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FEMET — 2 1%, PEHERORBEICEbE TRR LT,

AT v o S—NOWERYE LI ppm ZHALE LT, INIURLL TS 2 A E THIE L,
INERRLLT S 2 M DURE R L C/MIURLA TS 1L E TERR LT,

REITgZHEA L L, MURUUTFHE LALETRIEL, KL,

BEIRIL g ZHAL L L, WGETREK ORI &2/ MUILUTE 1AL E TRE L, AET R
OISR A U CIERE L Lz, ZOMEEZHESMO HETRL, 1 B 24720 OB
BERM L, MOEUUTE 22 BT L CMUSLUT S 1L TERR LT,
lfas EEEIL, g 2B L, MBURMITE 3L THIE L, £ LT, s EEREL
I3, MRS EE B E A AR CR L, 2S—t v NN C/INEUELL T AW A TUES A L,
INERLL T 3L E THRR LT,

gAMLk A b0 APPENDIX 3 125R L7 BZ L AR K 0 #oR LTe,

¥, BT — 2 OFHER ORI, ERRIOR LI & [FRRIZ 722 5 L 5 IUHE 1L
ANZITWERR LT,

0—4—2 HEFHLER

BHREO A NI LT BRI & 0 FHE OB R TN SN TEMWBCAR C T B & LT,

I3 BEAL AR S AR AT 3 s & IS A AN RENEES & BR O T B B, £ Ot o A K OVEE
Feh T BB A (RE) e L,

RE, EERE, MRFIIMRE, IR K OVdds B EORIEMIT, < RREE 4 HLuE
L LT, £7 Bartlett IEIZ LV HFEDHWOTARME 21TV £ ORIRPFESBOLEITIE
— LR E ST 2TV, BERICA B2 580 biv7235A 1%, Dunnett OZHEIIIZ LV
EEMEDOREZAToTco 2. WBOFE L RWEEITIE, F#E2 8 L CHEEZ a6 kL
T. Kruskal-Wallis DJEMFREZTTV, BEFICH B ZD RO L7544 121E, Dunnett £
DL EHZ1T T2,
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BRSO D O BIEEEMIR I OV TR TR O A LN - Tm8W % 7 L — K
0. FTROARLNT-EWIE, £ DT RORRE R OHIHZR E2 ML T L— K 1~4 125
. x2REZITo T, £lo, RIREIZOW T H XL B GHEM & D x 2REZITo T2,

JEIEPEIRZIZOWTIE, Slfgs ONEE Z L2, K8E D & OREIESEE I >V C ., Peto
& (SCHik 10) . Cochran-Armitage #i€. Fisher M€ %177,

BIRENL 5% DA E/KEET, ZOMOBEITWARE 21T, MEMREERRT 255G
1T 6% M 1% DA BKEDFKREIT T,
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IT R R

M—1 AR

A eIk % TABLE B 1, 2 X () FIGURE 1, 2 1278 L 7=,

B HREOEFRITHWRDE O BT A L h o Tz,

BHED 26 WIZH T DAEFEME (ABAFE=) (X, XFHEE - 25 L (100%) . 10 ppm #f :
25 C (100%) . 20 ppm £F : 25 )€ (100%) . 40 ppm #F : 24 /T (96%) TH -7,
_[Hﬁ_

B EREDOEAFRITHBRDE DI O h o Tz,

BHED 26 W D AEAFEIE (EAFE) X, XHIREE : 24 T (96%) . 10 ppm £ : 24
Pt (96%) . 20 ppm #f : 25 P& (100%) . 40 ppm Ff : 25 JC (100%) T -7z,

m—2 —feikhg

— R E DB R A2 TABLE C 1, 2 12- L7=,
— B I —
WM ER G- DB L BN AT RIIA LN 7=,

m—3 K&

KEOHERE % TABLE D 1~4 X ) FIGURE 3, 4 (Z/R L 7=,

40 ppm #E TG WM 28 LT, REEMOMER A Bz,

HEEHRNE (26 ) OFEGREOMREIL, XHHREEZ LT 10 ppm £ : 99%. 20 ppm £ :
96%. 40 ppm #f : 92% TH > 7=,
M

ERE L IRBEICEIIA DN Do T2,

HoEEHITE (26 ) OFEGHEOEREIL, IS LT 10 ppm # : 99%. 20 ppm #f :
101%, 40 ppm £ : 100% TH > 7=,
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40 ppm FETIIHREG 18 FIRE, 28 BIIXSERZ DN, SFE L b &G 208

L COVRERICIE R AT bR T,

BEWIM 2@ L T 1Y 7= 0 OSBRI, xIHEEE: 4.1 g, 10 ppm £ :4.1 g, 20 ppm

B :41g, 40ppm it :4.0g ThHhoT-,

_[Hfﬁ_

40 ppm FETIIHRG 18 FIRE, 28 BIIZSERZ DN, SFE L b &G 208

L CONEHE AR ICBRE 2R T Do T,

B2 L TO 1 CY 720 OB B, X IRR%: 3.8 g, 10 ppm #f:3.7 g. 20 ppm

Bt :38g. 40ppm &£ :3.7g ThHoT=,

-5 Rt

RO R %A TABLEF 1, 2 ([Z7” LT,

B OB L Boh 5B biT Aotz

_Lﬂﬁ_

B A OB OIS 10 ppm # & 40 ppm HETAHLLZ, LA L
IE. TN O ORECBEERZE I DR o T,

-6 MmiEFAIMmE

MIRFEIR A OfE R4 TABLE G 1, 2 1278 L7=,

— B Ik —

BRI E DR L B b 5 BT HA LI o T,
—7 Mg

MR L F IR E O R4 TABLEH 1, 2 IZ7R L7,

o
U Z U7 A4 ROKAED 20 ppm LLEDEETH BT,
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_IH?E_
T2 —ADEED 40 ppm BETH BT,

IM—8 JiPAgfRA

Mm—8—1 HIRAYEIES

fif | D A ARAOBLE S 4 TABLE 1 1, 2 123,
%&%ﬁ% L b BT H N o Tz,

M—8—2 JfgrE R

TE IR S E L7 g O E & L AEL %2 TABLE J 1,2 & TABLEK 1, 2 (27”7,
20 ppm LA EDORET, MiDFEEE LIKELOEMENRD S,
Z O, 40 ppm B THIRO EEEOIKAE & IMOERELO G TRD HALTZH, fiRHIRE
REDARAEIC X 2 5228 &l L7z,
_[H?E_
20 ppm LA EOBET, MiOFEEE SARELOBENGE D b,

I —8—3 JiBLHAL PR

JEGEPER A L, B OB O A% % TABLE L 1, 2 12, #EHEST (Peto fiE.
Cochran-Armitage #7E., Fisher fi/E€) Of5H% TABLEM (2, HIEZEEY %% TABLE N
1,27 ~7, F£7-. BBEMHZIL TABLE O (2, FEESMERZAZIZTABLEP 1, 2 I2RT, &5
(2, R B ET R o1l 2 PHOTOGRAPH 1~3 (2777,

1) MEGMER 2
o
<HrJﬁ>

M58 Stk b R i D R AR 1L, *HFREE O DT (0 %) . 10 ppm #£ O UE (0 %) . 20 ppm
E? 0 VE (0 %) .40 ppm #F 2 P (8 %) 12788 &1, Peto # & (A9 1%) & Cochran-Armitage
BE CHERBINZ R L=,
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_IHfE_
AT OISR T, WRWEIC X 2 IEEORAEINITERD bR ho iz,

2) FERESEVERAE

< GhfpE>

WL R T, =AY AR PR R OV D F8 AR DEER OHEINAY 40 ppm FECTRRD HiL, £
ORI D FEETH -T2,

FR BB TR, A Y AR O S A DR D BEIN & FEEE DO HEFRAY 20 ppm LA EORET
O DAL, ZOREIT 20 ppm FEAVREE . 40 ppm BEDNEE S PEE TH o 72,

BAT B Tld, SIEDFREAILEL OBINNAS 40 ppm A TRD BV, Z ORREITRE TH -
72

WLEEC I, B R O EICE O BEMNDS 40 ppm FETIRD B, TORREITRE TH - 72,

< GANFEE >
R ERZCld, =4 2 AL OFETLE O EINNAS 40 ppm £ TRO HiL, £ ORRE
ITRENOHEECTH -T2,

< Jigi >
B O JIEVER IR O A PEEL O BN A 20 ppm LA EDORETERD H i, Z DOFEEL 20
ppm BENEEE D FEEE | 40 ppm BENEE Th o 77,

<JFFhi >

NEWAZEVED FE AL DI 7S 40 ppm FETRRD vz, HETITAEIE IO MM K& UMk
AAEFHRET ) 7V 274 FORMELBO LN TWLENDL, RiE L OBENEZD
NI, 2B 2R3 TH D Z Enb BEATR &R L Do T,

iﬂtﬁi

<gmlpE>

WL R T, =4 VA2 L O FE AR DEEL D BN & FREE OHEFEAS 20 ppm LL_EORETEE
D HIL, FOREIL 20 ppm FENEE . 40 ppm HENBENSFEECTH-T-, £7-. &
g DFAEVCE DOEENNA 40 ppm FETIRD HiL, TOREITRE) L HEETH -T2,

REOR ERZ T, = O IR O R A B DO N & FREE D E5R2} 20 ppm PA L OFET
RO DHAL, EORREEIX 20 ppm FEAREE, 40 ppm FEDBBENLHFEETH -7,

BAT LR T, RIEDOFATEEDOBEINAS 40 ppm BE TR SV, Z OFRFEITIEEE N 5
EETHoT,
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MRS C I IR DI A PCEL O HENNAY 40 ppm FETRO B, ZOFEEITE TH - 7=,

< B NHEH >
R bR Cld, =4 Y A EZ L O R E VL O EEINAY 40 ppm B TR Hil, £ OFRE
T EN D HREETH -T2,

< Jiti >

Btk O SAEVERIIRIRE O3 AEVCEL OB N2 40 ppm BETIRD H AL, T OFREEITRE CTH
-7,

M—8—4 LN

JHBLF N AT FE T WESEDJRIK A2 TABLE Q 1, 2 (27”7,

— eI —
BRI R IR 5 D WITEREIC X AT O#INIERD v o1,
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IV BLEEVEED

TR LEROPATEERBET HI2DIC, L ERL BB TEE~Y T A (p53KO v 7 R)
12 26 B 2H 5T @KUEKRE) LT, ZOEBELZMRE L,

AT, FGRE 3 BE, HHRRE L BEORH 4 BE (BRRMEREL © 25 8) 23T, —ffbEHRO
b (B BEX, 0 G . 10, 20 X140 ppm & L7z, #5WIMIX, 1 H 6 K, 1
5 HEOSEFEIC X HRKGER G- T 26 B & L, £ 5 H . AR O—RiEo#lLE,
REKR OMEBEEOREZITV, B TR, Ba i L, WRFrmA, kA b5
RS, PRARAS. MERIRF O WIRAOBIZS Metas B S O E K& OV BEARRR RO A 21T o 72,

V-1 ZAfFR, iR, (RE, SiE

26 W OFTEROFER, EFRE, —HRIBIC, ML BICRBEOREITIH DN o7z, (KE
1%, HED 40 ppm FE TR MM A8 L CHOMPHE A A S L7,
BEEmIL, MEES B8 1B ICEBEEORMEN A O, 2 8B IZIXESERAR L0, A1
b G A2 L CONYLERERIZIEE 22T DR o T,

IV—2  JEEEMR A K O B A8

HETIE, AISUE SC-fifle BRI IE O T8 A8, kHRREE, 10ppm FEM Y 20 ppm FET 0 PL (0%)
(2% L. 40 ppm BET 2 JC (8%) (24541, Peto MiE (A=) & Cochran-Armitage f
ETCHEREMZ R LT,

KEDRIRUE S - il LR IRIEO AL, ki k2 e X MY hvay ba—a7—42 (UK
11) TIERAEREO LT (0/433 PL, 0%)., AERD 40 ppm FEOFEAER (2/25 P, 8%) I
ZOMEEEA Tz, L LR THEEE o 2 FEfE (Fisher iE) TIdA BN
IRST, MK S - Miila bRzl ak S O S 2 B9 4 FEREE IR ZE DA SRR H LTV
RN D BAJFMEE RS S AL (some evidence of carcinogenic activity) & IWrd %
IIFEARF EEZ BT, 16> T, MIKE S - lild R BIED AT, 23 AR 2 7R3 AN 5
725 (equivocal evidence of carcinogenic activity) & L 7=,

METIT, BRIV T, BEICER U TRAEMNZ R IEGHERE TR0 b o T,
e~ T, WETIID AR Z R T REUIE B2 D > 72 (no evidence of carcinogenic activity)
&CHIT L7z,

7ok, ARREROHERYE O AFEPEDORHEIZ X, National Toxicology Program @ Definition
of Carcinogenicity Results (3CHR 12) #&E&|2 L7, F/2, ¥ ¥ —Tpbs3KO v A%
VW2 26 AR OWIERE D720 EEORAEROFHHIZIIMER O A MY hva s hr—
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NF—& Uk 11) 25EIC LT,

Pr

IV—3 ZFoDfhoirss

MERED sz TlE, MR RO A2 AL R OWER ER2 D=7 2 A G DS R BEARAF
RN Z R L, BAT B DO IE, RO e QW OB IR S O HY NS 22 FE ISR O b
Too WP KRET D220, MERESLIT 20 ppm DL EOBRIZERD BTz,

