777

(PT360A)

BAIS2



STUDY Ho., : 0J05 NEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL ANALYSIS
ANITHAL : MOUSE BDF1
SEX : HALE PAGE - 2
Group Name Control 10 ppm 50 ppm 250 ppm
SITE @ Lymph node
TUHCR @ malishant lymphoma
Ouerall Rates(a) 3/5¢{ 18.8) T/50{ 14.0} 7/56( 14,0} 8/50( 18.6)
Adiusted Hates(b) 16.13 11.43 14.29 18.18
Terminai Rates(c) 5/81( 16.1) 4/35( 11,4} 4/28( 14.3) 4/22( 18.2)
Standard Rates(d) P o= 0,2047
Prevalerce Rates(d) P = 0,1889
Combind analysis(d) P = 00,1635
Cochran-Armitage Test(e) P = 0.7176
Fisher Exact Test{e) P o= {4234 B = ,4234 P = 0,3993
SITE  : spleen
TUHOR :  hemsngivendothelioms
Ouerall Rates{a) 1/50( 2.8} ¥/50( 2.0) 3/50( 6.0 §/50( 10.0)
Adjusted Rates(b) 3.23 0.0 6.38 12.00
Terminal Rates{c} 1/31( 3.2) 0/35( 0.0) 0/28( 0.0) 2/22( 9.1}
Standard Bates(d) P = 0,5167
Prevalence Rates(d) P = 0.0177«
Combind anatysis(d) P = 0.0340*
Cochran=armitage Test{e) P o= 0.0420x
Fisher Exact Test(e) P o= 0.2475 P = (,3235 P = {.1210
SITE  : splesn
TUHOR ¢  hemangipendothel iomas:benign,hemangioendatheliona
Quarail Rates{a) 2/50( 4.0 2/30( 4.0} 3/50( 8.0} 6/90{ 12.6)
Adjusted Rates(n) 6.45 2.86 5.38 12,80
Terminal Rates(c) 2/31( 6.8) 1/35( 2.9) G628 0.0} 2/22( 9.1}
Standard Rates(d) P = 0.5167
Prevatence Rates{d) P = 0.0276=
Combird analysis(d) P = 0.0458+
Coshran-Armitase Test{e) P = 0.0608
Fisher Exact Test(e) P = {,3088 P = §,4809 P o= §,1605
BAIS2

(HPT3604)



STUDY No. : 01G5

NEOPLASTIC LESICNS-INCIDERCE AND STATISTICAL ANALYSIS

ANIEAL 1 HOUSE BDF1
SEX . HALE PAGE 3
Croup Name Control 10 pem 50 ppm 250 oom
SITE ¢ liver
TUMCR :  hepatocellular adenoma
Ouerail Rates{s) 7/50( 14.0) 13/50( 26.0} 8/50( 16.0} 26/50( 52.0%
Adiusted Rates(b) 15,22 34.29 20.59 77.27
Termnal Rates{c) 4/31( 12.9) 12/35( 34.3} 5/28{ 17,9} 17/22( 77.3)
Standard Rates(d) P = |.0000 7
Prevalence Rates(d) P € 0.0001xx
Combind analysis(d} P < 0,000
Cachvan-Armitage Test(a) P < D.0001#x
Fisher Exact Test(e) ? = 0,1634 P = 0.4854 P = 0,0029%
SITE  : liver
TIMOR :  hemargicendothelioma
Ouerall Rates(a} 1/50( 2.0} 1/50{ 2.0) 5/50{ 10.0} 5/50{ 19.8)
Adjusted FRates(b} 0.0 2.17 3.57 13.64
Terminal Rates{c} o/31( 0.0} 0/35{ 0.0 1/28{ 3.5} 3/22{ 13.6}
Stardsrd Rates(d) P = 0.2158
Prevalence Rates(d) P = 0.0270=
Combind analysis(d) P = (.0332x
Cochran-irmitaga  Test(e) P = (,0883
Fisher Exact Test(e) P = 08,2475 Fo=0,1210 P = 0,1210
SITE & Liver
TUKOR : hepatocellutar carcinoma
Ouerall Rates{a) 7/50( 314.0) 8/50( 15.4) 12/50( 24.0} 25/50( 50.0)
Adjusted  Rates(b) 16.13 18,67 25,00 45,45
Termnal Rates(c) §5/31( 16.1) 8/35( 14.3) 7/28( 75.0) 10/22( 45.5)
Standard  Rates(d) P = 0.0010sx
Prevalence [Rates(d P = 0.0002%=
Combind  analysis(d) P £ 0.0001==%
Cochean-Armitage Test{e) P < 0.0003
Fisher Exact Test{e) P o= 0.4854 P =0,2119 P = 0,0041%x
{HPT3504) Balsz



STUDY Ko, : 0105
ANIHAL 3 HOUSE BDF:
SEX 3 KALE

NEQPLASTIC LESIONS-INCIDENCE AND STATISTICAL AHALYSLS

PAGE :

Groun Name

Control

10 ppm

50 pom

250 ppm

Querall Rates(al
hdjusted Rates(b}
Terminal Rates(c}
Standard Rates(d)
Prevalence Rates(d)
Combirdd  snalysis(d)
Cochramirmitage Test(s)

