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FTEOCEHEBLZRAE L, BT, Bl HE BREEBICHRIZ W TIAEER ~ il
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Pupillary reflex

X _H FEBIUHEERE(A=T)
1. REFLSCRS BTN 74 MR LRO L, BAOUNE, HERER~C,

-1 BEE A ED bR
0: EF
1 : RERE (MRS SRV

2. REHEEELER
*Yisual placing

response

DR ER>THRY FiF, H15 on DRI S F—FAEIC
ESUTTITE, MR T—AcEET SR 2R L 1T,
EEMILTHE 1L ) L TARGEHE L.,

-1: FIeR L _

0: FitEdH Y (HEFH T2 MET)

3. BREERS

Auditory response

BOE ETRERL L, BHORGE R,
-1: /KSRl :

0: E¥(fiAte, 227U L)

1 AR (B, RANREIEETT)

4, FWERG

Pain response

7 L R CEMO R RS, B0 IR E TR~
-1 B L

0: EX(FHZEL T3, EBITEYIES, Wi

1: BB R (R, SIRICiEYIES, WRT D)

5. ZHERREH
fAerial righting

$132 ecm D\/ENLEMEEEMNTRHHET S WK, EPT
MbHEY, EROXMCEMTIREER~I

-1 : % L (Lfir CHEMC E 7o)

0: KIEHY

6. i2H
Grip strerigth

CPU =P (EF N 9502, 7oA a—xP=7F U IHREH)
FEERICERL, §EY BV X 5 RO b D% CPU
FeJICRY i, FOMBICELARERZEYE, BT
F—IORACE &3 oo te, BiASHEN T2 RO AE (A
PrHE) ZEEE L, 2ERIEL, EHELZREB L%,

7. 75 Hu B IR
Randing foot-splay

ERORIED DITBEEZRY, #32 cn OS5 HAE_EICE)
Mk ¥E T &¥ic, FRRITSE Lic R oL REF (PRED Mo
PEEEEE Ui, 2EIEL, EHEZRMLE,
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1 fEREZR L UERE
1.1 —AIRHR (Table 1~2)

5 HMIE, 100 mg/kg FEOHE 6 FIF 2 Hi3 LU 300 mg/keg MO HERES 12 HlF 11 §C
WEABD iz, HEORFEEIL, 100 ng/ke BTk E 21~27 A DRI 1~3 A,
300 mg/kg BHTIHIRE 7~28 B OBICHIL 2~21 B, #iX1~21 B TH-7, 300 mg/ke
HETIREOW, BHTHBIUHAFTCHREI~4ABIZLADEHT, HI1FABIUHTH
T&E 4 BLARRICHE, M6 fITHRE 4 BLURICHRBEOH B2 BN, H 1 FITRE 3
BICEE, 1 fITRE 7~8 AIEEMEOETRS S UBEMIAED b,

WIS, 300 mg/keg BEDMERES 6 Hid, HE1 Gl L UM S FITHERRD bht,
pl, BB Ak, REMBEIICSI EREARNMERC TR LML,

1.2 FM72dERBIE (Table 3~4)

B EHEF, 300 ng/kg BHOMHEIRBWT, £5 14, 21 BXV28 AOBETHEEEL
HE L THRED R 2 7 ICHERENBBO b, 2B, 30 ng/kg BOETERE 21 Ao
ERERICAEERENB L bR, BRCEDRVWERTHI b, HRhERE
& DBV &I LT, |

R 7 BIV 14 B OBBTIE, 300 ng/kg BHOMHEL bARIEL LR L THEEIR
HenRhol,

1.3 18HEHE (Table 5~6)

#E 4 BB LURE 2 BORETH, BLES, REMEEEELRS, BERE, &
BN, EFERRS, BABICEHMBERELE b, OWThoERDEREHIZ LR
LHEELTHERERBD bRk,

1.4 BRHEBHE (Table 7~8)

BEABOBRETHE, WTHOERPERSHCOAMBHLERLTHEZRRED L
iz hrote, | .
I 2 MORE TR, MWBELHLBLT, wommgﬁoﬁoaﬁﬁmﬂhﬁttﬁm
BEH e,

2 f&H (Fig. 1~2, Table 9~10)