*ﬁ@%”lﬁf F. MR B DAY AL OISR bV, SIEHERIC kT 5 s
1. WERESLIZ 40 ppm BEIZER®O B LT,

ﬁkﬁﬁﬁ@ﬂmf F. BRRORIEMEMAZIE O FES G v, MEEGEIN Lz, M2

AT, MEREHZ 20 ppm LA EDOREIZRED BT,
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BAFUAE~ YA (pb3KO v 7 A) ZHWT, (bR 26 WFHOWAIZ L5 HHIRA
JREERBR AT o o . L ER DD AMEIZ DN T,
1. B p53KO ~ 7 AT 5 DS AR & /R T A 72535 H 472 (equivocal evidence of
carcinogenic activity) & &S A7,
2. M ph3KO ~ 7 AZxtT 2B AFIMEZ RTFEMIIE SN 720 > 72 (no evidence of

carcinogenic activity) & #&im S a7z,
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VI FRA S Z & OTE Ao 1 RROFEIEICEE RITTE O b 5 WK RBEHE %
SRR 22

TR D2 L DTER)P S TRBROBEFNMEIC B L RITT 5D b 5 B K& USBRETHEE I
WLl Te Z LiF o,
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CONCENTRATIONS OF NITROGEN DIOXIDE IN THE INHALATION CHAMBER
OF p53KO0O MICE IN THE 26-WEEK CARCINOGENICITY STUDY

Concentration(ppm)
Group Name Mean + S.D.
Control 0.0+ 0.0
10 ppm 10.3+ 0.2
20 ppm 20.5+ 0.3

40 ppm 40.6 £ 0.5




TABLE B1

SURVIVAL ANIMAL NUMBERS @ MALE



STUDY NO. : 0904

SURVIVAL ANIMAL NUMBERS

ANIMAL : B6.129S2-Trp53tm1Tyj/J
REPORT TYPE : A1 26
SEX : MALE PAGE : 1
Group Name Animals Administration (Weeks)
At start 0 1 2 3 4 5 6 7 8 9 10 1 12 13
Control 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0 100.0
10 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0 100.0
20 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0 100.0
40 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 24/25 24/25 24/25 24/25 24/25
100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100. 0 100.0 96.0 96.0 96.0 96.0 96.0
Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAIS6



STUDY NO. : 0904 SURVIVAL ANIMAL NUMBERS

ANIMAL : B6.129S2-Trp53tm1Tyj/J
REPORT TYPE : A1 26
SEX : MALE PAGE : 2
Group Name Animals Administration (Weeks)
At start 14 15 16 17 18 19 20 21 22 23 24 25 26
Control 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0 100.0 100. 0 100.0 100.0
10 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100. 0 100.0 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100.0 100. 0 100. 0 100. 0
20 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100. 0 100.0 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100. 0 100. 0 100. 0 100. 0
40 ppm 25 24/25 24/25 24/25 24/25 24/25 24/25 24/25 24/25 24/25 24/25 24/25 24/25 24/25
96.0 96.0 96.0 96.0 96.0 96.0 96.0 96.0 96.0 96.0 96.0 96.0 96.0

Number of survival/ Number of effective animals
Survival rate (%)

(HAN360) BAIS6
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SURVIVAL ANIMAL NUMBERS : FEMALE



STUDY NO. : 0904 SURVIVAL ANIMAL NUMBERS

ANIMAL : B6.129S2-Trp53tm1Tyj/J
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 3
Group Name Animals Administration (Weeks)
At start 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Control 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0 100.0 100. 0 100.0 100.0 100.0
10 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100. 0 100.0 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100.0 100. 0 100. 0 100. 0 100.0
20 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100. 0 100.0 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100. 0 100. 0 100. 0 100. 0 100.0
40 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100. 0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0 100. 0 100. 0 100. 0 100. 0 100.0

Number of survival/ Number of effective animals
Survival rate (%)

(HAN360) BAIS6



STUDY NO. : 0904 SURVIVAL ANIMAL NUMBERS

ANIMAL : B6.129S2-Trp53tm1Tyj/J
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 4
Group Name Animals Administration (Weeks)
At start 14 15 16 17 18 19 20 21 22 23 24 25 26
Control 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 24/25 24/25 24/25 24/25 24/25
100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 96.0 96.0 96.0 96.0 96.0
10 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 24/25 24/25 24/25 24/25 24/25 24/25
100.0 100.0 100.0 100. 0 100. 0 100.0 100.0 96.0 96.0 96.0 96.0 96.0 96.0
20 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100.0 100.0 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100.0 100. 0 100. 0 100.0
40 ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100. 0 100.0 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100.0 100. 0 100. 0 100. 0

Number of survival/ Number of effective animals
Survival rate (%)

(HAN360) BAIS6



TABLE C1

CLINICAL OBSERVATION @ MALE



STUDY NO. : 0904

CLINICAL OBSERVATION (SUMMARY)

ANIMAL © B6.129S2-Trp53tmi1Tyj/J ALL ANIMALS
REPORT TYPE : A1 26
SEX : MALE PAGE 1
Clinical sign Group Name Administration Week—-day
1-7 2-7 3-7 4-7 5-7 6-7 -1 8-7 9-7 10-7 11-7 12-7 13-7 14-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 1 1 1 1 1 1
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 1 0 0 0 0 0 0
ROUGH FUR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL GROWTH OF TEETH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 1 1 1 0 0 0 0 0 0
MALOCCLUSION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 1 1 1 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 1 0 0 0 0 0 0
NON REMARKABLE Control 25 25 25 25 25 25 25 25 25 25 25 25 25 25
10 ppm 25 25 25 25 25 25 25 25 25 25 25 25 25 25
20 ppm 25 25 25 25 25 25 25 25 25 25 25 25 25 25
40 ppm 25 25 25 25 25 24 24 24 24 24 24 24 24 24
(HAN190) BAIS 6



STUDY NO. : 0904

CLINICAL OBSERVATION (SUMMARY)

ANIMAL © B6.129S2-Trp53tmi1Tyj/J ALL ANIMALS
REPORT TYPE : A1 26
SEX : MALE PAGE : 2
Clinical sign Group Name Administration Week—-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7
1 1 1 1 1 1 1 1 1 1 1 1
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 1 1 1 1 1 1 1 1 1 1 1 1
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
ROUGH FUR Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 1 1 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL GROWTH OF TEETH Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
MALOCCLUSION Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 1 1 1 1 1 1 1 1 1
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 25 25 25 25 25 25 25 25 25 25 25 25
10 ppm 25 25 25 25 25 25 25 25 25 25 25 25
20 ppm 25 25 25 24 24 24 24 24 24 24 24 24
40 ppm 24 24 24 24 24 24 24 24 24 24 24 24
(HAN190) BAIS 6



TABLE C2

CLINICAL OBSERVATION : FEMALE



STUDY NO. : 0904 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS
REPORT TYPE : A1 26

SEX : FEMALE PAGE : 3
Clinical sign Group Name Administration Week—-day
1-7 2-7 3-7 4-7 5-7 6-7 -1 8-7 9-7 10-7 11-7 12-7 13-7 14-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EROSION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 25 25 25 25 25 25 25 25 25 25 25 25 25 25
10 ppm 25 25 25 25 25 25 25 25 25 25 25 25 25 25
20 ppm 25 25 25 25 25 25 25 25 25 25 25 25 25 25
40 ppm 25 25 25 25 25 25 25 25 25 25 25 25 25 25

(HAN190) BAIS 6



STUDY NO. : 0904 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS
REPORT TYPE : A1 26

SEX : FEMALE PAGE : 4
Clinical sign Group Name Administration Week—-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7
1 1 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 0 0 1 1 1 1 1 1
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 1 1 1 1 1
10 ppm 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 1 1 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
EROSION Control 1 1 1 1 1 1 2 1 1 1 1 1
10 ppm 0 0 0 0 1 1 1 1 1 1 1 1
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 1 1
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0
10 ppm 0 0 0 0 1 1 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 24 24 24 24 24 24 23 23 23 23 23 23
10 ppm 25 25 25 25 23 23 23 23 23 23 23 23
20 ppm 25 25 25 25 25 25 25 25 25 25 25 25
40 ppm 25 25 25 25 25 25 25 25 25 25 24 24

(HAN190) BAIS 6



TABLE D1

BODY WEIGHT CHANGES AND SURVIVAL ANIMAL

NUMBERS @ MALE



STUDY NO. : 0904 MEAN BODY WEIGHTS AND SURVIVAL
ANIMAL : B6.129S2-Trp53tm1Tyj/J
UNIT L g
REPORT TYPE : A1 26
SEX © MALE PAGE : 1
Control 10 ppm 20 ppm 40 ppm
Av. Wt. No. of Av. Wt. % of No. of Av. Wt. % of No. of Av. Wt. % of No. of
Week-Day Surviv. cont. Surviv. cont. Surviv. cont. Surviv
on Study <25> <25> <25> <25>
0-0 24.9 (25) 25/25 24.9 (25) 100 25/25 24.9 (25) 100 25/25 24.9 (25) 100 25/25
1-7 26.0 (25) 25/25 25.7 (25) 99 25/25 25.7 (25) 99 25/25 23.8 (25) 92 25/25
2-7 27.0 (25) 25/25 26.6 (25) 99 25/25 26.6 (25) 99 25/25 25.5 (25) 94 25/25
3-7 28.0 (25) 25/25 27.5 (25) 98 25/25 27.8 (25) 99 25/25 26.8 (25) 96 25/25
4-7 28.9 (25) 25/25 28.2 (25) 98 25/25 28.6 (25) 99 25/25 27.3 (25) 94 25/25
5-7 29.2 (25) 25/25 28.7 (25) 98 25/25 29.1 (25) 100 25/25 27.7 (25) 95 25/25
6-7 29.9 (25) 25/25 29.4 (25) 98 25/25 29.9 (25) 100 25/25 28.8 (25) 96 25/25
-7 30.3 (25) 25/25 29.7 (25) 98 25/25 30.3 (25) 100 25/25 29.0 (25) 96 25/25
8-7 30.8 (25) 25/25 30.1 (25) 98 25/25 30.7 (25) 100 25/25 29.3 (25) 95 25/25
9-7 31.2 (25) 25/25 30.7 (25) 98 25/25 31.2 (25) 100 25/25 30.0 (24) 96 24/25
10-7 31.7 (25) 25/25 31.0 (25) 98 25/25 31.5 (25) 99 25/25 30.4 (24) 96 24/25
11-7 32.1 (25) 25/25 31.4 (25) 98 25/25 31.9 (25) 99 25/25 30.4 (24) 95 24/25
12-7 32.4 (25) 25/25 31.8 (25) 98 25/25 32.3 (25) 100 25/25 30.9 (24 95 24/25
13-7 33.0 (25) 25/25 32.4 (25) 98 25/25 32.8 (25) 99 25/25 31.3 (24 95 24/25
14-7 33.3 (25) 25/25 32.7 (25) 98 25/25 32.8 (25) 98 25/25 31.6 (24) 95 24/25
15-7 33.6 (25) 25/25 32.7 (25) 97 25/25 33.0 (25) 98 25/25 32.1 (24 96 24/25
16-7 33.9 (25) 25/25 33.1 (25) 98 25/25 33.2 (25) 98 25/25 31.9 (24 94 24/25
17-7 34.2 (25) 25/25 33.7 (25) 99 25/25 33.8 (25) 99 25/25 32.2 (24 94 24/25
18-7 35.0 (25) 25/25 34.0 (25) 97 25/25 33.8 (25) 97 25/25 32.7 (24 93 24/25
19-7 35.2 (25) 25/25 34.3 (25) 97 25/25 34.4 (25) 98 25/25 32.9 (24) 93 24/25
20-7 35.7 (25) 25/25 35.1 (25) 98 25/25 35.1 (25) 98 25/25 33.2 (24) 93 24/25
21-7 36.1 (25) 25/25 35.5 (25) 98 25/25 35.2 (25) 98 25/25 33.3 (24 92 24/25
22-17 36.5 (25) 25/25 36.2 (25) 99 25/25 35.8 (25) 98 25/25 33.7 (24) 92 24/25
23-7 36.9 (25) 25/25 36.4 (25) 99 25/25 36.2 (25) 98 25/25 34.0 (24 92 24/25
24-7 37.4 (25) 25/25 36.6 (25) 98 25/25 36.4 (25) 97 25/25 34.5 (24) 92 24/25
25-7 37.8 (25) 25/25 36.8 (25) 97 25/25 36.3 (25) 96 25/25 34.4 (24) 91 24/25
26-7 38.0 (25) 25/25 37.6 (25) 99 25/25 36.6 (25) 96 25/25 34.8 (24) 92 24/25
< >:No.of effective animals, ( ) :No.of measured animals Av.Wt. : g
(B10040) BAIS 6