SITE & Lliver

TUHOR : hepatocellular adenoma,hspatoceiiuiar carcinoma

13/80( 25.0}
28.47

8/31( 25.8}
P = 0.5020%=
< 8,0001==

21/50{ 42.0}
50,00
17/35( 48.63

18/50( 36.0}
39,39
11/28( 39.3}

40/50( 80.0)
90,81
20/22( 90.9)

Fisher Exact Test(e} P = 0.1615 P = 0,2359 P o= 0,0018%x
SITE @ seminal vesicle
TUHOR : histigoytic sarcoma
Cuerall Rates{a) 3/50{ B.0) 0/50( 0.0} 0/50( 0.0} 1/50( 2.0
Adjusted Rates(b) 6.45 0.0 0.0 0.0
Terminal Rates{c) 2/31{ B.5) 9/35( 0.0} 0/28( 0.0} o/22( 0.0)
Standard Rates{d) P =0,2253
Pravalence Rates(d) P = 0,8578
Combind analysis{d) P = 0.4815
Cochran-drmitase Test(s} P = 0,7649
Fisher Exact Test(e} P = 0.1325 P = (,1325 P = 0,323
SITE @ Harderan sland
TUMOR @ aderyma
Queratl Rates{a) 2/50( 4.0) 2/50( 4,0) 2/50( 4.0} B/50( 16.0}
Adjusted Rates{b) 5.45 5.26 6.45 23.08
Terminat  Rates{c} 2/31( 6.5) 1/35( 2.9) 0/28( 0.0) 1/22( 18.2)
Standard Rates{d) P s e
Prevalerce Rates{d) P = 0,0024+=
Combind  amalvsis{d) P =
CochranArmitage Test{e) P o= 0,0046%
Fisher Exact Test{e) P = §,3088 P o= 0,3088 P = 0.0871

{HPT3604)

{a): Number of tumor~bearing animals/rmumber of amimals examined at the site.

(b}:
{c1:
{d):

{e):
7 : The conditional probabities of the largest and smallest possible out cowes can not estimated or this P-ualue is bevond the estimated P-ualue

Kaplan-Heire estimated tumor incidence at the end of the study after adiusting for ntercurrent mortality.
Observed tumar incidence at fermsnal kilt.

Beneath the control incidence are the Pualuss associated with the frend test.

Stardard method < Death analysis

Prevalence method : Incidental tumor test

Cozbind analysis ¢ Death analysis + Incidenta lhumor test

‘the Cochran-Armitage and Fisher's exact test compare directly the cuerall incidence rates.

BATSZ



STUDY Ko, : 0105 REQPLASTIC LESIONS-IKCIDENCE AND STATISTICAL ANALYSIS

AHIHAL ;  HOUSE BDF1
SEX i HALE PAGE i
Group Name Control 10 pom 50 ppm 25¢  ppm
SITE : ALL SITE
TUEOR : hemansicendothelioma:benign
Ouerall Rates(a) 2/80¢ 4.0 1/50( 2,0} 17500 2.0} 1/s0( 2.0)
tdjusted Rates(b) 5.26 X 2.55 2.38 3.23
Terminal Rates{c) 1/31( 3.2) 1/35( 2.9) 0/28( 0.0} efzz( 0.0
Stardard Rates(d) p=—
Prevglence Rates(d) P = 0.5888
Conbind  enalysis(d) P e
CochrarmArmitage Test(e) P =0.7201
Fisher [Exact Test{e) P = 0.4826 P = 0,4925 F = {,4826

SITE : ALL SITE
TUHOR : malighant Lvephoma

Overaii Rates{a) 18/50( 20.0} 7/50( 14.0) 7156( 14.0) 9/50{ 18.0}
Adjusted Rates{(b) 18.35 11.43 14.28 18.18
Terminal Rates{c) 6/31( 18,4} 4/36( 11.4) 4/28( 14.8) 4/22¢ 18.2}
Standard Rates{d) 7w 02047

Prevalence Rates(d) P = {,2385

Conbind  analysis{d) P = (,1851

Cochran-iramitage Test(e) P = 0,8325

Fisher Exact Test{e) - P = 03417 P o= (.3417 P = 0.4832

SITE : ALL SITE
TEHOR :  hemargicendothelioma

Querall Rates{a} 2/50( 4.0} 1/80( 2.8) 5/560( 12.0} 8/50( 6.0}

Adjusted Rates(hb) 3.23 2.0 5,26 20.00

Terminat Rates{c) 1/31( 3.23 a/35( 0.0} 1/28( 3.8) 4/22( 18.2)

Standard Rates{(d) P o= 0,2046

Prevalerce Rates{d) P o= {00162

Conbind analysis{d P = 0,0070%x

Cochrarc-Arnitage Test{s) P = ¢.0130*

Fisher Exact Test{e) P = 0,4026 ? = 0,1606 P = 0.0671

({PT3B0) BaIS2

{a): Wumber of fumor-bearing snimals/number of smimals examined at the site.
{b): Keplan-Heire estimsted tustr tncidence at the end of the study after adiusting for intercurrent sorfality.
{c}: Observed tumor 1ncidence at termimal kitl.
{d): Benwath the control ircidence are the Pualues associated with the trend test.
Stendard mathod  :© Death analysis
Pravalence method @ Incidental fumor test
Combind analysis : Death analysts + Incidenta Utumor test
{e}: The Cochran-irmitase and Fisher's exact test cospare directly the guerall incidence rates.
? : The conditional grobabities of the laroest and smallest possibie out comes can not estimated o this P-valuo is bevond the estimated P-ualue
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STUDY Mo, * 0I5

NEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL ANALYSIS

ANIHAL ¢ HOUSE BDEF:
SEX ¢ FEHALE PAGE : 5
Group Name Comtrol it pem 50 oom 258 pom
SITE  : iug
TUMOR : kbronchiolar-alusolar adenoma
OQuerall Rates(a) 5/50( 10.0) 2/a7( 4.3) 0/48( £.9) 1/5¢{ 2.0)
hdjusted Ratos(b) 12.82 6.67 8.0 5.88
Terminal  Rates(c) 3/32( 9.4 1/27( 3.7 o/e2( 0.6) 1/17{ 5.9)
Standard Rates{d) Pz
Prevalernce Rates(d) P = 0.B446
Combind analysis(d) P=—
Cochran—irmitage Test(e} P = 0.2034
Fisher Exact Test{e) P = {,2680 P o= 0.0378% P = §.1210
SITE @ lumg
TEHOR @ bronchiclar-alveolar adenoma,bronchiolar-alveniar carcinocma
Querall Rates{a) 5/50( 10.0) 2/47( 4.3) 2/48( 4.1) 2/56{ 4.4)
Adjusted Rates(b) 12.82 6.67 6.80 11.78
Terminal Rates(c} 3/32( 3.4) 1/27( 3.7 i/22( 4.5) 2/17( 11.8)
Standard Rates(d) P s nemanann
Prevalence Rates(d) P = 0.8500
Cosbind  amalysis{d) Po=
Cochran-Armitage Test{s) P = 0,4552
Fisher [Exact Test{e) P o= $,2690 P = 0,210 P = 0,2423
SHE @ Llymph nods
TUHOR : wmwalighant Lymohona
(verall Rates{al 14/50{ 28.0) 10/47( 21.3) 168/48( 32,7 10/50( 20.0)
Adjusted Rates{b) 22.85 25,93 2787 17.65
Terminat Rates{c) 7/32{ 21.9) 7/27( 25.9) gf22( 21.3) 3/17( 17.6)
Starndard Rates{d) P = 0.2111
Prevalence Rates{(d) P = 03,7303
Combind  amalysis(d) P = 0.3986
Cochran-Armitage Test(e) Fo= (.3513
Fisher Lxzact Testle) P = (,3576 P = §,4367 P = (.307}
(IPT3604) BAIS2



STUDY Ba. : 0105

NEGPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : HOUSE BEF1
SEX 5  FEHALE PAGE - 6
Group Name Cantrol 10 pen 80 pem 250 opm
SITE ¢ spleen
TUHOR : malishant lymohoma
OQuerall Rates(a) 3/50( 6.0} i/87{ 2.1) 5/48{ 10.4) 3/50( 8.0}
Adiusted Rates(b} 9.38 0.0 9.09 5.88
Terminal Rates{c) 3f32( 9.4) 0/27{ 0.0) 2/22( 9.1} 117 5.9
Standard Rates(d) P = 0.1477
Prevaience Rates(d) P = 0,4432
Combind analysis(d) 7= {,2031
Cochran-Arnitage Test{e) P = {.8517
Fisher Exact Test(e} P = 0,3471 P = 0.3578 P = §,3392
SITE & Lliver
TUHOR : hepatocellular adenoma
Ouerall Rates(a) 3/50{ 6.0) 3/47( 6.4) 7/49( 14,3} 26/49{ 53.1)
Adiusted Rates(b) 9.38 11.11 30,43 64.00
Terminal  Rates(c) 3/32¢( 8.4) 3/27( 11.1} s/z2{ 27.3} g/17( 52.9}
Standard Rates(d) e ——
Prevalence Rates{d) P < 0.0001%%7
Combind  analvsis{d) P=—
CochramArmitage Test(a) P < 0.0001%x
Fisher [Fxact Test{e) P = ,3673 P = §.1836 P = §,0000%=
SITE  : Liver
TUMOR : hepatocellular carcincma
Overall Rates{a) 0/56( 0.0} 0/47(¢ 0.0) 0/49( 0.0) 14/49( 28.6)
Adjusted Rates{b) 0.0 0.0 0.0 23.33
Terminal Rates{c) 0/32{ &.0} 0/27( 0.0 0/22( 0.0} 3/17( 17.6)
Stardard Rates{d) P 0.0001%x?
Prevalence Rates(d) P ¢ 00001 e2?
Combind analysis(d) P < 0000127
Cochramirmitage Test(s} P £ 0.00G1==
Fisher Exact Test(e) P = (.5000 ? = 0,5000 P o= 0,000)%=
{IPT3604} BAISZ