BEWIEG, 300 mg/kg OB THRE S AOFRICRBAHE LR, TOERVWTR LI
MBI NI, MEBELHELTC, HTRHEI ERBIU8 B4R, MTRkE s
~28 ROBEIFEREMELRBD LR,

WIEHARM R, 300 mg/kg BEOMECREMEICT 2 HEXAE ! AOBREBEICFELRELS B A
bhizd, TORIIFEENBO BN AMhoTz,

10
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3 fHE (Fig. 3~4, Table 11~12)
BEWET, 300 mg/ke Ot THRE 1~8 BOTERIC, WBHLEBRLTEER
B REb bR, _
RIEHARAH, 300 mg/kg BEOMETHRIE 1~8 A O|EEEIZ, BRI L L THERE
MABRH B, REMMETRICISERE S IFIEREOM E 257,

4 RIRE (Table 13~14)

B E 4 BOBRE T, RBEE LT, 300 mg/ke BOMETHAREBIUCRBIZER
mim, REBCHERETABRD O, 235, 30 ng/ke BEOME | §I TR ORI
HEIEHRHZ LR, ARICEDRWEBRTHEZ L2, HRMEEE L OBEMITRW
LML,

3 2 WORE TiE, 300 mg/ke HOMHE L LH/ETREEFREBY eI hoT,

5 MIRFERIIAZE (Table 15~16)

BERMETROMRE G, MBELIEBLT, mommgutwﬁmmfﬁﬁm%%
PR YRTTAFURHOERREERA BN, 300 ng/kg BOBTIIT 0 hrr BV
MoFELERLBDONE, i, 100 mg/kg U EOBOMTY  ASEREOEER LA
AiFH B, 300 mg/kg BEOHETIXFTROWBEIRILOFTERIBETERBD b,

o REMIEIM TR ORE CIE, XMRBEE BBEL T, 300 ng/kg BOBET~EI 2 ED

HEREL, REOHE TOL/MRBOFERBNSED L,

6 MEELFERETE (Table 17~18)

5 TROBE T, BB LB LT, 300 mg/ke gio‘ot&—e GPT IEH:DEER
ER, MCHEEOFERBEMBLI O N a—A0FRRSIRED R, S5iz,
FREOMERE TR VAT o — L OBEEREINbRED bhvis, oM, 100 ng/kg BOBET
BEINLEOFBEREDBAELNES, ARICEDRVWEETHEZ &b, HRYHE
#E L OEIR WV ERIBT L,

REEHIM T R ORE Tk, 300 mg/kg BEDORET GOT EMOFERETHITVRE Y L
Y ORERBOBED b,

7 HH(Table 19~20)
BEMEETROFR TR, WTFhoBCbHReEREOREEIIED bR T,
128, 30 mg/keg FEOKE | B CTHBOREICHEE, SIATHES XIUEIMm SIS E
B LNEN, BECHELZWIFAOAOEILTHY, HBWERE X OfEIZ2VEH)
BrL 7=,

PRI TR OTIR T, WThoBOBHIc b ERERD bhidot,

8 ZFEEE (Table 21~22)

BREHER TROMETH, HEBLEE LT, 100 ng/kg L EOBEOHHE CHEBOE
BEBIWMEEILERICFEREMEZR G, 30 ng/kg BOMTCIIEEROLTH- =

11



INd
BB EEE 2000TT278
FEREEE

2, BERLEMBED bhi, £, 300 ng/kg BoMHTHROBELERICFERIN
MBRD b,

REEHIAGHE T RF O T, HBBEL B LT, 300 mg/ke BOMCRROERRELB X
CHRELEERICEELREMNABO O N, £, ABORETER, HCMBOGELER
WCENEFNRARELREMBB O b,

Zoft, HBEHMHET R 300 ng/ke WO C.LEB X URIE, REOH TH, KIEY
& T BRIZ 300 me/ke HOMCHRB I UHRE LE, RABEOMH CHBEEEERESNALD
hiedd, WP L ERRLAVIRERREROLOEHTHY, IRFOKEZICERL
7B B 5 VBRI KT &k L, |