TABLE D2

BODY WEIGHT CHANGES AND SURVIVAL ANIMAL

NUMBERS @ FEMALE



STUDY NO. : 0904 MEAN BODY WEIGHTS AND SURVIVAL
ANIMAL : B6.129S2-Trp53tm1Tyj/J
UNIT L g
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 2
Control 10 ppm 20 ppm 40 ppm
Av. Wt. No. of Av. Wt. % of No. of Av. Wt. % of No. of Av. Wt. % of No. of
Week-Day Surviv. cont. Surviv. cont. Surviv. cont. Surviv
on Study <25> <25> <25> <25>
0-0 20.6 (25) 25/25 20.6 (25) 100 25/25 20.6 (25) 100 25/25 20.6 (25) 100 25/25
1-7 21.8 (25) 25/25 21.5 (25) 99 25/25 21.6 (25) 99 25/25 20.9 (25) 96 25/25
2-7 21.9 (25) 25/25 22.2 (25) 101 25/25 22.1 (25) 101 25/25 21.7 (25) 99 25/25
3-7 22.9 (25) 25/25 22.8 (25) 100 25/25 23.1 (25) 101 25/25 22.3 (25) 97 25/25
4-7 23.4 (25) 25/25 23.3 (25) 100 25/25 23.8 (25) 102 25/25 23.2 (25) 99 25/25
5-7 23.8 (25) 25/25 23.8 (25) 100 25/25 23.8 (25) 100 25/25 23.7 (25) 100 25/25
6-7 24.4 (25) 25/25 23.8 (25) 98 25/25 24.4 (25) 100 25/25 24.0 (25) 98 25/25
-7 24.3 (25) 25/25 24.2 (25) 100 25/25 24.7 (25) 102 25/25 24.3 (25) 100 25/25
8-7 24.7 (25) 25/25 24.7 (25) 100 25/25 24.7 (25) 100 25/25 24.7 (25) 100 25/25
9-7 24.7 (25) 25/25 24.8 (25) 100 25/25 25.3 (25) 102 25/25 25.2 (25) 102 25/25
10-7 24.7 (25) 25/25 25.0 (25) 101 25/25 25.1 (25) 102 25/25 25.1 (25) 102 25/25
11-7 25.4 (25) 25/25 25.0 (25) 98 25/25 25.3 (25) 100 25/25 25.1 (25) 99 25/25
12-7 25.2 (25) 25/25 25.3 (25) 100 25/25 25.5 (25) 101 25/25 25.0 (25) 99 25/25
13-7 25.7 (25) 25/25 25.5 (25) 99 25/25 26.0 (25) 101 25/25 25.8 (25) 100 25/25
14-7 26.1 (25) 25/25 26.0 (25) 100 25/25 25.8 (25) 99 25/25 25.8 (25) 99 25/25
15-7 26.3 (25) 25/25 26.1 (25) 99 25/25 26.3 (25) 100 25/25 26.4 (25) 100 25/25
16-7 26.1 (25) 25/25 25.9 (25) 99 25/25 26.3 (25) 101 25/25 26.0 (25) 100 25/25
17-7 26.7 (25) 25/25 26.2 (25) 98 25/25 26.6 (25) 100 25/25 26.7 (25) 100 25/25
18-7 26.9 (25) 25/25 26.9 (25) 100 25/25 26.7 (25) 99 25/25 26.8 (25) 100 25/25
19-7 27.0 (25) 25/25 26.6 (25) 99 25/25 27.1 (25) 100 25/25 27.2 (25) 101 25/25
20-7 26.8 (25) 25/25 26.5 (25) 99 25/25 27.2 (25) 101 25/25 26.8 (25) 100 25/25
21-7 27.2 (25) 25/25 26.5 (24) 97 24/25 27.4 (25) 101 25/25 26.9 (25) 99 25/25
22-17 27.3 (24) 24/25 26.9 (24) 99 24/25 27.5 (25) 101 25/25 27.3 (25) 100 25/25
23-7 27.5 (24) 24/25 27.3 (24) 99 24/25 27.7 (25) 101 25/25 27.4 (25) 100 25/25
24-7 28.1 (24) 24/25 27.4 (24) 98 24/25 28.0 (25) 100 25/25 27.6 (25) 98 25/25
25-7 28.1 (24) 24/25 27.6 (24) 98 24/25 28.4 (25) 101 25/25 27.8 (25) 99 25/25
26-7 28.0 (24) 24/25 27.8 (24) 99 24/25 28.3 (25) 101 25/25 28.1 (25) 100 25/25
< >:No.of effective animals, ( ) :No.of measured animals Av.Wt. : g
(B10040) BAIS 6



TABLE D3

BODY WEIGHT CHANGES : MALE



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL © B6. 12982-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : MALE PAGE : 1
Group Name Administration week-day
0-0 1-7 2-7 3-7 4-7 5-7 6-7

Control 24.9+ 1.2 26.0+ 1.2 27.0+ 1.5 28.0+ 1.5 28.9+ 1.5 29.2+ 1.4 29.9+ 1.6

10 ppm 24.9+ 1.2 25.7+ 1.1 26.6+ 1.1 27.5+ 1.2 28.2+ 1.3 28.7+ 1.3 29.4+= 1.4

20 ppm 24.9+ 1.2 25.7+ 1.3 26.6+ 1.2 27.8+ 1.2 28.6+ 1.4 29.1+ 1.4 29.9+ 1.3

40 ppm 24.9+ 1.2 23.8+ 1. 7xx 25.5+  1.9%x 26.8+ 2.2 27.3+  2.2%% 27.7+ 2.4 28.8+ 2.9

Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : MALE PAGE : 2
Group Name Administration week-day
7-1 8-7 9-7 10-7 11-7 12-7 13-7
Control 30.3+= 1.5 30.8+ 1.7 31.2+ 1.7 3.7+ 1.7 32.1+ 1.8 32.4+ 1.9 33.0+ 2.1
10 ppm 29.7+ 1.3 30.1+= 1.4 30.7+ 1.4 31.0+= 1.7 31.4+ 1.7 31.8+ 1.7 32.4+ 1.8
20 ppm 30.3= 1.5 30.7+ 1.3 31.2+ 1.2 31.5+ 1.6 31.9+ 1.6 32.3+ 1.7 32.8+ 1.7
40 ppm 29.0+ 3.0 29.3+ 3.3 30.0+ 1.8% 30.4+= 2.1 30.4+ 2. 1% 30.9+ 2.2% 31.3+  2.4%
Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett
(HAN260) BAIS 6



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © B6.129S2-Trp53tmi1Tyj/J ALL ANIMALS
UNIT L g
REPORT TYPE : A1 26
SEX : MALE PAGE 3
Group Name Administration week-day
14-7 15-7 16-7 17-7 18-7 19-7 20-7

Control 33.3+ 2.2 33.6+ 2.0 33.9+ 2.4 34.2+ 2.5 35.0+ 2.6 35.2+ 2.5 35.7+ 2.8

10 ppm 32.7+ 1.8 32.7+ 2.1 33.1+ 2.3 33.7+ 2.4 34.0+ 2.2 34.3+ 2.4 3.1+ 2.7

20 ppm 32.8 2.0 33.0+ 1.7 33.2+ 2.0 33.8+ 2.3 33.8+ 3.2 34.4+ 3.1 35.1+ 2.6

40 ppm 31.6+ 2. 4% 32.1+ 2.6 31.9+ 2. 6% 32.2+ 2.9% 32.7 2.7% 32.9+ 2. 8% 33.2+ 2.8

Significant difference . * P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL © B6.129S2-Trp53tmi1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : MALE PAGE : 4
Group Name Administration week-day
21-7 22-17 23-7 24-7 25-7 26-7
Control 36.1= 2.8 36.5+ 3.1 36.9+ 3.1 37.4+= 3.3 37.8+ 3.4 38.0+ 3.4

10 ppm 35.5+ 2.9 36.2+ 3.2 36.4+ 3.1 36.6+ 3.0 36.8+ 3.1 37.6+ 3.3

20 ppm 35.2+ 2.8 35.8+ 3.1 36.2+ 3.1 36.4+ 3.2 36.3+ 3.6 36.6+ 4.0

40 ppm 33.3+ 2. 8% 33.7+ 3. 4kk 34.0+ 3. 3%k 34.5+ 3. 5%k 34. 4+ 3. 5%k 34.8+ 3.5%xk

Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



TABLE D4

BODY WEIGHT CHANGES : FEMALE



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © B6.129S2-Trp53tmi1Tyj/J ALL ANIMALS

UNIT L g

REPORT TYPE : A1 26

SEX : FEMALE PAGE : 5

Group Name Administration week-day

0-0 1-7 2-7 3-7 4-7 5-7 6-7
Control 20.6+ 1.7 21.8+ 1.9 21.9+ 1.4 22.9+ 1.6 23.4+ 1.4 23.8+ 1.4 24.4+= 1.5
10 ppm 20.6+ 1.7 21.5+ 1.7 22.2+ 1.8 22.8+ 2.0 23.3+ 1.4 23.8+ 1.6 23.8+ 1.5
20 ppm 20.6+ 1.6 21.6+ 1.6 22.1+ 1.4 23.1+ 1.5 23.8+ 1.5 23.8+ 1.5 24.4+ 1.2
40 ppm 20.6+ 1.6 20.9+ 1.6 21.7+ 1.8 22.3+ 1.8 23.2+ 1.3 23.7+ 1.4 24.0+ 1.5
Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J ALL ANIMALS

UNIT g

REPORT TYPE : A1 26

SEX : FEMALE PAGE : 6

Group Name Administration week-day

7-1 8-7 9-7 10-7 11-7 12-7 13-7
Control 24.3+= 1.4 24,7+ 1.5 24,7+ 1.5 24.7+ 1.6 25.4+ 1.7 25.2+ 1.6 25,7+ 1.7
10 ppm 24.2+ 1.6 24.7+ 1.5 24.8+ 1.5 25.0+ 1.8 25.0+ 1.7 25.3+ 1.7 25.5+ 1.4
20 ppm 247 1.5 24.7+ 1.3 25.3+ 1.6 25.1+ 1.3 25.3+ 1.3 25.5+ 1.6 26.0+ 1.3
40 ppm 24.3+ 1.7 24,7+ 1.2 25.2+ 1.6 25,1+ 1.6 25.1+ 1.4 25.0+ 1.5 25.8+ 1.5
Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © B6.129S2-Trp53tmi1Tyj/J ALL ANIMALS

UNIT L g

REPORT TYPE : A1 26

SEX : FEMALE PAGE : 7

Group Name Administration week-day

14-7 15-7 16-7 17-7 18-7 19-7 20-7
Control 26.1+ 2.0 26.3+ 1.9 26.1+= 1.7 26.7+ 2.0 26.9+ 2.0 27.0+ 1.9 26.8+ 2.0
10 ppm 26.0+ 1.9 26.1+ 1.7 25.9+ 1.8 26.2+ 2.0 26.9+ 1.8 26.6+ 1.7 26.5+ 1.9
20 ppm 25.8+ 1.4 26.3+ 1.7 26.3+ 1.9 26.6+ 1.5 26.7+ 1.4 27.1+ 1.6 27.2+ 1.7
40 ppm 25.8+ 1.6 26.4+ 1.6 26.0+ 1.5 26.7+ 1.6 26.8+ 1.8 27.2+ 1.7 26.8+ 1.7
Significant difference . * P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J ALL ANIMALS

UNIT g

REPORT TYPE : A1 26

SEX : FEMALE PAGE : 8

Group Name Administration week-day

21-7 22-7 23-17 24-7 25-7 26-7
Control 27.2+ 2.1 27.3+ 2.0 27.5+ 2.0 28.1+ 2.0 28.1+ 2.4 28.0+ 2.3
10 ppm 26.5+ 2.2 26.9+ 2.0 27.3+ 1.9 27.4+= 2.1 27.6+ 2.1 27.8+ 2.0
20 ppm 27.4+= 1.5 27.5+ 1.8 27.7+ 1.6 28.0+ 1.9 28.4+ 2.1 28.3+ 1.9
40 ppm 26.9+ 1.7 27.3+ 2.2 27.4+ 2.3 27.6+ 2.3 27.8+ 2.2 28.1+ 2.2
Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