STUDY MNo. 3 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : HOUSE BBF1
SEX : FEBALE PAGE : 7
Groep Name Comtrol 10 opm 5  pom 250 pem
SITE ¢ Lliver
TUHOR : hepatocallular adenoma.hepatocellular carcinoma
Oueraii Rates(a) 3/50{ 6.0 3/47( 6.4) 7/48( 14.3} 33/48( 87.3)
idjusted Rates(b) 8,38 1.1 30.43 69,70
Terminal Rates(c) 3f32{ 8.4) 3/27( 11.1) g/e2( 27.3} 10/17{ 58.8)
Standard Rates(d) P {6,000 %7
Prevalence Rates(d) P < 0.0001%%7
Combind snatysis(d) P < 0,000]1%27
Cochran-Armitage Test{e) P < 0.0001%=
Fisher Exact Test{e) P = 0.3673 P = (,1835 P < 0.0001%#
SITE @ pituitary sland
TUHOR : adenoma
Overall Rates{a) 9/49( 18.,4) 11/47( 23.4) 4/48( 8.3) 9/50( 18.4)
Adjusted Rates(b) 23.08 31.03 13.64 27.78
Terminal Rates{c) 7/32( 21.9) 8/27{ 29.8) 3/22{ 13.6) 4/317( 23.8)
Stardard  Rates{d) P o= 0.0154%
Prevalence Rates{d) P = 0,6810
Corbind analvsis{d) £ = 0,2327
Cochrar-frmitage Test(e) Fo=0,9190
Fisher Exact Test{e) P = (.4032 P = 0,1605 P = (.3838
SITE : uterus
TUHOR @ histiooytic sarcoma
Ouerall Rates(a) 11/50{ 22.0) 12/47( 25.5} 10/49( 20.4) 11/50( 22.0)
Adjusted Rates(b) 9.38 14,81 B.0O 11.76
Terminal Rates{c) 3/32{ 8.4 4/27¢ 14.8) 1/22( 4.5} 2/17( 11.8)
Standard Rates(d) P = 0,3283
Prevalence Rates(d) P = 0.5438
Combind  analysis{d) P = 0.3747
Coclran-hrmitage Test{e) P =0.8778
Fisher Exact Test(e) P = §,4643 P = 0,4862 P = 0,4072
81582

(i1PTIB0A)



STUDY No, : 0305

REOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

A ANIHAL & HOUSE BDF1
SEX s FENALE PAGE 8
Groue Name Controi 10 ppm 50  pom 250 ppm
SITE  : Harderian gland
TUKOR : adenoma
Queratl Rates(a) 4/50( 8.0) 3/471( 8.4) 3/49{ 8.1) 2/50( 4.0}
Adiusted Rates(b) 12,560 8.57 10.34 5.88
Termipal Rates{c) 4/32( 12.5) 1270 3.7 2/22( 9.1} N7 5.9
Standard Rates{d) Pz ————
Prevalence Rates{d) P = 0,7361
Combind  analysis{d) P =
Cochran-drmitage Test(e) P = 0.4405
Fisher Exact Test{e) P = 04567 P = 0,4788 P o= §.3574
Baisz

(HPT3604}

(a): Mumber of tumor-bearing animals/musber of animals examined at the site.

(b):
{ci:
(d):

{8)

? ¢ The corditional probabities of the largest and smaliest possible out comes can not estimated or this P-valus 15 beyond the estimated P-uaiue

Ubserved tumor incidsnes at terminal kill.

Beneath the comtrol inciderice are the Pualues associated with the trend test.

Standard method  : Death amalvsis

Prevalence mothod @ Incidental tumar test

Combind analysis @ Beath amalysis + incidenta Ltumor test

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

: Thers is no date vhich should be statistic analysis

SieniTicant difference : *:P s 0.05 = P 5 0.0

Haplan-¥eire estimated tumor incidence at the end of the study after adjusting for ntercurrent mortality.



STUDY Mo, @ 0108

REOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ARIHAL 1 HOUSE BBF1
SEX > FEHALE PAGE : 2
Group Hame Contral 10 pom 50 ppm 250 pem
SITE : ALL SITE
TUHOR 3 malishant Lymphoma
Queratl Rates(a) 17/50( 34,0} 11/47( 23.4} 21/49( 42.9} 13/50( 26.0)
Adjusted Rates(b) 31.43 25.83 36,38 23.03
Terminal Rates{c) 10/32{ 31.3) 7/27{ 25.9) 8/2z( 36.4) 4/17{ 23.5}
Standard Rates(d} P =0.1222
Prevaience Rates(d) P =0,7122
Conbind  analysis(d) P = 0,2719
Cochran-Armitase Test(e} P = 0,4812
Fisher Exsct Test(e) P = 0,2613 P = 10,3399 P = 10,3333
SITE : ALL SITE
TCHOR : hemangicendatheiioma
Querall Rates{a} 1/50{ 2.0) G/47( 0.0} 2/48( 4.1} 3/50( B8.0)
Adjusted Rates(b) 3.13 0.% 9.08 5.88
Terminal Rates{c) 1/32( 3.1 /27( 0.9) 2f22( 8.1) 1/17{ 5.9
Standard Rates{d) P o= 0,0092%x?
Prevalence Rates{d) P o= ,2357
Combind amalysis{d) P = {,0286%
Cochrarirmitage  Test({e) P = (,1244
Fisher Exact Test(s) P = 0.4795 P = {,5000 P = 0.3235
BALSZ

(HPT360)

{a}: Mumber of tumor-bearing animals/number of ammals examined at the site.
{b}: Kaplan-Heire estimated tumar incidence at the end of the study after adiusting for \ntercurrent mortality.
(c): Observed tumor incidence at terminal kilt.
{d): Beneath the control incidence are the Pualues associated with the tremd test.
Standard method < Death smalysis
Prevalence mathod @ Incidental tumor test
Conbind analysis : Death analysis + Incidenta Lhmor tsst
(e): The Cochran~Armitage ard Fisher's exact test compare directly the cwerall incidence rates.