9 FEEARMRFERRE (Table 23~24)
1) Fri# ' :

REHFE T RORECBNT, PMEFIEOFTHBIIOIEADS 30 ng/ke L EDOBEOH
Bt 6 PP CRE~PEHECED LN, HAREOHME L HICBENSEMRMLTHEENE,
REERITHE T R DR TIE, HZED DD FFHIEE DB 300 mg/kg BEOME 6 4t 1

PITIREICA BN, BREHMKTRLERLT, BRI ICERESLEE L,

2} B
BREMEETROBREICBWT, FIEEERAETN 100 mg/kg OB 1§ TEREI,
300 mg/kg FEDHE 5 Blis L UME 2 FITRE~PEEICA LI, 300 mg/kg FEOHE 3 FlTIX
SHICEAAEREEICRD N, £, EMRMAT EE D22 30 ng/ke BEOME
34, 100 mg/kg BEOHE 1 B35 L O/ 2 172 & TAZ 300 mg/keg BEOHE 2 Hl3s L U 6 44 C
BB bR,

WEEHIRINE TRORE TR, FEEMERME D 300 mg/kg FEOHE 6 Bl &F TIRE~F
BECHDN, BREHRKRTREEBELT, BEEXED bR, £, BERMRE
A3 300 me/kg BEDOHE 1 BICIREICAH BN, BREMMETRL D LRIAFEMRHL Lz,

3) FRAR
BEHHRTROBREIZBWT, BEEROBEHER/JERD 30 B X100 ng/kg FEO
A 4 Bl LU 3 F, 300 mg/ke TEDMEHEE 6 PI2MCIRE~FESEICRD bhiz,
RENRE TREORE T, WIELEOIBBR/IRKH 300 mg/kg BEDTE 4 Ml L UMHE
SHICIREICAH &I, REMMKTRL LT, BRRAKBIUVBESEBE L,

T Ofh, BEHEKRTRSD 5 WVIMFEMBRTRICH bR, dRFBICLEDL

NAEHZ VD BFIORICHA LRI BRBANLELTCHY, HBRYERE L O
v ST L,

12
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VvV & £

BEHREF, OThoRERICLIETHBD O 2hok, EREETIHE, 100 mg/ke
BEOHER X T8 300 mg/keg HOMMBE CHESR L D, 300 mg/ke BOMETXA2DEHTE
LURE, HETHKRE, MTHEDMOET, BEMrB L UHEROR BB bhi, Z0
S HLRHERERS 7T ALBRICERShL, LA5DEHTREE I~L BOHTHY, KEDL
FARECBD bz, TOBREED 2 WiXEEROBAO B A BN, RE T~8 HIZED
DIET L EEBMESTR® b, E7-, 300 mg/ke BT, BHEEORLBHE1~8 B
Abh, FEELTHEERIARD b, LXK, BRYEARSEZL225~DF
IR ST BB L, 2B, B 1 BOHE CER L EMRERRE TR,
RS oERIZBASZ ST, #BERE, BRESHEL IUHRICBWTHHBRHERS
OEEIIRD LN ok, e, BRREICBWT, 300 ng/kg BOMTREORME X
VRLEBOETHED NE, RRFCHIELUARKEXREMLTEY, LRofits bl
BT, #RHEORMICE Y HKESEML, TOERE LTRERN, RICEETM

AL LAlTERT,

-7 ==A-1-% v YA Z oOFERE L0 EE, FRS X URRIBR~OFENH
DN, BT, GEEMNRME 100 ng/kg BEORES XU 300 mg/ke BT,
B R 300 ng/ke OB TH O, 300 mg/ke HTHEBREROHMERISED Sh
T 72, EACRME ERE 02K 30 mg/kg L EDOBEOMER XU 100 mg/ke PA OB
DOETHR BN, [LrOHESREAFIIEEENTHWAILOLHRINDSE, WTFh bR
ERERTHY, oORETIEBDICBBIE~DORELTRRTATENROLRARNI LD,
LSBTV LR L, '