TABLE E1

FOOD CONSUMPTION CHANGES AND SURVIVAL ANIMAL

NUMBERS : MALE



STUDY NO. : 0904 MEAN FOOD CONSUMPTION (FC) AND SURVIVAL
ANIMAL : B6.129S2-Trp53tm1Tyj/J
UNIT L g
REPORT TYPE : A1 26
SEX : MALE PAGE : 1
Control 10 ppm 20 ppm 40 ppm
Av. FC. No. of Av. FC. % of No. of Av. FC. % of No. of Av. FC. % of No. of
Week-Day Surviv. cont. Surviv. cont. Surviv. cont. Surviv
on Study <25> <25> <25> <25>
1-7 3.8 (25) 25/25 3.9 (25) 103 25/25 3.7 (25) 97 25/25 2.6 (25) 68 25/25
2-7 3.6 (25) 25/25 3.7 (25) 103 25/25 3.7 (25) 103 25/25 4.1 (25) 114 25/25
3-7 3.8 (25) 25/25 3.8 (25) 100 25/25 3.9 (25) 103 25/25 3.8 (25) 100 25/25
4-7 3.9 (25) 25/25 3.9 (25) 100 25/25 4.0 (25) 103 25/25 3.9 (25) 100 25/25
5-7 3.8 (25) 25/25 3.9 (25) 103 25/25 4.0 (25) 105 25/25 3.9 (25) 103 25/25
6-7 3.9 (25) 25/25 4.0 (25) 103 25/25 4.1 (25) 105 25/25 3.9 (25) 100 25/25
-7 3.9 (25) 25/25 3.9 (25) 100 25/25 4.0 (25) 103 25/25 3.7 (25) 95 25/25
8-7 3.9 (25) 25/25 4.0 (25) 103 25/25 4.0 (25) 103 25/25 3.9 (25) 100 25/25
9-7 4.0 (25) 25/25 4.0 (25) 100 25/25 4.0 (25) 100 25/25 3.8 (25) 95 24/25
10-7 4.0 (25) 25/25 3.9 (25) 98 25/25 4.1 (25) 103 25/25 4.0 (24) 100 24/25
11-7 4.0 (25) 25/25 4.1 (25) 103 25/25 4.1 (25) 103 25/25 3.9 (24) 98 24/25
12-7 4.0 (25) 25/25 4.1 (25) 103 25/25 4.2 (25) 105 25/25 4.0 (24) 100 24/25
13-7 4.0 (25) 25/25 4.0 (25) 100 25/25 4.0 (25) 100 25/25 3.9 (24) 98 24/25
14-7 4.1 (25) 25/25 4.1 (25) 100 25/25 4.1 (25) 100 25/25 4.0 (24) 98 24/25
15-7 4.0 (25) 25/25 4.0 (25) 100 25/25 4.1 (25) 103 25/25 4.0 (24) 100 24/25
16-7 4.1 (25) 25/25 4.1 (25) 100 25/25 4.2 (25) 102 25/25 4.0 (24) 98 24/25
17-7 4.1 (25) 25/25 4.1 (25) 100 25/25 4.1 (25) 100 25/25 3.9 (24 95 24/25
18-7 4.1 (25) 25/25 4.1 (25) 100 25/25 4.1 (25) 100 25/25 4.0 (24) 98 24/25
19-7 4.1 (25) 25/25 4.1 (25) 100 25/25 4.2 (25) 102 25/25 4.0 (24 98 24/25
20-7 4.3 (25) 25/25 4.3 (25) 100 25/25 4.3 (25) 100 25/25 4.2 (24) 98 24/25
21-7 4.4 (25) 25/25 4.3 (25) 98 25/25 4.3 (25) 98 25/25 4.0 (24) 91 24/25
22-7 4.4 (25) 25/25 4.4 (25) 100 25/25 4.4 (25) 100 25/25 4.2 (24) 95 24/25
23-7 4.3 (25) 25/25 4.3 (25) 100 25/25 4.4 (25) 102 25/25 4.2 (24) 98 24/25
24-7 4.4 (25) 25/25 4.4 (25) 100 25/25 4.5 (25) 102 25/25 4.3 (24) 98 24/25
25-7 4.4 (25) 25/25 4.4 (25) 100 25/25 4.3 (25) 98 25/25 4.2 (24) 95 24/25
26-7 4.4 (25) 25/25 4.5 (25) 102 25/25 4.4 (25) 100 25/25 4.4 (24) 100 24/25
< >:No.of effective animals, ( ) :No.of measured animals Av.FC. : g
(B10040) BAIS 6



TABLE E2

FOOD CONSUMPTION CHANGES AND SURVIVAL ANIMAL

NUMBERS : FEMALE



STUDY NO. : 0904 MEAN FOOD CONSUMPTION (FC) AND SURVIVAL
ANIMAL : B6.129S2-Trp53tm1Tyj/J
UNIT L g
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 2
Control 10 ppm 20 ppm 40 ppm
Av. FC. No. of Av. FC. % of No. of Av. FC. % of No. of Av. FC. % of No. of
Week-Day Surviv. cont. Surviv. cont. Surviv. cont. Surviv.
on Study <25> <25> <25> <25>
1-7 3.6 (25) 25/25 3.5 (25) 97 25/25 3.6 (25) 100 25/25 2.8 (25) 78 25/25
2-7 3.2 (25) 25/25 3.1 (25) 97 25/25 3.1 (25) 97 25/25 3.6 (25) 113 25/25
3-7 3.4 (25) 25/25 3.3 (25) 97 25/25 3.4 (25) 100 25/25 3.4 (25) 100 25/25
4-7 3.5 (25) 25/25 3.4 (25) 97 25/25 3.5 (25) 100 25/25 3.5 (25) 100 25/25
5-7 3.6 (25) 25/25 3.7 (25) 103 25/25 3.6 (25) 100 25/25 3.6 (25) 100 25/25
6-7 3.8 (25) 25/25 3.5 (25) 92 25/25 3.7 (25) 97 25/25 3.7 (25) 97 25/25
-7 3.7 (25) 25/25 3.7 (25) 100 25/25 3.7 (25) 100 25/25 3.7 (25) 100 25/25
8-7 3.7 (25) 25/25 3.7 (25) 100 25/25 3.6 (25) 97 25/25 3.7 (25) 100 25/25
9-7 3.8 (25) 25/25 3.7 (25) 97 25/25 3.8 (25) 100 25/25 3.8 (25) 100 25/25
10-7 3.6 (25) 25/25 3.6 (25) 100 25/25 3.6 (25) 100 25/25 3.6 (25) 100 25/25
11-7 3.9 (25) 25/25 3.7 (25) 95 25/25 3.7 (25) 95 25/25 3.6 (25) 92 25/25
12-7 3.7 (25) 25/25 3.8 (25) 103 25/25 3.7 (25) 100 25/25 3.6 (25) 97 25/25
13-7 3.7 (25) 25/25 3.7 (25) 100 25/25 3.7 (25) 100 25/25 3.6 (25) 97 25/25
14-7 3.8 (25) 25/25 3.8 (25) 100 25/25 3.7 (25) 97 25/25 3.7 (25) 97 25/25
15-7 3.9 (25) 25/25 3.7 (25) 95 25/25 3.8 (25) 97 25/25 3.8 (25) 97 25/25
16-7 3.7 (25) 25/25 3.7 (25) 100 25/25 3.8 (25) 103 25/25 3.7 (25) 100 25/25
17-7 3.9 (25) 25/25 3.8 (25) 97 25/25 3.8 (25) 97 25/25 3.8 (25) 97 25/25
18-7 3.8 (25) 25/25 3.8 (25) 100 25/25 3.8 (25) 100 25/25 3.7 (25) 97 25/25
19-7 3.8 (25) 25/25 3.8 (25) 100 25/25 3.9 (25) 103 25/25 3.8 (25) 100 25/25
20-7 3.9 (25) 25/25 4.0 (25) 103 25/25 4.0 (25) 103 25/25 3.8 (25) 97 25/25
21-7 4.1 (25) 25/25 4.0 (25) 98 24/25 4.0 (25) 98 25/25 3.8 (25) 93 25/25
22-7 4.0 (25) 24/25 4.1 (24) 103 24/25 4.1 (25) 103 25/25 4.0 (25) 100 25/25
23-7 4.0 (24) 24/25 4.1 (24) 103 24/25 4.1 (25) 103 25/25 3.8 (25) 95 25/25
24-7 4.1 (24) 24/25 4.1 (24) 100 24/25 4.2 (25) 102 25/25 4.0 (25) 98 25/25
25-7 4.1 (24) 24/25 4.0 (24) 98 24/25 4.0 (25) 98 25/25 4.1 (25) 100 25/25
26-7 4.0 (24) 24/25 4.1 (24) 103 24/25 4.2 (25) 105 25/25 4.2 (25) 105 25/25
< >:No.of effective animals, ( ) :No.of measured animals Av.FC. : g
(B10040) BAIS 6



TABLE E3

FOOD CONSUMPTION CHANGES @ MALE



STUDY NO. : 0904

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : MALE PAGE : 1
Group Name Administration week-day (effective)
1-7(7) 2-7(D) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(D)

Control 3.8+ 0.2 3.6+ 0.3 3.8+ 0.3 3.9+ 0.3 3.8+ 0.2 3.9+ 0.3 3.9+ 0.2

10 ppm 3.9+ 0.3 3.7 0.3 3.8+ 0.3 3.9+ 0.3 3.9+ 0.2 4.0+ 0.3 3.9+ 0.2

20 ppm 3.7+ 0.3 3.7t 0.3 3.9+ 0.3 4.0+ 0.3 4.0+ 0.3 4.1+ 0.3 4.0+ 0.3

40 ppm 2.6 0.5%* 4.1+ 0. 5*x* 3.8+ 0.4 3.9+ 0.4 3.9+ 0.4 3.9+ 0.6 3.7 0.5

Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : MALE PAGE : 2
Group Name Administration week-day (effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7) 14-7(7)
Control 3.9+ 0.3 4.0+ 0.3 4.0+ 0.3 4.0+ 0.2 4.0+ 0.2 4.0+ 0.2 4.1+ 0.3

10 ppm 4.0+ 0.3 4.0+ 0.3 3.9+ 0.3 4.1+ 0.3 4.1+ 0.3 4.0+ 0.3 41+ 0.3

20 ppm 4.0+ 0.3 4.0+ 0.2 4.1+ 0.3 4.1+ 0.3 4.2+ 0.3 4.0+ 0.3 41+ 0.3

40 ppm 3.9+ 0.6 3.8+ 0.6 4.0+ 0.3 3.9+ 0.3 4.0+ 0.4 3.9+ 0.3 4.0+ 0.3

Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : MALE PAGE : 3
Group Name Administration week-day (effective)
15-7(7) 16-7(7) 17-7(7) 18-7(7) 19-7(7) 20-7(7) 21-7(D)
Control 4.0+ 0.3 4.1+ 0.3 4.1+ 0.2 4.1+ 0.3 4.1+ 0.3 4.3+ 0.3 4.4+ 0.3

10 ppm 4.0+ 0.3 4.1+ 0.3 4.1+ 0.3 4.1+ 0.3 4.1+ 0.4 4.3+ 0.4 4.3+ 0.4

20 ppm 4.1+ 0.3 4.2+ 0.3 4.1+ 0.3 4.1+ 0.6 4.2+ 0.3 4.3+ 0.3 4.3+ 0.3

40 ppm 4.0+ 0.4 4.0+ 0.3 3.9+ 0.4 4.0+ 0.3 4.0+ 0.3 4.2+ 0.4 4.0+ 0.4%x*

Significant difference . * P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : MALE PAGE : 4
Group Name Administration week-day (effective)
22-7(7) 23-7(1) 24-7(7) 25-7(7) 26-7(7)
Control 4.4+ 0.3 4.3+ 0.3 4.4+ 0.4 4.4+ 0.3 4.4+ 0.3
10 ppm 4.4+ 0.4 4.3+ 0.4 4.4+ 0.4 4.4+ 0.4 4.5+ 0.4
20 ppm 4.4+ 0.4 4.4+ 0.4 4.5+ 0.4 4.3+ 0.5 4.4+ 0.6
40 ppm 4.2+ 0.4 4.2+ 0.3 4.3+ 0.4 4.2+ 0.4 4.4+ 0.4
Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett
(HAN260) BAIS 6



TABLE E4

FOOD CONSUMPTION CHANGES @ FEMALE



STUDY NO. : 0904

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 5
Group Name Administration week-day (effective)
1-7(7) 2-7(D) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(D)

Control 3.6+ 0.3 3.2+ 0.3 3.4+ 0.4 3.5+ 0.3 3.6+ 0.3 3.8+ 0.2 3.7+ 0.3

10 ppm 3.5+ 0.3 3.1 0.4 3.3+ 0.4 3.4+ 0.4 3.7+ 0.3 3.5+ 0.4 3.7+ 0.2

20 ppm 3.6+ 0.4 3.1+ 0.3 3.4+ 0.3 3.5+ 0.4 3.6+ 0.4 3.7+ 0.4 3.7 0.3

40 ppm 2.8+ 0.4%x* 3.6 0. 4*x* 3.4+ 0.3 3.5+ 0.3 3.6 0.3 3.7= 0.3 3.7 0.3

Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 6
Group Name Administration week-day (effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7) 14-7(7)

Control 3.7+ 0.3 3.8+ 0.2 3.6+ 0.2 3.9+ 0.3 3.7+ 0.3 3.7+ 0.4 3.8+ 0.5

10 ppm 3.7+ 0.3 3.7 0.2 3.6+ 0.3 3.7+ 0. 2% 3.8+ 0.3 3.7+ 0.3 3.8+ 0.4

20 ppm 3.6+ 0.2 3.8+ 0.3 3.6+ 0.2 3.7+ 0.2% 3.7+ 0.2 3.7+ 0.2 3.7 0.3

40 ppm 3.7 0.3 3.8+ 0.2 3.6 0.2 3.6 0. 2%x* 3.6 0.2 3.6 0.2 3.7 0.2

Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 7
Group Name Administration week-day (effective)
15-7(7) 16-7(7) 17-7(7) 18-7(7) 19-7(7) 20-7(7) 21-7(D)

Control 3.9+ 0.5 3.7 0.5 3.9+ 0.4 3.8+ 0.5 3.8+ 0.4 3.9+ 0.7 4.1+ 0.6

10 ppm 3.7+ 0.3 3.7 0.3 3.8+ 0.3 3.8+ 0.3 3.8+ 0.4 4.0+ 0.6 4.0+ 0.6

20 ppm 3.8+ 0.3 3.8+ 0.3 3.8+ 0.3 3.8+ 0.2 3.9+ 0.3 4.0+ 0.3% 4.0+ 0.3

40 ppm 3.8 0.2 3.7 0.3 3.8+ 0.3 3.7 0.2 3.8+ 0.2 3.8 0.2 3.8+ 0.3

Significant difference . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



STUDY NO. : 0904

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS
UNIT g
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 8
Group Name Administration week-day (effective)
22-7(7) 23-7(1) 24-7(7) 25-7(7) 26-7(7)