? 1 The conditional probabitiss of the Largest and smaliest possible out comes can not estimated o- this P-value 15 bevond the estimated P-value

— ¢ There is no date thich should be statistic analysis

Significant difference :

=3P = 0.05 =* : P 5 0.01



APPENDIX Q 1

IDENTITY AND PURITY OF TETRACHLOROETHYLENE

PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(TWO—-YEAR STUDIES)



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY (TWO-YEAR STUDIES)

A.Lot no.PDL5382

1. Spectral data
Mass Spectrometry
Instrument! Hitachi M-80B
Tonization: EI(Electron Ionization)

Jonization Voltage. T0e¥

TETRACHLORDETHYLEHEC(POLEI0R)
EARPLE NH&. v 2014 SCAM HE, 1 152-138 TINE(MINd1 3.3

3

162.9

o
~
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— 12.2
o 24,0
- —
g
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Mass Spectrum of TETRACHLOROETHYLENE

Result:
Holecule Weight
Theory 165.8 (JAPAN PHARMACOPOEIA X 1)
163.9(Calculated without isotope)
Determined

Test Substance 163.9



Infrared
Instrument:
Cell:

Slits

Results:

Hitachi 270-30

Fixed Thickness Cell (NaCl)

Kediun

1]
[

IYAES Erar - LF b

L U L L L
LA B N A

4 !
B T VR

i

.

Determined

Wave Number
(CH~1)

Test Substance

750~ 820
860~ 950
1080~1180
1240~1280
1340~-1380
1860~1920
2450~ 2500

Infrared Spectrum of TETRACHLOROETHYLENE

Literature Values

Substance
(Perforned by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)}
750~ 820

860~ 950

1080~1180

1240~1280

1340~1380

1880~1920

2450~ 2500



2. Gas Chromatography
Instrument:
Coluan:
Column Temperature:
Flow Rate.
Detector:
Injection Volume:

Results: Major peak and

Hewlett Packard 58904

Hethyl Silicone(0.2am¢ X50m)
180°C

Iml/min

FID(Hydrogen Flame Ionization)
1ul

two impurities

Retention Time AREA
Retention Relative to {percent of
Peak No. Time(nin) Haijor Peak najor peak)
1 3.245 0.93 0.065
2 3.37 0.96 0.15
3 3.498 1.00 100

3. Conclusionst The results of the Mass spectra agreed with the theoretical

values and the infrared

spectra agreed with the Litrature values.

Gas chromtography indicated two impurities with areas totaling<0.3% of the

najor peak.



INDENTITY AND PURITY OF TETRACHLORCETHYLENE PERFORXED AT THE JAPANBIOASSAY
LABORATORY(TWO-YEAR STUDIES)

B.Lot no.PDJH835
1. Spectral data

Mass Spectrometry

Instrument. Hitachi M-80B
Tonization: EI(Electron Ionization)

Tonization Voltage: T0eV

SETRRCHLORDETHYLENECPRJAANSY
SAHPLE HO. 1 2006 GCAN 30, © I52-130 TIHECHINM 3.5

)
o o~ -
o d b4
~ o

131.0
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24.0
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4-JKH.,E l, r,{'x. |

gy
o oo 200

3— 1Z.2

Mass Spectrum of TETRACHLORCETHYLENE

Result:
Molecule Height
Theory 165.8(JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Determined

Test Substance 164.0



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell(NaCl)
Slit: Hedium
! g I B H!} ! _-—{-*_-l.!.:.;'E ¥ " 'r'i'|”|'%':'w,“ 'i' i
ﬂW“’M‘ r'\.wi P : (:W\/\
RERERGNDELE I
4 O O I A I A
o TR
J— o : ..:‘-:";.i_: ; .Sf .;. .E.. i 1 : : ‘m,.
R R
Infrared Spectrum of TETRACHLOROETHYLENE
Determined Literature Values
Results: Wave Number

(CH 1)

Test Substance

Substance
(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

750~ 820 750~ 820
860~ 950 860~ 850
1080~1180 1080~-1180
1240~1280 1240~1280
1340~-1380 1340~-1380
1860~1820 1860~-1520
2450~ 2500 2450~ 2500



2. Gas Chromatography
Instrument: Hewlett Packard 58904

Column: Methyl Silicone(0.2mm¢ X50a)

Column Temperature: 180°C

Flow Rate! iml/min
Detector: FID{Hydrogen Flame Icnization)
Injection Volune: 1ul

Results: Major peak and two impurities

Retention Tine AREA
Retention Relative to (percent of
Peak No. Time(min) Haijor Peak major peak)
1 3.24 0.83 0.068
2 3.368 0.96 0.15
3 3.497 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical
values and the infrared spectra agreed with the Litrature values.
Gas chromtography indicated two impurities with areas totaling<0.3% of the
najer peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY (TWO-YEAR STUDIES)

C.Lot no.CTQ5124

1. Spectral data
Mass Spectrometry
Instrument? Hitachi M-80B
Tonization: EI(Electron Ionization)

Tonization Voltage: T0eV

TETRACHLDRBETHYLENECLTOS1 24)
SAHPLE 0. t 2GE@ 5CAN HO. ¢ |53~330 TIHEC(KIID: 2.5

134.9
163.%

100 io
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Mass Spectrum of TETRACHLOROETHYLENE

Result:
Holecule Weight
Theory 165.8 (JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Determined

Test Substance 163.9



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell(NaCl)
Slig. Hediunm

Infrared Spectrum of TETRACHLOROETHYLENE

Determined Literature Values
Results: Wave Number

(CH-1)

Test Substance Substance

(Performed by the WAK(Q PURE
CHEMICAL INDUSTIRIES,LTD.)