FFBECIE, 30 mg/kg LA LOBEOMEREC/NERIED FHROIBARA 2 b, 100 mg/ke
PLEOBEOHER XU 30 ng/keg UL EOBOM CHBEROHEMMBED bhi, #HBROHO
RBEBRCRIFTEBIIOWTRH L TWRWE, 7=/ A F — ik ¥ OBERHEEIE
RERATHHEORFERECHMOBLHBEEINTEY, R0 LS kEBmEREIC
X B2H~OBRBIREMWIICELBDLNTVAZ b, ThbDB{LITAHER
ROFPHCEHBE L b MR INE, T, FRIBTR, 30 me/kg A LOBEOMHMET
W LR OBER/BARBD bR, FRORDRUBERLZFETI I LICL-oTHR
JROMRENSEIL L, BRBUR/E L (T OFWHRTEEND Z L BB EA TR Y ¥9,
CORRIBIZBIT AR LERFRCRBA Lz b LEFshz, 2, MEEMRET
b, 100 mg/kg BLEDOBOMCEMIES ba RS 7 AF U BRIOER, 300 ng/kg B
OHECTa bo rEUREHOERN, hEAE{LFRRETIE, 300 mg/ke BOMETH o
VAT a—AOEM, HTPTREEO LR, T Aa—R0EPE LU PRI OHMN
BEHBN, WThbLBELRFETHH bOOFBR~oRERIR I,

O, MEBEEAHREIZBVT, 100 mg/kg L EOBFEOMTY 8RO ER, 300
mg/kg BOM CHFFRRSEHRIEOET AR D bz, ZORERBLATRVS, BB
mERIKICE L2 <, FHEENERIT VLI LE,

B WK TH# 14 AFROKREMBEZRY, ERoBLoBRE >V TR LE, £
DFER, BREB IUBROGEESRRTFICEEEERBD R o %, FOMOKRE

13
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REREE

B & B Wik S S TR BT AR, WihbEED 3 W XERERIED 5
hic, 288, BRWEHR, MEFHHRE, MEEEEOREBIUVBRERR CERERS
BNEEEBH S, WP bBREHEETRICERBED bR TWRWRELREETHD,
MFREER L CBRERREICBITAEDIC >V TIRHBE - BRRICEET 2 EEBED LR
ol b, HRUHRSORETRRVEHEILE, ‘

LEDRRNL, FRBEETICBY S -7 2=0-1-% v A7 o OEZHRIT
30 mg/kg/day &HMFXhi=,

X #R

1) EfEE— b CRBR) -7 == A-1-F T IV F DTy MBS 28 BEIKH
RngsEtBRor S BERERR (14 B HRERERER) [RERFS: 2000TT277]

2) MecClain, R. M. (1989) : The significance of hepatic microsomal enzyme

' induction and altered thyroid function in rats: Implications for thyroid
gland neoplasia, foxicel. Pathol. 17, 294~306.

3) Bookstaff, R. C. et al (1996} : Effects of Doxylamine succinate on thyroid
hormone balance and enzyme induction in mice, Foxrcol. Appl. Phamacol. 141,
584~594.

FOMOTIE

1 RERE |
BEZERORBEIFEMBEAICHEE SN TERY, £, fshk L UERK iz i#H B
BEPEET LS RBEOKENIRD ORIl

2 FRIAILLBTCERI-ERBROBEGIEEEZRETEVOLHHFER LUHR
HEHFICKEDR 2T L ,
UToL) RN Hokd, RERFMcEELTRIET O TiEd ok,
1} HEo{ERAREEREE, 1170~270 gl ERES W Tz, FEEErl258~303 g TH
W, ER%Z EE- -G Flg 3L ) 2ER LT,

14



Supplement 1
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Indan, 1-methyl-3~phenyl: 5. 6mass%
EOM —FR 5T InasskRBORERH SLA SIS : 3. Jnass¥
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Supplement 3

Study No.:

Test article:
VYehicle:

Storage container:
Storage conditions:

Date of preparation:

Dates of Qeterminationi

CERTIFICATE OF ANALYSIS

(STABILITY)

2000TT278

2000TT278

No, 2000TT278-51-1

1-phenyl=1-xylylethane — .