Control 4.0+ 0.8 4.0+ 0.6 4.1+ 0.6 4.1+ 0.7 4.0+ 0.5

10 ppm 4.1+ 0.5 4.1+ 0.5 4.1+ 0.6 4.0+ 0.4 4.1+ 0.5

20 ppm 4.1+ 0.3 4.1+ 0.3% 4.2+ 0.3 4.0+ 0.3 4.2+ 0.3

40 ppm 4.0+ 0.3 3.8+ 0.3 4.0+ 0.5 4.1+ 0.6 4.2+ 0.7

Significant difference . * . P = 0.05 ** . P = 0.01 Test of Dunnett

(HAN260) BAIS 6



TABLE F1

URINALYSIS : MALE



STUDY NO. : 0904 URINALYSIS
ANIMAL © B6. 12982-Trp53tm1Tyj/J
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : A1l PAGE : 1
Group Name NO. of Protein Glucose o Ketone body Occult blood
Animals 5,0 6.0 6.5 7.0 7.5 8.0 8.5 — £ + 2+ 3+ 4+ CHI — &£ + 2+ 3+ 4+ CHI — &£ + 2+ 3+ 4+ CHI — &£ + 2+ 3+ CHI
Control 23 7 5 3 1310 0 O 23 0 0 0 0O 510 5 3 0 O 23 0 0 0 O
10 ppm 24 5 7 1 1310 0 O 24 0 0 0 0O 810 5 1 0 O 24 0 0 0O
20 ppm 25 6 8 2 16 7 2 0 25 0 0 0 0O 810 7 0 0 O 25 0 0 0 O
40 ppm 24 6 5 2 1410 0 O 24 0 0 0 0O 811 5 0 0 O 22 2 0 0 O
Significant difference P = 0.05 *»* . P = 0.01 Test of CHI SQUARE

(HCL101)

BAIS 6



STUDY NO. : 0904 URINALYSIS

ANIMAL © B6. 12982-Trp53tm1Tyj/J
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : A1l PAGE : 2
Group Name NO. of Urobi | inogen
Animals + + 2+ 3+ 4+  CHI
Control 23 23 0 0 0 O
10 ppm 24 24 0 0 0 O
20 ppm 25 25 0 0 0 O
40 ppm 24 24 0 0 0 O
Significant difference ; * P = 0.05 *»* . P = 0.01 Test of CHI SQUARE

(HCL101) BAIS 6



TABLE F2

URINALYSIS : FEMALE



STUDY NO. : 0904 URINALYSIS
ANIMAL © B6. 12982-Trp53tm1Tyj/J
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : A1l PAGE : 3
Group Name NO. of Protein Glucose o Ketone body Occult blood
Animals 5,0 6.0 6.5 7.0 7.5 8.0 8.5 — £ + 2+ 3+ 4+ CHI — &£ + 2+ 3+ 4+ CHI — &£ + 2+ 3+ 4+ CHI — &£ + 2+ 3+ CHI
Control 20 6 2 0 8 7 20 0 0 0 00O 213 5 0 0 O 20 0 0 0O
10 ppm 22 8 3 0 113 * 22 0 0 0 0O 117 4 0 0 O 22 0 0 0O
20 ppm 23 3 2 1 312 230 0 0 00O 415 3 1 0 O 23 0 0 0 O
40 ppm 20 5 3 2 113 * 20 0 0 0 00O 413 3 0 0 O 20 0 0 0O
Significant difference P = 0.05 *»* . P = 0.01 Test of CHI SQUARE

(HCL101)

BAIS 6



STUDY NO. : 0904 URINALYSIS

ANIMAL © B6. 12982-Trp53tm1Tyj/J
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : A1l PAGE : 4
Group Name NO. of Urobi | inogen
Animals + + 2+ 3+ 4+  CHI
Control 20 20 0 0 0O
10 ppm 22 22 0 0 0 O
20 ppm 23 230 0 0 O
40 ppm 20 20 0 0 0O
Significant difference ; * P = 0.05 *»* . P = 0.01 Test of CHI SQUARE

(HCL101) BAIS 6



TABLE G1

HEMATOLOGY @ MALE



STUDY NO. : 0904

HEMATOLOGY (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT Mcv MCH MCHC PLATELET
Animals 10, 1l g /A0 % e pg g /d¢ 103/l
Control 25 10.73+  0.47 15. 4+ 0.6 46. 6 1.6 43.4+ 1.0 14. 4+ 0.5 33.1+ 0.4 1512+ 234
10 ppm 25 10.75+ 0.34 15.5+ 0.4 46. 7= 1.2 43.4= 0.9 14. 4+ 0.3 33.2+ 0.4 1507+ 207
20 ppm 25 10.92+ 0.39 15. 6+ 0.4 47. 1= 1.4 43.2+ 1.0 14.3+ 0.4 33.1+ 0.5 1453+ 236
40 ppm 24 10.76=  0.40 15. 6+ 0.4 46.9=+ 1.4 43. 6+ 0.9 14.5+ 0.4 33.3+ 0.4 1448 = 213
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett
(HCL070) BAIS 6



STUDY NO. : 0904

HEMATOLOGY (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : A1l PAGE : 2
Group Name NO. of RETICULOCYTE
Animals %
Control 25 4.0+ 0.5
10 ppm 25 3.8+ 0.4
20 ppm 25 4.0+ 0.5
40 ppm 24 4.1+ 0.5
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO70)

BAIS 6



STUDY NO. : 0904

ANIMAL © B6.12982-Trp53tm1Tyj/J

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS ( 27W)

SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of WBC Differential WBC (%)
Animals 103 ul NEUTRO LYMPHO MONO EOSINO BASO
Control 25 3.23+  1.92 12.7+ 4.3 83.4+ 4.6 3.0+ 1.2 0.8+ 0.5 0.0+ 0.0
10 ppm 25 3.43+ 2.10 12.2+ 4.7 84.0x 4.9 3.1+ 1.3 0.7+ 0.6 0.0+ 0.0
20 ppm 25 3.59+ 207 13.9+ 8.5 82.2+ 8.7 3.0+ 1.2 0.8+ 0.7 0.0+ 0.0
40 ppm 24 3.24+ 2.07 16. 7+ 9.3 79. 6+ 9.1 2.7+ 0.8 1.0+ 1.0 0.0+ 0.0
Significant difference ; * : P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO70)

BAIS 6



TABLE G2

HEMATOLOGY : FEMALE



STUDY NO. : 0904 HEMATOLOGY (SUMMARY)
ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT Mcv MCH MCHC PLATELET
Animals 10, 1l g /A0 % e pg g /d¢ 103/l
Control 24 10.72+ 0.54 15.8+ 0.5 47. 4=+ 2.0 4.2+ 0.6 14.8+ 0.4 33.4+ 0.5 1287+ 220
10 ppm 24 10.70+  0.37 15.9+ 0.4 47.3=+ 1.4 44,3+ 0.9 14.9+ 0.4 33.6+ 0.5 1290+ 191
20 ppm 25 10.73=  0.50 15.9+ 0.7 47.5=+ 1.9 44. 3+ 1.0 14.8+ 0.5 33.4+ 0.6 1260+ 201
40 ppm 25 10.65+= 0.52 15. 8+ 0.6 47. 6+ 1.8 44,8+ 1.1 14.9+ 0.4 33.2+ 0.8 1191+ 260
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett
(HCL070) BAIS 6



STUDY NO. : 0904 HEMATOLOGY (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : A1l PAGE : 5
Group Name NO. of RETICULOCYTE
Animals %
Control 24 4.0+ 0.8
10 ppm 24 3.9+ 0.5
20 ppm 25 4.2+ 1.0
40 ppm 25 4.4+ 1.8
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO70) BAIS 6



STUDY NO. : 0904

ANIMAL © B6.12982-Trp53tm1Tyj/J

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS ( 27W)

SEX : FEMALE REPORT TYPE : A1l PAGE : 6
Group Name NO. of WBC Differential WBC
Animals 103 ul NEUTRO LYMPHO MONO EOSINO BASO
Control 24 2.76+ 1.87 16.2+ 7.4 79.8+ 6.8 3.3+ 1.3 0.6+ 0.6 0.0+ 0.0
10 ppm 24 3.03+ 1.97 18.6= 6.4 77.7x 6.4 3.3+ 1.3 0.5+ 0.5 0.0+ 0.0
20 ppm 25 3.54+ 2.22 16.8* 7.9 79.1= 1.7 3.4+ 1.5 0.7+ 0.7 0.0+ 0.1
40 ppm 25 2.72+  2.19 16.5+ 8.4 79. 6+ 7.8 3.1+ 1.7 0.6+ 0.5 0.2+ 0.9
Significant difference ; * : P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO70)

BAIS 6



TABLE H1

BIOCHEMISTRY @ MALE



STUDY NO. : 0904

ANIMAL © B6.12982-Trp53tm1Tyj/J

MEASURE. TIME :

1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS ( 27W)

SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g /dd g /de mg,/de mg,de mg,/de mg,d4e
Control 25 5.2+ 0.2 2.8+ 0.2 1.2+ 0.1 0.07+ 0.03 212+ 38 13+ 14 43+ 12
10 ppm 25 5.3+ 0.2 2.9+ 0.1 1.2+ 0.1 0.06+ 0.02 226+ 29 76+ 13 38+ 1
20 ppm 24 5.2+ 0.3 2.8+ 0.1 1.2+ 0.1 0.08+ 0.04 217+ 38 67+ 16 33+ 124
40 ppm 24 5.2+ 0.2 2.8+ 0.1 1.2+ 0.1 0.08+ 0.03 220+ 31 65+ 13 31+ 8k
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett
(HCLO74) BAIS 6



STUDY NO. : 0904 BIOCHEMISTRY (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of PHOSPHOLIPID AST ALT LDH ALP G-GTP CK
Animals mg,/de U/L U/L U/L U/L U/L U/L

Control 25 153+ 26 76+ 60 21+ 12 211+ 84 222+ 28 0.3+ 0.3 107+ 93

10 ppm 25 158+ 24 64+ 23 22+ 7 209+ 55 226+ 22 0.4+ 0.4 144+ 2217

20 ppm 24 140+ 32 80+ 41 24+ 9 215+ 65 242+ 34 0.5+ 0.4 92+ 62

40 ppm 24 142+ 24 82+ 49 23+ 12 201+ 58 235+ 26 0.4+ 0.3 103+ 143

Significant difference ; * : P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO74) BAIS 6



STUDY NO. : 0904

ANIMAL © B6.12982-Trp53tm1Tyj/J

MEASURE. TIME :

1

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS ( 27

W)

SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of UREA NITROGEN SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mg,d42 mEq,/ 2 mEq, ¢ mEq, 2 mg,de mg,/de
Control 25 30.5+ 1.6 151+ 4.2+ 0.3 119+ 8.9+ 0.2 5.8+ 0.8
10 ppm 25 31.8+ 3.1 152+ 4.1= 0.2 120+ 8.9+ 0.1 5.6+ 1.0
20 ppm 24 30.9+ 3.7 151+ 4.1= 0.2 119+ 9.0+ 0.2 5.6+ 1.0
40 ppm 24 30.9=+ 2.9 151+ 4.2+ 0.2 119+ 9.0+ 0.2 5.6+ 1.0
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO74)

BAIS 6



TABLE H2

BIOCHEMISTRY @ FEMALE



STUDY NO. : 0904

ANIMAL © B6.12982-Trp53tm1Tyj/J

MEASURE. TIME :

1

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS ( 27

W)

SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g /dd g /de mg,/de mg,de mg,/de mg,d4e
Control 24 5.2+ 0.2 2.9+ 0.2 1.3+ 0.1 0.07+ 0.03 174+ 30 63+ 14 24+ 10
10 ppm 24 5.2+ 0.3 2.9+ 0.2 1.3+ 0.1 0.08+ 0.03 177+ 23 62+ 11 23+ 6
20 ppm 25 5.2+ 0.3 2.9+ 0.2 1.3+ 0.1 0.07+ 0.03 178+ 33 62+ 17 27+ 9
40 ppm 25 5.3+ 0.2 3.0+ 0.2 1.3+ 0.1 0.07+ 0.03 197+ 25% 64+ 15 26+ 8
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO74)

BAIS 6



STUDY NO. : 0904 BIOCHEMISTRY (SUMMARY)

ANIMAL : B6. 129S2-Trp53tm1Tyj/J ALL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of PHOSPHOLIPID AST ALT LDH ALP G-GTP CK
Animals mg,/de U/L U/L U/L U/L U/L U/L

Control 24 131+ 24 90+ 36 30+ 19 251+ 97 363+ " 0.5+ 0.3 230+ 387

10 ppm 24 132+ 22 89+ 32 25+ 5 240+ 62 376+ 64 0.5+ 0.4 202+ 274

20 ppm 25 132+ 33 90+ 40 25+ 8 220+ 54 368+ 74 0.4+ 0.3 224+ 236

40 ppm 25 137+ 27 84+ 31 27+ 12 220+ 58 347+ 58 0.7+ 0.6 143+ 148

Significant difference ; * : P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO74) BAIS 6



STUDY NO. : 0904

ANIMAL © B6.12982-Trp53tm1Tyj/J

MEASURE. TIME :

1

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS ( 27

W)