750~ 820 750~ 820
860~ 850 860~ 950
1080~1180 1080~-1180
1240~-1280 1240~1280
1340~1380 1340~1380
1860~-1920 1860~1820
2450~ 2500 2450~ 2500



2. Gas Chromatography
Instrument: Hewlett Packard 58304
Column: Hethyl Silicone(0.2nm¢ X50m)

Column Temperature: 180°C

Flou Rate. Inl/min
Detector: FID(Hydrogen Flame Ionization)
Injection Volume: el

Results: Major peak and two impurities

Retention Tine AREA
Retention Relative to (percent of
Peak No. Time(min) Maijor Peak major peak)
1 3.25 0.93 0.065
2 3.37 0.98 0.15
3 3.495 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical
values and the infrared spectra agreed with the Litrature values.
Gas chromtography indicated two impurities with areas totaling<0.3% of the
rajor peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY(TWO-YEAR STUDIES)

D.Lot no.CTN5675

1. Spectral data
Mass Spectronmetry
Instrument: Hitachi H-80B
Ionization: EI{Electron Ionization)

Tonization Yoltage: T0eV

TETHACHLORGETHYLEHELCTHSETS)
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Mass Spectrum of TETRACHLOROETHYLENE

Result!:
Holecule Weight
Theory 165.8(JAPAN PHARMACOPOEIA X ID
163.9(Calculated without isotope)
Determined

Test Substance 163.9



Infrared
Instrument.
Cell:

Shitd

Results:

Hitachi 270-30

Fixed Thickness Cell{NaCl)

Hedium

. r ] L I LR ERE L NI Y "o
LT I U L LI A |

Infrared Spectrum of TETRACHLOROETHYLENE

Determined

Wave Number
(CH-1)

Test Substance

750~ 820
860~ 950
1080~1180
1240~1280
13401380
1860~1820
2450~ 2500

Literature Values

Substance
(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)
750~ 820
860~ 850

1080~1180

1240~-1280

1340-~-1380

1860~1920

2450~ 12500



2. Gas Chromatography
Instrument:
Column?
Column Temperature.
Flow Rate:
Detector:
Injection Volunme:

Results: Major peak and

Heuwlett Packard 58804

Hethyl Silicone(0.2mm¢ X50m)
180°¢C

Inl/min

PID(Hydrogen PFlame Ionization)
1ul

twe impurities

Retention Tinme AREA
Retention - Relative to (percent of
Peak No. Time(min) Haijor Peak pajor peak)
1 3.245 0.93 0.064
2 3.3687 0.96 0.15
3 3.485 1.00 100

3. Conclusions: The results of the Hass spectra agreed with the theoretical

values and the infrared

spectra agreed with the Litrature values.

Gas chromtography indicated two impurities with areas totaling<0.3% of the

major peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY (TWO-YEAR STUDIES)

E.Lot no.CTJ4392

1. Spectral data
Mass Spectrometry
Instrument: Hitachi H-80B
Tonization: EI{Electron Ionization)

Ionization Voltage: T0eV

TEIRACHLRROETHYLEHE(CT J4092}
CAK HO.
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Mass Spectrum of TETRACHLOROETHYLENE

Resultl
Holecule Weight
Theory 165.8(JAPAN PHARMACOPOEIA X I)
1683.9(Calculated without isotope)
Determined

Test Substance i64.0



Infrared

Instrument:
Cell:

Slit:

Results:

Hitachi Z70-30
Fizxed Thickness Cell{NaCl)

Hedium

O -~

Infrared Spectrum of TETRACHLOROETHYLENE

Determined Literature Values

Wave Number
(CH-1)

Substance
(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

Test Substance

150~ 820 750~ 820
860~ 950 860~ 850
1080~1180 1080~1180
1240~1280 1240~1280
13401380 1340~1380
1860~1820 1860~-1920
2450~ 2500 2450~ 2500



2. Gas Chromatography
Instrument:
Column?
Columrn Temperature.

Flow Rate.

Detector.:
Injection Volume:

Results: Major peak and

Hewlett Packard 58804

Methyl Silicone(0.2mm¢ X50m)
180°C

irl/min

FID(Hydrogen Flame Ionization)
Tul

two impurities

Retention Time AREA
Retention Relative to {percent of
Peak No. Tine(min) Haijor Peak najor peak)
1 3.243 0.93 0.061
2 3.368 (.96 0.15
3 3.4895 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical
values and the infrared spectra agreed with the Litrature values.
Gas chromtography indicated two impurities with areas totaling<0.3% of the

major peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY (TWO-YEAR STUDIES)

F.Lot no.CTF5108

1. Spectral data
Kass Spectrometry
Instrument: Hitachi M-80B
Tonization: EI(Electron Tonization)

Tonization Veltage: T0eV

FETRACHLEREETHYLEHECCTFAEDS)
SARPLE KE. 1 Z0OZ&  SCAH NO. 1 126<13% TIHECHMIW)G 3.9
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Mass Spectrum of TETRACHLORCGETHYLENE

Result:
Molecule Weight
Theory 165.8 (JAPAN PHARMACGPOEIA X 1)
163.8(Calculated without isotope)
Determined