Corn oil

Glass container
A} at preparation
B; for 6-hour storage at rcom temperature
December 19, 2000

A: December 19, 2000
B; December 19, 2000

nalyst: —
Results:
Nominal cone. Conc. Mean conc. Remaining
(mg/aL) (mg/ul) (ng/aL) (%) Judgenent
6. 107
] A 6. 047 6. 077 =
6. 088
B 5 967 6. 028 99. 2 Conforms
19.95
A 19.75 19.85 - -
20 19. 89 ,
B 19:79\ 19. 84 99.9 Conforms
ER. 64
A 58, 95 58. 80 = =
H 58. 14
B 57 54 57.84 98.4 Conforms

Judgment criterion:

Conclusion:

. Chief investigator:

The remaining percentages to the values at preparation
ranging from 90-110 % are acceptable.

I-phenyl-1-xylylethane solutions in corn oil at 6, 20
and 60 mg/ml are stable for 6-hour storage at room
temperature.

Analytieal Services Dept.

Ina Research Inc.



Supplement 4 -1

. Study No. :

Test article:
Vehicle:
Date of preparation:

200017278

No. 2000TT278-C1-1

CERTIFICATE OF ANALYSIS
(CONCENTRATIONS)

2000TT278

1-phenyl-1-xylylethane | N N NNNNEEF

Corn oil
December 21, 2000

Date of determination: December 21, 2000

Analyst: ]
Result
Nominal Conec. Conc. Mean conc. Percentage to Fidnetis
{(mg/mL} (mg/mL) (mg/mL) nominal conec. g
6. 251
6 . 5.952 6. 102 101.7 Conforms
15.94
20 20. 64 20. 29 101.5 Conforms
58.93
60 50.82 89, 38 99.0 Conforms

Judgment criterion:

Chief investigator:

The percentages to nominal concentrations ranging from
90-110% are acceptable.

—-«

Analytical Services Dept.

Ina Research Inc.




Supplement 4 -2

Study No. :

Test article:
Vehicle:

Date of preparation:

1200017278

No. 2000TT278-Ci-2

CERTIFICATE OF ANALYSIS
(CONCENTRATIONS)

200071278

henyl-1-xylylothon

Corn oil
January 17, 2001

Date of determination: January 17, 2001

Analyst:
Result
Nominal Conc. Conc. - Mean conc. Percentage to Tullgsment
(mg/mL) (mg/mL) (mg/mL) nominal conc. &
5.952
6 5. 861 5. 907 . 98.% Conforms
19. 74 ‘
20 19, 64 19.69 88.5 Conforms
58. 30
60 59, 99 58. 76 ‘ 97.9 . Conforms

Judgment criterion:

Chief investigator:

The percentages to nominal concentrations ranging from
90-110% are acceptable.

Analytical Services Dept.
Ina Research Inec.
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- Fig. 1 Mean body weight in male rats administered 1-phenyl-1-xylylethane orally for 28 days
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——  Control group
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e 100 mg/kg group
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Da_y of administration Day of recovery

Fig. 2 Mean body weight in female rats administered 1-phenyl-1-xylylethane orally for 28 days




Food consumption (g/day)
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— == 30 mg/kg group
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200077278
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Day of administration

Fl

Fig. 3 Mean food consumption in male rats administered 1-phenyl-1-xylylethane orally for 28 days ‘
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30

25

20

15

10

2000TT278

i /___,..
i ~——  Control group

—— =30 mg/kg group

------ 100 mg/kg group

= - — - 300 mg/kg group
~3"1 13 38 : 8715 15722 | 22728 178 8714

Day of administration o Day of recovery

Fig. 4 Mean food consumption in female rats administered 1-phenyl-1-xyiylethane orally for 28 days
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Table 1 General condition in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1 —phen_yl—I —xylylethane (mg/kg)
Control 30 100 300
Administration period
Number of animals observed 12 6 6 12
Number of animals with abnormal signs 0 0 2 12
Number of animals with the following signs
Salivation 0 0 2 11
Staggering gait 7 0 -0 0 7
Loose stool 0 0 0 1
Loss of fur 0 0 0 1
Recovery period
Number of animals observed 6 6
Number of animals with abnormal signs 0 1
Number of animals with the following signs
0 1

Loss of fur
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Table 2 General condition in female rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1-xylylethane (mg/kg)
Control 30 100 300
Administration period

Number of animals observed 12 6 6 12
Number of animals with abnormal signs 0 0 0 12
Number of animals with the following signs