SEX : FEMALE REPORT TYPE : Al PAGE : 6
Group Name NO. of UREA NITROGEN SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mg,d42 mEq,/ 2 mEq, ¢ mEq, 2 mg,de mg,/de
Control 24 24. 1+ 3.1 151+ 3.8+ 0.3 120+ 8.9+ 0.2 6.1+ 1.4
10 ppm 24 25.1+ 3.2 151+ 3.9+ 0.4 120+ 8.9+ 0.3 6.0+ 1.3
20 ppm 25 24.0+ 3.0 151+ 3.9+ 0.4 120+ 8.9+ 0.3 6.3+ 1.3
40 ppm 25 24. 6+ 3.0 151+ 3.8+ 0.3 119+ 8.9+ 0.3 6.0+ 1.2
Significant difference ; * ! P = 0.05 * I P = 0.01 Test of Dunnett

(HCLO74)

BAIS 6



TABLE I 1

GROSS FINDINGS : MALE



STUDY NO. : 0904 GROSS FINDINGS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 10 ppm 20 ppm 40 ppm
Organ__ Findings NO. of Animals 25 (%) 25 (%) 25 (%) 25 (%)
thymus atrophic 0 (0 0 ( 0 1 ( 4 1 (4
spleen black zone 1 ( 4 3 (12) 1 ( 4 2 (8
stomach glandular stomach:red zone 0o ( 0 0o ( 0 0o ( 0 1 ( 4
glandular stomach:thick 0o ( 0 1 (4 2 (8 1 (4
liver nodule (U G0)] 4 (16 0 (0 0 (0
deformed 0 (O 1 (4 0 C 0 0 C 0
kidney white zone 0 (0 0 ( 0 0 (0 1 ( 4
cyst 0o (0 0 O 1 (4 1 (48
Harder gl nodule 1T (4 0 O 0 0 0 0
per itoneum red zone 1 (4 0o ( 0 0o ( 0 0o ( 0
(HPT080) BAIS 6



TABLE I 2

GROSS FINDINGS : FEMALE



STUDY NO. : 0904 GROSS FINDINGS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 2
Group Name Control 10 ppm 20 ppm 40 ppm
Organ__ Findings NO. of Animals 25 (%) 25 (%) 25 (%) 25 (%)
skin/app erosion 0 C 0 1 (4 0 ( 0 1 (4
crust 0 (0 0 (0 0 (0 1 C 4
subcutis red zone 0 (O 0 C 0 1 (4 0 (0
thymus atrophic 1 (4 0o ( 0 0o ( 0 1 (4
spleen enlarged 1 (4 1 (4 0o ( 0 1 (4
black zone 1T (48 2 (8 2 (8 1 48
stomach glandular stomach:red zone 1 (4 0o ( 0 1 ( 4 0o ( 0
glandular stomach:thick 2 (8 0 O 1 (4 4 (16)
liver enlarged (U G0)] 1 (4 0 0 0 0
nodule 1T (4 0 (O 0 (0 2 (8
ovary cyst 0 (0 [ Q)] 0 ( 0 1 (4
(HPT080) BAIS 6



TABLE J1

ORGAN WEIGHT, ABSOLUTE @ MALE



STUDY NO. : 0904

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals
Control 25 33.4+ 3.3 0.041=  0.008 0.012=  0.003 0.219+ 0.017 0.174=  0.017 0.169+ 0.018

10 ppm 25 32.8+ 3.0 0.041=  0.007 0.011=  0.002 0.217+= 0.015 0.172+= 0.016 0.169+ 0.016

20 ppm 25 32.0+ 3.6 0.037+ 0.010 0.012+=  0.004 0.213+ 0.015 0.172+  0.021 0.186  0.019%x*

40 ppm 24 30.3+ 3. 3%x 0.036+=  0.008 0.011=  0.002 0.212+= 0.015 0.169+= 0.019 0.197+  0.023**

Significant difference . * P = 0.05 ** o P 0.01 Test of Dunnett

(HCL040) BAIS 6



STUDY NO. : 0904

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 25 0.481+=  0.059 0.080+ 0.014 1.305+= 0.195 0.477+  0.023
10 ppm 25 0.465+=  0.052 0.078+=  0.011 1.324+= 0.185 0.471  0.017
20 ppm 25 0.490+ 0.078 0.079+ 0.015 1.222+ 0.217 0.473+ 0.018
40 ppm 24 0.470+=  0.066 0.077+ 0.014 1.147=  0.161x* 0.473+  0.026
Significant difference . * P = 0.05 ** . P = 0.01 Test of Dunnett
(HCL040) BAIS 6



TABLE J2

ORGAN WEIGHT, ABSOLUTE : FEMALE



STUDY NO.

: 0904

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals
Control 24 24.4+= 2.1 0.043=  0.007 0.016==  0.004 0.032==  0.009 0.149+= 0.019 0.162+= 0.016

10 ppm 24 24.0+ 1.9 0.042=+=  0.006 0.015+=  0.002 0.029+=  0.006 0.145+= 0.017 0.161= 0.013

20 ppm 25 24.4+ 1.9 0.041+  0.009 0.015+  0.003 0.031+=  0.007 0.148+ 0.019 0.181  0.017%x*

40 ppm 25 24.0+ 2.0 0.041=  0.008 0.015+=  0.002 0.031=  0.008 0.142+= 0.018 0.195+ 0. 025

Significant difference . * P = 0.05 ** o P 0.01 Test of Dunnett

(HCL040) BAIS 6



STUDY NO. : 0904

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 24 0.388+=  0.046 0.095+ 0.017 1.034+= 0.155 0.487+ 0.017
10 ppm 24 0.389+=  0.041 0.092+=  0.017 1.012+= 0.139 0.485+  0.023
20 ppm 25 0.395  0.038 0.098+ 0.014 1.021+ 0.150 0.481+  0.020
40 ppm 25 0.375+=  0.042 0.104=+=  0.066 1.011= 0.153 0.477+ 0.019
Significant difference . * P = 0.05 ** . P = 0.01 Test of Dunnett
(HCL040) BAIS 6



TABLE K1

ORGAN WEIGHT, RELATIVE : MALE



STUDY NO. : 0904

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)
Control 25 33.4+ 3.3 0.122=+ 0.018 0.036= 0.011 0.663=+= 0.088 0.524=+ 0.058 0.509+ 0.069
10 ppm 25 32.8+ 3.0 0.126=+= 0.017 0.032=+ 0.006 0.666=+= 0.075 0.528=+ 0.069 0.516= 0.061
20 ppm 25 32.0+ 3.6 0.116+ 0.024 0.037=+ 0.013 0.677+ 0.117 0.543+ 0.085 0.589+ 0.089*x
40 ppm 24 30.3+ 3. 3%x 0.118= 0.018 0.037= 0.007 0.708=+ 0.092 0.561=+ 0.061 0.654=+ 0.064*x*
Significant difference . * P = 0.05 ** o P 0.01 Test of Dunnett
(HCL042) BAIS 6



STUDY NO. : 0904

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)

REPORT TYPE : Al

SEX : MALE

UNIT: % PAGE : 2

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals
Control 25 1.451+ 0.224 0.241=+ 0.046 3.905+ 0.443 1.440+ 0. 161
10 ppm 25 1.426+ 0.212 0.238=+ 0.036 4.031=* 0.423 1.446+ 0.161
20 ppm 25 1.545+ 0.257 0.248+ 0.043 3.812+ 0.425 1.502+ 0.226
40 ppm 24 1.556+ 0.173 0.255=+ 0.041 3.799+ 0.470 1.574+ 0.152%
Significant difference . * P = 0.05 ** o P 0.01 Test of Dunnett

(HCLO042)

BAIS 6



TABLE K2

ORGAN WEIGHT, RELATIVE @ FEMALE



STUDY NO. : 0904

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals (g)
Control 24 24.4+= 2.1 0.177+ 0.022 0.065=+ 0.013 0.132=+ 0.035 0.611== 0.081 0.667+ 0.072
10 ppm 24 24.0+= 1.9 0.173=+ 0.022 0.061= 0.007 0.122=+ 0.024 0. 608 0.064 0.674=+ 0.048
20 ppm 25 24.4+ 1.9 0.169+ 0.035 0.062=+ 0.013 0.127+ 0.028 0. 607+ 0.075 0.742+ 0. 063**
40 ppm 25 24.0+ 2.0 0.170=+ 0.028 0.062=+= 0.010 0.128=+ 0.031 0.595=+ 0.078 0.813=+ 0.099%x*
Significant difference . * P = 0.05 ** o P 0.01 Test of Dunnett
(HCL042) BAIS 6



STUDY NO. : 0904

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © B6. 12982-Trp53tm1Tyj/J SURVIVAL ANIMALS ( 27W)

REPORT TYPE : Al

SEX : FEMALE

UNIT: % PAGE : 4

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals
Control 24 1.591+ 0.177 0.388= 0.061 4.232=+ 0.511 2.005+ 0.146
10 ppm 24 1.626+ 0.149 0.387=+ 0.070 4.226+ 0.549 2.034+ 0.150
20 ppm 25 1.627+ 0.175 0.404+ 0.053 4.185+ 0.518 1.982+ 0.146
40 ppm 25 1.569+ 0.183 0.432=+ 0.265 4.220=+ 0.592 1.999+ 0.148
Significant difference . * P = 0.05 ** o P 0.01 Test of Dunnett

(HCLO042)

BAIS 6



TABLE L1

HISTOPATHOLOGICAL FINDINGS

NEOPLASTIC LESIONS : MALE



STUDY NO. : 0904

HISTOPATHOLOGICAL FINDINGS :

NEOPLASTIG LESIONS (SUMMARY)

ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)

REPORT TYPE : Al

SEX : MALE PAGE :

Group Name GControl 10 ppm 20 ppm 40 ppm

Organ___ Findings No. of animals on Study 25 25 25 25

{Respiratory system}

lung <25> <25> <25> <25>
bronchiolar-alveolar adenoma 0 ( 0% 0 ( 0% 0 ( 0% 2 ( 8%

{Digestive system}

stomach <25> <25> <25> <25>
squamous cel | papilloma 0 ( 0% 0 ( 0% 0 ( 0% 1 ( 4%

<a> a : Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm b/ a* 100
(HPT085)

BAIS6



TABLE L2

HISTOPATHOLOGICAL FINDINGS -

NEOPLASTIC LESIONS : FEMALE



STUDY NO. : 0904

HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : B6.12982-Trp53tmi1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX . FEMALE PAGE :
Group Name GControl 10 ppm 20 ppm 40 ppm
Organ___ Findings No. of animals on Study 25 25 25 25
{Integumentary system/appandage}
subcutis <25> <25> <25> <25>
hemangioma 0 ( 0% ( 0% (4% ( 0%
{Respiratory system}
lung <25> <25> <25> <25>
bronchiolar-alveolar adenoma 1 4% (0% ( 0% (4%
{Hematopoietic system}
spleen <25> <25> <25> <25>
hemangioma 0 ( 0% ( 0% (4% ( 0%
{Digestive system}
liver <25> <25> <25> <25>
histiocytic sarcoma 0 ( 0% (4% ( 0% (0%
<a»> a . Number of animals examined at the site
b (c) b : Number of animals with neoplasm c: b/ a=*100
(HPTO085) BAIS6



TABLE M

NEOPLASTIC LESIONS-INCIDENCE

AND STATISTICAL ANALYSIS : MALE



STUDY No. : 0904 NEOPLASTIC LESIONS-INGIDENGE AND STATISTICAL ANALYSIS

ANIMAL © B6.129S2-Trp53tm1Tyj/J
SEX © MALE PAGE : 1
Group Name GControl 10 ppm 20 ppm 40 ppm
SITE © lung
TUMOR : bronchiolar-alveolar adenoma
Tumor rate
Overal |l rates(a) 0/25( 0.0) 0/25( 0.0) 0/25( 0.0) 2/25( 8.0)
Adjusted rates(b) 0. 00 0.00 0.00 8.33
Terminal rates(c) 0/25( 0.0) 0/25( 0.0) 0/25( 0.0) 2/24( 8.3)
Statistical analysis
Peto test
Standard method (d) P=—-
Prevalence method (d) P = 0.0165% ?
Combined analysis(d) P=———
Cochran-Armitage test (e) P = 0.0298%
Fisher Exact test(e) P = N.C. P = N.C. P = 0.2449

(HPT360A)

(a) : Number of tumor-bearing animals/number of animals examined at the site
(b) : Kaplan—-Meier estimated tumor incidence at the end of the study after adjusting for intercurrent mortality
(c) - Observed tumor incidence at terminal kill.
(d) : Beneath the control incidence are the P-values associated with the trend test
Standard method : Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test
(e) : The GCochran—Armitage and Fisher exact test compare directly the overall incidence rates
? : The conditional probabilities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value
—————— : There is no data which should be statistical analysis
Significant difference . * . P = 0.05 *» . P = 0.01
N.C. :Statistical value cannot be calculated and was not significant

BAIS6



TABLE N1

NUMBER OF ANIMALS WITH TUMORS AND

NUMBER OF TUMORS-TIME RELATED : MALE



STUDY NO
ANIMAL
REPORT TY
SEX

: 0904
© B6.129S2-Trp53tmiTyj/J
PE :
© MALE

Al

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

PAGE :