Test Substance 164.0



Infrared

Instrument. Hitachi 270-30
Cell: Fixed Thickness Cell(NaCl)
Slit: Hedium

Infrared Spectrum of TETRACHLOROETHYLERE

Determined Literature Values
Results: Wave Number
(CH-1)
Test Substance Substance

(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

750~ 820
860~ 850
1080~-1180
1240~1280
1340~1380
1860~1820
2450~ 2500

750~ 820
860~ 850
1080~-1180
1240~1280
1340~1380
1860~-1920
2450~ 2500



2. Gas Chromatography
Instrument:
Columni
Column Temperature:
Flow Rate:
Detector:
Injection Volume:

Results: Major peak and

Hewlett Packard 58904

Methyl Silicone(0.2mm¢ X50m)
180°C

Iml/min

FID(Hydrogen Flame Ionization)
1pl

two impurities

Retention Tinme AREA
Retention Relative to {percent of
Peak No. Time{min) Maijor Peak major peak)
1 3.24 0.93 0.085
2 3.363 0.96 0.16
3 3.488 1.00 100

3. Conclusions: The results of the Hass spectra agreed with the theoretical
values and the infrared spectra agreed with the Litrature values.
Gas chrontography indicated two impurities with areas totalineg<0.3% of the

najor peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY(TWO-YEAR STUDIES)

G.Lot no.SANB885

1. Spectral data
Mass Spectrometry
Instrument: Hitachi H-80B
Ionization: FI(Electron Ionization)

Ionization Voltage: T0eV

IEYRACHLORGETHYLENE{SANADNS)
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Mass Spectrum of TETRACHLOROETHYLENE

Result:
Holecule Weight
Theory 165.8(JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Determined

Test Substance 163.9



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell{NaCl)
Slit: Hediun
INE NN e
EERAAS ]
Lty
BERERERNENE N
SRR RN -
Infrared Spectrum of TETRACHLOROETHYLENE
Determined Literature Values
Results: ¥ave Number

(CH™1)

Substance
(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

Test Substance

750~ 820 750~ 820
860~ 950 860~ 850
1080~1180 1080~1180
1240~-17280 1240~1280
1340~-1380 1340~1380
1860~1920 1860~1820
2450~-2500 2450~ 2500



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Tine(nin) Major Peak Major peak)
04/20/80 3.238 0.93 0.064
3.363 (.96 0.15
3.49 1.00 100
09/04/90 3.243 0.93 0.061
3.363 0.96 0.15
3.488 1.00 100

4, Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 5 month at temperatures to 5°C.



APPENDIX Q 2

STABILITY OF TETRACHLOROETHLENE AT THE JTAPAN BIOASSAY LABORATORY

(TWO—YEAR STUDIES)



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TVO-WEEK STUDIES)

A.Lot no.PDL5382
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

{07/14/88) (11/22/88)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

Slit: Medium

Results: Wave Number
(CH-1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~1180 1080~1180
1240~-1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~-1920
2450~ 2500 2450~ 2500

3.Gas Chromatography

Instrument: Hewlett Packard 5880A

Column® Hethyl Silicone(0.2mm¢ X 50n)

Column Temperature. 180°C

Flow Rate: Inl/min

Detector: FID(Hydrogen Flame Ionization)

Injection Volume: 1l



Results. Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Time{nin) Major Peak Major peak)
07/14/88 3.245 0.93 0.065
3.37 0.98 0.15
3.498 1.00 100
131/22/88 3.248 0.93 0.085
3.37 0.96 0.15
3.498 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachlorcethylene was stable as the chemical when stored for
about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

B.Lot no.PDJ5835
1.Sample storage: Tetrachloroethylene were stored for about 5 month at §5°C.

Previous determined of test After determined of test

(10/05/88) (03/09/89)
2.Spectral data

Infrared

Instrunent: Hitachi 270-30

Cell: Fixed thickness Cell{NaCl)

Slit: Hedium

Results: Wave Number
(CH~1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~-1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~1920
2450~ 2500 2450~2500

3.Gas Chromatography

Instrument: Hewlett Packard 58804

Column: Hethyl Silicone(0.Znm¢ X 50m)

Column Temperature: 180°¢C

Flow Rate: lul/min

Detector: FID(Kydrogen Flame Ionization)

Injection Volume: 1l



Results! Major peak and two impurities

Retention Tine krea
Retention Relative to (percent of
Date Time{nin) Major Peak Major peak)
10/05/88 3.24 .93 0.068
3.368 0.96 0.15
3.497 1.00 100
03/08/89 3.247 0.93 0.081
3.37 0.96 0.15
3.497 1.00 100

&. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 5 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

C.Lot no.CTQH124
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

{02/15/89) (06/23/89)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

Slit: Hedium

Results? Yave Number
(CH-1)
750~ 820 750~ 820
860~ 950 360~ 950
1080~1180 1080~1180
1240~-1280 1240~1280
1340~1380 1340~1380
1860~-1920 1860~1920
2450~2500 2450~ 2500

3.Gas Chromatography

Instrument: Hewlett Packard 58804

Column: Methyl Silicone(0.2mm¢ X50n)

Column Temperature. 180°C

Flow Rate: Iwl/min

Detector: FID{llydrogen Flame Ionization)