Decrease in movement 0 0 0 1

Prone position 0 0 0 1

Salivation 0 0 0 1

Staggering gait 0 0 0 4

Loss of fur 0 0 0 7

Scant feces 0 0 0 6
Recovery period :

Number of animals observed 6 6
Number of animals with abnormal signs 0 b
Number of animals with the following signs

Loss of fur 1] b




20007T278
Table 3 Functional observational battery in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1-xylylethane (mg/kg)
Control - 30 100 300
Posture : B3 00+ 00 (12) 00+ 00 (B) 00 =+ 00 (6 00X 00 (12)
D1 00+ 00 (12) 00 = 00 - (B) 00+ 00 (6) 00 00 (12)
D7 0000 Q2 00 £ 00 (6) 00 = 00 (6) 00 £ 00 (12)
D14 00£ 00 O 00 £ 00 (8) 00 00 (6) 00 00 (12
D21 00+ 00 (12) 00 00 (6 00 £ 00 (B) 0000 (12)
D28 06+ 00 (12) 00 x 00 (6) 00+ 00 (6) 00 00 (12)
R? 0.0 £ 00 (6) . . 0.0 & 0.0 {(6)
R14 0.0 £ 0.0 (6) . - 00+ 00 -(6)
Convulsions : B3 00+ 00 (12) 00+ 00 (6) 00+ 00 (B) 0o+ 00 (12)
D1 00 00 (i2) 00 £ 00 (6 00 x 00 (8) 0o 00 (2
D7 00X 00 (12) 0.0 £ 00 (&) 00+ 00 (6) 0000 (12)
D14 00+ 00 (12 00+ 00 (B) 00+ 00 (6) 00 00 2
D21 00+ 00 {(12) 00+ 00 (6) 00X 00 (6) 00+ 00 (12)
D28 00+ 00 (12 00 % 00 (6) 00 £ 00 (6) 0000 (12)
R7 00+ 00  (6) . . 0.0 x 0.0 (6)
R14 0.0 &+ 0.0 {(8) . . 0.0 =+ 0.0 (6)
Respiration : B3 00 =00 (2 00 x 00 (8) 00 = 00 (6) 00 £ 00 (12)
i D1 0000 Q2 00 X 00 (B) 00 00 (6) 00+ 00 (2
b7 0000 (12 00 x 00 (6) 00X 00 (6) 0000 (12
D14 0000 (2 00 % 00 (6} 00 00 (6) 00+ 00 (12
D21 00 = 00 (12) 00 % 00 (6} 00 = 00 (B) 0000 (12
D28 00 £ 00 (12) 0.0+ 00 (6) - 00 % 00 (6) 00 00 (12)
R7 0.0+ 00 (B) . 00 4 00 (6)
R14 0.0 + 00 (6) . . 0.0 £+ 0.0 {6)
Stereotype : B3 00+ 00 (12) 00+ 00 (8) 00 % 00 (6) 00+ 00 (12)
D1 00+ 00 QD 00 00 (6) G0 X 00 .(B) 0000 (12
D7 00+ 00 (12) 00+ 00 (6) 00X 00 (B) 0000 (12)
D14 o+ 00 (12) 00 00 (6) 00 X 00 (6) 00 00 (2
D21 COx 00 (12) 0.0 = 00 (6) 00+ 00 (6) 00+ 00 (12)
D28 00+ 00 (12) 00+ 00 (6) 00X 00 (6) 00 00 (12)
R7 0.0 £ 0.0 (6) . : - 00 *+ 0.0 (6)
R14 00 + 00 (6) 00 = 0.0 (6)