1

Time-related

__ Weeks

1 _

Items

Group Name

Control

10 ppm

20 ppm

40 ppm

26

NO

NO
NO
NO

NO
NO
NO

OF

OF
OF
OF

OF
OF
OF

EXAMINED ANIMALS

ANIMALS WITH TUMORS
ANIMALS WITH SINGLE TUMORS
ANIMALS WITH MULTIPLE TUMORS

BENIGN TUMORS
MALIGNANT TUMORS
TOTAL TUMORS

o o o

o o o

o o o

o o o

o © o

o oo

o o o

o o o

27 -

21

EXAMINED ANIMALS

ANIMALS WITH TUMORS
ANIMALS WITH SINGLE TUMORS
ANIMALS WITH MULTIPLE TUMORS

BENIGN TUMORS
MALIGNANT TUMORS
TOTAL TUMORS

25

o oo

o oo

25

o oo

o oo

25

o oo

o oo

24

w w

w O w

‘l -

27

EXAMINED ANIMALS

ANIMALS WITH TUMORS
ANIMALS WITH SINGLE TUMORS
ANIMALS WITH MULTIPLE TUMORS

BENIGN TUMORS
MALIGNANT TUMORS
TOTAL TUMORS

25

o o o

o oo

25

o o o

o oo

25

o oo

o oo

25

O W w

w o w

(HPT070)

BAIS6



TABLE N2

NUMBER OF ANIMALS WITH TUMORS AND

NUMBER OF TUMORS-TIME RELATED : FEMALE



STUDY NO
ANIMAL
REPORT TY
SEX

: 0904
© B6.129S2-Trp53tmiTyj/J
PE :
: FEMALE

Al

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

PAGE :

2

Time-related

__ Weeks

1 _

Items

Group Name

Control

10 ppm

20 ppm

40 ppm

26

NO

NO
NO
NO

NO
NO
NO

OF

OF
OF
OF

OF
OF
OF

EXAMINED ANIMALS

ANIMALS WITH TUMORS
ANIMALS WITH SINGLE TUMORS
ANIMALS WITH MULTIPLE TUMORS

BENIGN TUMORS
MALIGNANT TUMORS
TOTAL TUMORS

o o o

o o o

o © o

o oo

o o o

o o o

27 -

21

EXAMINED ANIMALS

ANIMALS WITH TUMORS
ANIMALS WITH SINGLE TUMORS
ANIMALS WITH MULTIPLE TUMORS

BENIGN TUMORS
MALIGNANT TUMORS
TOTAL TUMORS

24

—_

—_

24

o oo

o oo

25

—_

N O N

25

—_

—_

27

EXAMINED ANIMALS

ANIMALS WITH TUMORS
ANIMALS WITH SINGLE TUMORS
ANIMALS WITH MULTIPLE TUMORS

BENIGN TUMORS
MALIGNANT TUMORS
TOTAL TUMORS

25

—_

—_

—_

25

—_

—_

25

—_

—_

NOoON

25

—_

—_

—_

(HPT070)

BAIS6



TABLE O

HISTOPATHOLOGICAL FINDINGS -

METASTASIS OF TUMOR : FEMALE



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
ANIMAL © B6. 12982-Trp53tmiTyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 1
Group Name Control 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Organ___ Findings
{Hematopoietic system}
spleen <25> <25> <25> <25>
metastasis:|iver tumor 0 1 0 0
{Urinary system}
kidney <25> <25> <25> <25>
metastasis:|iver tumor 0 1 0 0
{Body cavities}
mediastinum <25> <25> <25> <25>
metastasis:liver tumor 0 1 0 0
<a> a  Number of animals examined at the site
b b : Number of animals with lesion
(JPT150) BAIS6



TABLE P1

HISTOPATHOLOGICAL FINDINGS

NON-NEOPLASTIC LESIONS @ MALE



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX © MALE PAGE :
Group Name 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25
Grade 1+ 2+ 3+ 1+ 2+ 3+ 1+ 3+ 4+
Organ__ Findings (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Respiratory system}
nasal cavit <25> <25>
eosinophilic change:olfactory epithelium 0 0 0 0 0 0 17 0 0 sk
0 ( 0 0 ¢ 0 0 C 0 ( 68) 0) 0)
eosinophilic change:respiratory epithelium 5 0 0 20 0 0 2 0 0 *x
(20) 0 (0 ( 80) 0 (0 8) 0) 0)
respiratory metaplasia:gland 15 0 0 20 0 0 21 0 0
( 60) 0 ( 0 ( 80) 0 C 0 ( 84) 0) 0)
inflammation:transitional epithelium 0 0 0 1 0 0 8 0 0 *x*
[GNO)] 0 ( 0 () 0 C 0 (32) 0) 0)
atrophy:olfactory epithelium 0 0 0 3 0 0 17 0 0 sk
0o 0 0 (12) 0 C 0 ( 68) 0) 0)
exudate:olfactory region 0 0 0 3 0 0 21 0 0 *x
[GO)] 0 0 (12) 0 C 0 ( 84) 0) 0)
nasopharynx <25> <25>
eosinophilic change:respiratory epithelium 3 0 0 5 0 0 11 0 0 **
(12) 0 ( 0 ( 20) 0 C 0 (44) 0) 0)
lung <25> <25>
hemorrhage 0 0 0 1 0 0 0 0 0
0 0 (0 (4 0 (0 0 0) 0)
Grade 1+ : Slight 2+ : Moderate 3+ : Marked . Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(6) c: b/ ax*x100
Significant difference ; * I P = 0.05 ** © P = 0.01 Test of Chi Square
(HPT150) BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX © MALE PAGE : 2
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) %) (%)
{Respiratory system}
lung <25> <25> <25> <25>
edema 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
0 0 o0 o (0 Co o0 o0 ¢ 0 0 ( 0 0) 4 0 C 0 (0
inflammatory cell infiltration:focal 0 0 0 0 0 0 0 0 9 1 0 0 *x 19 0 0 0 *x
(G G ) B G ) B G )] (0 0 o0 0 ( 36) 4 (0 0) ( 76) 0 C 0 (0
{Hematopoietic system}
thymus <25> <25> <25> <25>
ectopic tissue 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
0 o0 o0 o0 (4 C0 o0 o0 ¢ 0 0 ( 0 0) (0 0 C 0 (0
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
0 0 o0 o (0 Co o0 o0 (O 0 ( 0 0) 4 0 C 0 (0
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o 0o o0 (4 C0 0 o0 ( 0) 0 C 0 0) ¢ 0 0 C 0) C O
spleen <25> <25> <25> <25>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o o o0 (0 C0 0 o0 ( 0 0 C 0 0) 4 0 C 0) C O
Grade 1+ : Slight 2+ . Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c: b/ a=x100
Significant difference . * . P = 0.05 *k . P = 0.01 Test of Chi Square
(HPT150) BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX © MALE PAGE : 3
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Hematopoietic system}
spleen <25> <25> <25> <25>
deposit of melanin 1 0 0 0 3 0 0 0 1 0 0 0 2 0 0 0
4 0o 0o o 12) 0 ( 0 ( 0 4) 0 ( 0 0) 8) 0 C 0 (0
{Digestive system}
salivary gl <25> <25> <25> <25>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o 0 o0 0) 0 ( 0 ( 0 0) 0 0 0) 4) 0 C 0) C O
hypertrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
0 o0 o o0 0) 0 ( 0 ( 0 4) 0 ( 0 0) 0) 0 C 0 (0
stomach <25> <25> <25> <25>
hyperplasia:forestomach 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(G G ) I G ) B G )] 0) 0 (0 ( 0 4) 0 (0 0) 8) 0 C 0 (0
erosion:glandular stomach 0 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
0 o0 o o0 4) 0 ( 0 ( 0 8) 0 ( 0 0) 4) 0 C 0 (0
liver <25> <25> <25> <25>
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o 0 o0 4) 0 ( 0 ( 0 0) 0 0 0) 0) 0 C 0) C O
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference . * . P = 0.05 *k . P = 0.01 Test of Chi Square
(HPT150) BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX © MALE PAGE : 4
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Digestive system}
liver <25> <25> <25> <25>
fatty change 11 0 0 0 10 0 0 0 8 0 0 0 2 0 0 0 %
(44 (00 C 00 C O (40) C 00 C 00 C 0 (32 0 C 0 (0 ( 8 0 C 0 (0
inflammatory cell nest 3 0 0 0 3 0 0 0 3 0 0 0 4 0 0 0
(12 C 00 C O C O (120 ¢ 00 C 00 C 0 (12) 0 C 0 0 (16) 0 C 0 (0
acidophilic cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o o o0 (0 C0 0 o0 () 0 C 0 C 0 0 0 C 0) C 0
pancreas <25> <25> <25> <25>
degeneration 1 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
4 0 0 o (8 0 0 o0 ( 8 0 C 0 (0 (0 0 C 0 (0
{Urinary system}
kidney <25> <25> <25> <25>
malformation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
0 o0 o o0 (0 0o o0 o0 ¢ 0 0 C 0 0 4 0 C 0 (0
hydronephrosis 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(0o 0o o0 (4 C0 0 o0 () 0 C 0 C 0 ¢ 0 0 C 0) C O
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c: b/ a=x100
Significant difference . * . P = 0.05 *k . P = 0.01 Test of Chi Square
(HPT150) BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX © MALE PAGE : 5
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Endocrine system}
adrenal <25> <25> <25> <25>
spindle—cel |l hyperplasia 10 0 0 0 9 0 0 0 5 0 0 0 7 0 0 0
(40) C 00 C OO C O (36 ( 00 C 00 C 0 (200 C ) C ) C O (28) (00 C O) C O
{Reproductive system}
semin ves <25> <25> <25> <25>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o o o0 (4 C0 0 o0 (0 Co0 0 o0 (0 C0 0 o0
{Musculoskeletal system}
bone <25> <25> <25> <25>
osteofibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4 0 0 o (0 o o0 o0 (0 Co o0 o (0 0 o o0
{Body cavities}
per itoneum <25> <25> <25> <25>
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4 0 0o o0 (0 0o o0 o0 (0 0 o0 o0 (0 0 o o0
Grade 1+ : Slight 2+ : Moderate : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c: b/ ax100
Significant difference . * . P = 0.05 P = 0.01 Test of Chi Square
(HPT150) BAIS6



TABLE P2

HISTOPATHOLOGICAL FINDINGS
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STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 6
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Integumentary system/appandage}
skin/app <25> <25> <25> <25>
ulcer 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
0 0 o0 o (0 Co o0 o0 (0 Co o0 o 0 4 o0 o0
erosion 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G G ) B G ) B G )] (4 C0 0 o0 (0 0 o0 o0 (0 0 o o0
{Respiratory system}
nasal cavit <25> <25> <25> <25>
eosinophilic change:olfactory epithelium 2 0 0 0 2 0 0 0 11 0 0 0 ** 17 8 0 0 *x*
8 (0 0o o0 (8 0 0 o0 (44) C 00 C 00 C 0 (68) (32 ( 00 ( 0
eosinophilic change:respiratory epithelium 6 0 0 0 5 1 0 0 21 0 0 0 sk 2 23 0 0 sk
(24 C0) C O) C O (200 C 4 C 0 C 0 (84) ( 00 C 0O C O (8 (92 ( 00 C 0

respiratory metaplasia:gland

inflammation:transitional epithelium

atrophy:olfactory epithelium

0 0 0 0 0 0 0 0
0o o 0o (o0 o Co o (0
0 0 0 0 0 0 0 0
o o 0o o0 o Co o (o0

24 0 0 0
(96) ( 0

—~
(=}
=
—~
=]
=

25 0 0 0
100 ¢ 00 ( 00 ( O

0 sk

(28) (8 (0 (0O

17 2 0 0 *x
(68) ( 8 (0O (O

Grade
<a>
b
(c)
Significant

1+ : Slight 2+ : Moderate 3+ : Marked
a : Number of animals examined at the site
b : Number of animals with lesion
c: b/ a=*100
difference ; * P =

0.05 #k 1 P = 0.01

4+ : Severe

Test of Chi Square

(HPT150)

BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 7
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Respiratory system}
nasal cavit <25> <25> <25> <25>
exudate:olfactory region 0 0 0 0 0 0 0 0 1 0 0 0 19 0 0 0 sk
0 o0 o0 o 0) 0 ( 0 ( 0 (4 C0 0 o0 (76) ( 00 C 0) C 0O
nasopharynx <25> <25> <25> <25>
eosinophilic change:respiratory epithelium 1 0 0 0 1 2 0 0 1 0 0 0 11 5 0 0 %k
4 0 0 o0 4) 8) (0 ( 0 (4 C0 0 o0 (44) (200 C 0) C O
lung <25> <25> <25> <25>
inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(0 0o 0 o0 0) 0 (4 (0 (o o o o0 (0 C0 o o
inflammatory cell infiltration:focal 0 0 0 0 0 0 0 0 5 0 0 0 10 0 0 0 *x
(G G ) B G ) B G )] 0) 0 (0 ( 0 (200 C 00 C 00 C O (400 ¢ 00 C 0) C O
accumulation:macrophage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
0 o0 o o 4) 0 ( 0 ( 0 (0 Co o0 o0 (0 0 o0 o0
{Hematopoietic system}
bone marrow <25> <25> <25> <25>
fatty marrow 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0 0o 0 o0 4) 0 (0 (0 (0 o o o0 (0 Co0 o0 o
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c: b/ ax100
Significant difference . * . P = 0.05 * . P = 0.01 Test of Chi Square

(HPT150)

BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Hematopoietic system}
bone marrow <25> <25> <25> <25>
granulopoiesis:increased 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
0 o0 o o (0 Co o0 o0 0) 4) (0 0) 4) 0 C 0 (0
thymus <25> <25> <25> <25>
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
4 0 0 o0 (0 0 o0 0 0) 0 C 0 0) 4) 0 C 0 (0
cyst 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
0 o0 o o0 (0 0o o0 0 4) 0 ( 0 0) 4) 0 C 0 (0
spleen <25> <25> <25> <25>
deposit of melanin 1 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
4 0 0 o0 (8 0 0 0 8) 0 (0 0) 4) 0 C 0 (0
extramedul lary hematopoiesis 2 0 1 0 0 0 0 0 2 0 0 0 1 0 1 0
(8 (0 4 o0 (0 Co o0 o0 8) 0 ( 0 0) 4) 0 C 4 (0
{Circulatory system}
heart <25> <25> <25> <25>
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0 o o0 o0 (4 0o 0 o0 0) 0 0 0) 0) 0 C 0) C O
Grade 1+ : Slight 2+ : Moderate 3+ : Marked . Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference * . P = 0.05 *k . P = 0.01 Test of Chi Square
(HPT150) BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 9
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Digestive system}
salivary gl <25> <25> <25> <25>
atrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
0 o0 o o 4 0 0 0) ¢ 0 0 ( 0 0) ¢ 0 0 C 0 (0
vacuol ic change 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4 0 0 o0 (0 0 (0 0) 0 0 (0 0) (0 0 C 0 (0
stomach <25> <25> <25> <25>
hyperplasia:forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
0 o0 o o0 ¢ 0 0 C 0 0) () 0 ( 0 0) ¢ 0 0 C 0 (0
erosion:glandular stomach 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
4 0 0o o ¢ 0 0 0 0) (O 0 ( 0 0) (0 0 C 0 (0
liver <25> <25> <25> <25>
necrosis:focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4 0 0o o ¢ 0 0 C 0 0) ¢ 0 0 ( 0 0) ¢ 0) 0 C 0 (0
inflammatory cell nest 5 0 0 0 10 0 0 0 7 0 0 0 7 0 0 0
(200 C ) C O) C O ( 40) 0 0 0) (28) 0 ( 0 0) ( 28) 0 C 0 (0
pancreas <25> <25> <25> <25>
vacuol ic change 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(8 (0 (0 (o0 (4 0 (0 0) ( 4 0 ( 0 0) ¢ 0 0 C 0 (0
Grade 1+ : Slight 2+ : Moderate : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c: b/ ax100
Significant difference ; * I P = 0.05 P = 0.01 Test of Chi Square
(HPT150) BAIS6



STUDY NO. : 0904 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 10
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Digestive system}
pancreas <25> <25> <25> <25>
degeneration 5 0 0 0 7 0 0 0 4 0 0 0 7 0 0 0
(200 C ) C O) CO (28 ( 00 C 0O C 0 (16) ¢ 00 C 00 C 0 (28) (00 C O) C O
{Urinary system}
kidney <25> <25> <25> <25>
hyaline droplet 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o o o0 (4 o o o (o o o o0 (0 C0 0 o0
hydronephrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(H 0o o (0O C0 0 (o0 (0O C0 (0 (o0 (0 (00 (o0
{Endocrine system}
adrenal <25> <25> <25> <25>
spindle—-cel | hyperplasia 25 0 0 0 24 0 0 0 24 0 0 0 24 0 0 0
(1000 ¢ O C 00 C 0 (9) (O C ) (O (9) ( 0 C ) C O (96) ( 0) C 00 C 0
{Reproductive system}
ovary <25> <25> <25> <25>
cyst 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
4 0 0 o (0 Co o0 o0 (0 Co o0 o0 (4 C0 o0 o0
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c: b/ ax100
Significant difference ; * P = 0.05 * . P = 0.01 Test of Chi Square
(HPT150) BAIS6



STUDY NO. © 0904

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : B6.129S2-Trp53tm1Tyj/J ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 11
Group Name Control 10 ppm 20 ppm 40 ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ__ Findings (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
{Reproductive system}
uterus <25> <25> <25> <25>
atrophy 1 0 0 0 5 0 0 0 4 0 0 0 2 0 0 0
4 0o 0o o (200 C ) C ) C O (16) ¢ 00 C 00 C 0 (8 (0 0 o0
{Musculoskeletal system}
bone <25> <25> <25> <25>
osteofibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(4 0 0 o0 (0 C0o o0 o0 (0 Co o0 o (0 Co0 o o
Grade 1+ © Slight 2+  Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c: b/ ax100
Significant difference . * . P = 0.05 *k . P = 0.01 Test of Chi Square
(HPT150)

BAIS6



TABLE Q1

CAUSE OF DEATH - MALE



STUDY NO. : 0904 COUSE OF DEATH (SUMMARY)

ANIMAL : B6.129S2-Trp53tm1Tyj/J (0- 27W)

SEX : MALE PAGE : 1
Group Name Control 10 ppm 20 ppm 40 ppm

Number of Dead and 0 1

Mor ibund Animal

no microscop confirm 0 1

(B10120) BAIS6



TABLE Q2

CAUSE OF DEATH : FEMALE



STUDY NO. : 0904 COUSE OF DEATH (SUMMARY)

ANIMAL : B6.129S2-Trp53tm1Tyj/J (0- 27W)

SEX : FEMALE PAGE : 2
Group Name Control 10 ppm 20 ppm 40 ppm

Number of Dead and 1 1 0

Mor ibund Animal

no microscop confirm 1 0 0

tumor d:liver 0 1 0

(B10120) BAIS6
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FIGURE 1

FIGURE 2

FIGURE 3

FIGURE 4

FIGURE 5

FIGURE 6

(Study No. 0904)

FIGURES

SURVIVAL ANIMAL RATE OF MALE p53 KO MICE IN THE
26-WEEK CARCINOGENICITY STUDY OF NITROGEN DIOXIDE
(INHALATION STUDY)

SURVIVAL ANIMAL RATE OF FEMALE p53 KO MICE IN THE
26-WEEK CARCINOGENICITY STUDY OF NITROGEN DIOXIDE
(INHALATION STUDY)

BODY WEIGHT CHANGES OF MALE p53 KO MICE IN THE
26-WEEK CARCINOGENICITY STUDY OF NITROGEN DIOXIDE
(INHALATTON STUDY)

BODY WEIGHT CHANGES OF FEMALE p53 KO MICE IN THE
26-WEEK CARCINOGENICITY STUDY OF NITROGEN DIOXIDE
(INHALATION STUDY)

FOOD CONSUMPTION CHANGES OF MALE p53 KO MICE IN THE
26-WEEK CARCINOGENICITY STUDY OF NITROGEN DIOXIDE
(INHALATTION STUDY)

FOOD CONSUMPTION CHANGES OF FEMALE p53 KO MICE IN THE
26-WEEK CARCINOGENICITY STUDY OF NITROGEN DIOXIDE
(INHALATION STUDY)



(Study No. 0904)
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FIGURE 1 SURVIVAL ANIMAL RATE OF MALE p53KO MICE IN THE 26-WEEK
CARCINOGENICITY STUDY OF NITROGEN DIOXIDE (INHALATION
STUDY)
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FIGURE2  SURVIVAL ANIMAL RATE OF FEMALE p53KO MICE IN THE 26-WEEK

CARCINOGENICITY STUDY OF NITROGEN DIOXIDE (INHALATION

STUDY)



(Study No. 0904)
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FIGURE 3 BODY WEIGHT CHANGES OF MALE p53KO MICE IN THE 26-WEEK
CARCINOGENICITY STUDY OF NITROGEN DIOXIDE (INHALATION
STUDY)
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FIGURE 4 BODY WEIGHT CHANGES OF FEMALE p53KO MICE IN THE 26-WEEK
CARCINOGENICITY STUDY OF NITROGEN DIOXIDE (INHALATION
STUDY)
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( Study No. 0904 )

Photograph 1 Photograph 2

Lung: Normal. Lung: Inflammatory cell infiltration focal

Mouse, Male, 0 ppm, Animal No. 0904-1001 (H&E) Mouse, Male, 40 ppm, Animal No. 0904-1319 (H&E)
Bar: 50 pm Bar: 50 pm

Photograph 3
Lung: Bronchiolar-alveolar adenoma
Mouse, Male, 40 ppm, Animal No. 0904-1311 (H&LE)

Bar: 50 pm
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(Study No. 0904)

APPENDICES
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IDENTITY OF NITROGEN DIOXIDE

Test Substance

Lot No.

1. Mass Spectrometry
Instrument
Tonization

Ionization Voltage

abundance

5500000
5000000
4500000
4000000
3500000
3000000
2500000
2000000
1500000
1000000

500000

16
7 “ ‘ 23

: Nitrogen dioxide (SUMITOMO SEIKA CHEMICALS Co., Ltd.)

- JTB 1748040

¢ Agilent Technologies 5973N Mass Spectrometer
: EI (Electron Ionization)

1 70eV

30

46

‘35 4\0 ‘ 51 56 64 69 76 81 95

m/z——> 0% 5

?K3?3§
9000
8000
7000

6000

5000{
4‘!000E
3000;
2000

1000

10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100
Mass Spectrum of Test Substance

No. 0904)

#201: Nitrogen oxide (NG?}:“(JCAS) §% Mitrogen dioxide §8 Ni...

46

14

4748

] S

10

|
|15 | 1718 az
. IR A - R WU 7 — —
12 14 16 18 20 22 24 26 28 30 32 34 36 3B 40 42 44

46 48

miz==> 4 L] 8

Mass Spectrum of Literature Data*

Result: The mass spectrum was consistent with literature spectrum.
(*McLafferty FW, ed. 1994. Wiley Registry of Mass Spectral Data. 6th ed.
New York, NY:John Wiley and Sons.)

2. Conclusion: The test substance was identified as nitrogen dioxide by mass spectrum.

50 57 54 56
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STABILITY OF NITROGEN DIOXIDE
Test Substance : Nitrogen dioxide (SUMITOMO SEIKA CHEMICALS Co., Ltd.)
Lot No. 1 JTB 1748040

1. Infrared Spectrometry

Instrument ! Shimadzu IRAffinity-1
Cell : KBr Gas Cell
Resolution 2 cm't

30

— T T
1875 1800 1725 16

L e e B N L s S S S B S S S N S S p
50 1575 1500 1425 1350 1275

T
1200
Waven !

bers cm

Infrared Spectrum of Test Substance (before use)

T
1875 1800 1725 16

T T
50 1575 15

— T T T T T T T T T T
00 1425 1350 1275 1200
Wav imbers cm '

Infrared Spectrum of Test Substance (after use)

Result: The infrared spectra were not changed before used on 2018.2.26 and after used
on 2018.9.3.

2. Conclusion: The test substance was stable for the period that the test substance had been
used for the study.
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ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER

Temperature Humidity Ventilation Rate Air Change
(‘0) (%) (L/min) (time/h)
Group Name Mean + S.D. Mean + S.D. Mean + S.D. Mean
Control 22.9+0.1 58.0+ 1.1 447.8+0.9 12.1
10 ppm 22.9+0.0 56.8+ 1.8 447.3+ 1.1 12.1
20 ppm 22.9 + 0.0 57.7+1.4 446.6 £ 1.0 12.1
40 ppm 23.0+£0.0 57.1+1.6 446.0 £ 1.0 12.1
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METHODS, UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

Item Method Unit Decimal
place
Hematology
Red blood cell (RBC) Hydrodynamically focussed DC detection | X106/ u L 2
method V
Hemoglobin(Hgb) SLS-Hemoglobin method g/dL 1
Hematocrit(Hct) Hydrodynamically focussed DC detection % 1
method ¥
Mean corpuscular volume(MCV) Calculated as Hct/RBC <X 10V L 1
Mean corpuscular hemoglobin(MCH) Calculated as Hgb/RBC X 10 V pg 1
Mean corpuscular hemoglobin concentration | Calculated as Hgb/Het X 100 V) g/dL 1
(MCHC)
Platelet Hydrodynamically focussed DC detection | X103 u L 0
method ¥
Reticulocyte Flow cytometry method using % 1
semiconductor laser ¥
White blood cell(WBC) Flow cytometry method using X103 u L 2
semiconductor laser ¥
Differential WBC Flow cytometry method using % 1
semiconductor laser V
Biochemistry
Total protein(TP) Biuret method ? g/dL 1
Albumin (Alb) BCG method ? g/dL 1
AJG ratio Calculated as Alb/(TP—Alb) ? — 1
T-bilirubin BOD method ? mg/dL 2
Glucose GlcK- G-6-PDH method 2 mg/dL 0
T-cholesterol CE-COD-POD method 2 mg/dL 0
Triglyceride MGLP-GK-GPO-POD method ? mg/dL 0
Phospholipid PLD-ChOD-POD method 2 mg/dL 0
Aspartate aminotransferase (AST) JSCC method ? U/L 0
Alanine aminotransferase (ALT) JSCC method 2 U/L 0
Lactate dehydrogenase (LDH) JSCC method 2 U/L 0
Alkaline phosphatase (ALP) JSCC method ? U/L 0
v -Glutamyl transpeptidase (y -GTP) JSCC method 2 U/L 1
Creatine kinase (CK) JSCC method 2 U/L 0
Urea nitrogen Urease*GLDH method ? mg/dL 1
Sodium Ion selective electrode method 2 mEq/L 0
Potassium Ion selective electrode method 2 mEq/L 1
Chloride Ton selective electrode method 2 mEq/L 0
Calcium OCPC method ? mg/dL 1
Inorganic phosphorus PNP-XOD-POD method ? mg/dL 1

1) Automated Hematology Analyzer (XN-2000V : Sysmex Corporation)
2) Automatic analyzer (Hitachi 7080 : Hitachi,Ltd.)
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