Injection Volume: Tpl



Results: Hajor peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Time(min) Major Peak Hajor peak)
02/15/89 3.25 0.93 0.065
3.37 0.96 0.15
3.495 1.00 100
(06/23/89 3.25 0.83 0.065
3.37 0.96 0.15
3.495 1.00 100

4. Conclusions.: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachlorcethylene was stable as the chemical when stored for
about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BTIOASSAY LABORATORY
{TWO-WEEK STUDIES)

D.lLot no.CTNBB75
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After deternmined of test

(05/17/89) {10/02/89)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

Slit: Hedium

Results: Have Number
(CH1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~-1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~-1380
1860~1920 1860~1920
2450~2500 2450~ 2500

3.Gas Chromatography

Instrument: Hewlett Packard 58304

Column: Methyl Silicone(0.Zmm¢ X 50m)

Colurn Temperature.: 180°C

Flou Rate: iml/min

Detector: FID{llydrogen Flane lonization)

Injection Volunme: lul



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Tine(min) Hajor Peak Hajor peak)
05/17/89 3.245 0.93 0.064
3.367 0.98 0.15
3.485 1.00 100
10/02/89 3.247 0.93 0.088
3.37 0.96 0.15
3.495 1.00 100

4, Conclusions! Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

E.Lot no.CTJ4392
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

(09/28/89) (01/22/90)
2 .8pectral data

Infrared

Instrunment: Hitachi 270-30

Cell: Rixed thickness Cell{NaCl)

Siit. Hedium

Results: Wave Number
(CH~1)
750~ 820 750~ 820
860~ 950 360~ 950
1080~1180 1080~-1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~1820
2450~-2500 2450~ 2500

3.Gas Chromatography

Instrunment. Hewlett Packard 58804

Colunn: Methyl Silicone(0.2nm¢ X 50m)

Column Tenperature: 180°C

Flow Rate. 1ml/min

PDetector? FID{Hydrogen Flame Ionization)

Injection Volume: inl



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Tine{min) Hajor Peak Major peak)
09/28/89 3.243 0.93 0.061
3.368 0.96 0.15
3.495 1.00 100
01/22/90 3.245 0.93 0.068
3.367 0.96 0.15
3.493 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

F.Lot no.CTFH106
1.Sanple storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

(01/09/90) ‘ (05/14/90)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell{NaCl)

Slit: Medium

Results: Wave Number
(CH~ 1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~-1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~-1380
1860~1820 1860~1920
2450~ 2500 2450~ 2500

3.Gas Chromatography

Instrument.: Hewlett Packard 58804

Columns Methyl Silicone{0.2mm¢ X 50m)

Column Temperature: 180°C

Flow Rate: Iml/min

Detector: FID(Hydrogen Flame Ionization)

Injection Volunme: Tl



Results: MHajor peak and two impurities

Retention Tipe Area
Retention Relative to (percent of
Date Time(min) Major Peak Hajor peak)
01/08/80 3.24 0.93 0.085
3.363 .96 0.16
3.488 1.00 100
05/14/80 3.243 0.93 0.068
3.363 0.96 0.15
3.49 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

G.Lot no.SAN5885
1.Sample storage: Tetrachloroethylene were stored for about 5 month at 5°C.

Previous determined of test After determined of test

(04/20/90) (09/04/90)
2.Spectral data

Infrared

Instrument. Hitachi 270-30

Cell: Fixed thickness Cell{NaCl)

Slits Hedium

Results: Wave Number
(CH-1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~-1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1820 1860~1920
2450~2500 2450~2500

d.Gas Chromatography

Instrunent: Hewlett Packard 58904

Column: Methyl Silicone(0.2mm¢ X50m)

Column Temperature. 180°¢C

Flow Rate. Imi/min

Detector: FID(llydrogen Flame Jonization)

Injection Volume: il



2. Gas Chromatography
Instrument:
Column:
Column Tenperature:
Flow Rate:
Detector:
Injection Volume:

Results: Major peak and

Hewlett Packard 58304

Hethyl Silicone(0.Znn¢ X50m)
180°C

Inl/nin

FID{Hydrogen Flame Ionization)
1pl

two impurities

Retention Time AREA
Retention Relative to {percent of
Peak No. Tinme(min) Haijor Peak major peak)
1 3.238 .93 0.064
2 3.363 0.96 0.15
3 3.48 1.00 100

values and the infrared

. Gonclusions: The results of the Mass spectra agreed with the theoretical

spectra agreed with the Litrature values.

Gas chromtography indicated two impurities with areas totaling<0.3% of the

major peak.



APPENDIX R 1

CONCENTRATION OF TETRACHLORQOETHYLENE IN INHALATION CHAMBER

(TWO—-TEAR STUDIES)



CONCENTRATION OF 1,2-DICHLOROETHANE IN INHALATION CHAMBER
(RAT : TWO-YEAR STUDIES)

Concentration(ppm)

Group Nanme Hean + S.D.
Control 8.0 & 0.0
Hlppm 49. 8 * 0.8
200ppm 189.8 x 1.8
600ppm 588.93 + 4,8

CONCENTRATION OF 1,2-DICHLORQETHANE IN INHALATION CHAMBER
{MOUSE : TWO-YEAR STUDIES)

Concentration{ppn)

Group Nane Mean = S.D.
Control 0.0 * 0.0
10ppn 10.0 + 0.1
50ppnm 50.1 + 0.3
250ppnm 250.2 + 1.6
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