Each value represents Mean =+ S.0. (scores)
B : Before administration

{ }: Number of animals

D : Day of administration

R : Day of recovery




2000771278
Table 3 (Continued-1) " Functional observational battery in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1-xylylethane (mg/kg)
Control 30 100 300
Abnormal behavior : B3 00+ 00 (12) 00 x 00 (B) 00 = 00 (6) 00 00 (12)
D1 0000 Q2 00+ 00 (6) 00 £+ 00 (6) 00 00 (12)
D7 00 =00 (12) 00 £ 00 (6) 0.0 x 00 (6) 004 00 (12)
D14 00 £ 00 (2 0.0 = 0.0 (6} 0.0 = 0.0 {6) 0.0 X 00 (12)
D21 00+ 00 (12) 00 £ 00 (6) 00 00 (8) 00+ 00 (12)
D28 00+ 00 (12) 00+ 00 (6) 00 &= 00 (&) 00+ 00 (12)
R7 00 =+ 0.0 (6) - ‘ . 0.0 £ 0.0 {6)
R4 00 X 00 (6) . . 0.0 == 0.0 {6)
Handling difficulty : B3 00 00 (12) 00 = 00 (6) 00+ 00 (6) 060+ 00 (12)
D) 00 00 (12) 00 &+ 00 (6) 00 = 00 (6) 0000 (12)
D7 0000 (12) 00 = 00 - (B) " 004 00 (6) 00+ 00 (12)
D14 00+ 00 (12 00X 00 (8) 00 £ 00 (8) 00+ 00 (12)
D21 00+ 00 (12) 00 £ 00 (6) 00+ 00 (6) 00 £ 00 (12
D28 0000 (12) 00+ 00 (6) 00+ 00 (6) 00 00 (12)
R7 00 + 0.0 {6) . 00 + 00 (6)
R14 0.0 £+ 0.0 (6) - . 00 + 0.0 (8)
Abnormal vocalization : B3 - 00+ 00 (12) 00 £ 00 (6) 00 £ 00 (6) 00 00 (12)
D1 0000 (12) 00 £ 00 (8 00 00 (6) 00+ 00 (12)
D7 00 00 (12} 00 00 (6) 00 = 00 (8) 00 £ 00 (12)
D14 00 &= 00 (12) 00 x 00 (6} 00 £ 0.0 (B) 00 £ 00 (12
D21 a0 £+ 00 (12) 00+ 00 (B) 00 x 00 (6) 00+ 00 (12
D28 00 £ 00 (12 00+ 00 (6) 00+ 00 (6) 00 £ 00 (12
R7 00+ 00  (6) . . 0.0 £+ 00 ()]
R14 0.0 &+ 00 (6) . 0.0 = 0.0 {6)
Muscle tone : B3 00+ 00 (12) 00 00 (6) o0 x 00 (6) 00+ 00 (12)
D1 00+ 00 (12) 00+ 00 (6) 00 X 00 (6) 00+ 00 (12)
D7 COox 00 (12) 00+ 00 (6) 00 x 00 . (6) 00+ 00 (12)
D14 00+ 00 (12) 00+ 00 (p) 00 = 00 (B} 00+ 00 (12)
D21 cox+ 00 (12) 00 £ 00 (6) 00+ 00 (6) 00400 Q2
D28 060 00 (12} 00 £ 00 (6) 00+ 00 (6) 00+ 00 (2
R7 0.0 = 0.0 (6) . . 0.0 % 0.0 (6)
R14 00 + 00 {6) 0.0 + 0.0 (6)

Each value represents Mean % S.D. (scores)
B : Before administration

( }: Number of animals

D : Day of administration

R : Day of recovery
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Table 3 (Continued~2) Functional observational battery in male rats administered 1-phenyl-1-xylylathane orally for 28 days
1-phenyi~1-xylylethane (mg/kg)
Control 30 100 ' 300 :
Fur appearance ; B3 00 £ 00 (12) 00X 00 (8) 0o+ 00 (&) 00 = 00 (12)
. D1 00 = 00 (12} . 00 = 00 (6) 00+ 00 (B) 00 = 00 (12
D7 00+ 00 (12) 0000 (6 00+ 00 (&) 00 = 00 (12)
Di4 . 00+ 00 (12) 00+ 00 (6) 00 = 00 () 00+ 00 (12
D21 : D000 (2 00+ 00 (6) 00 = 00 (6) 00+ 00 (12
D28 00+ 00 2 00 &= 00 (8) 00+ 00 (6) 00+ 00 (12)
R7 00 + 00 (6) . . 0.0 £ 00 (8
R14 00 = 00 (6) . . 0.0 &= 0.0 (6)
Piloerection : B3 0.0 £ 00 (12) 00 = 00 (6) 00+ 00 (B) 00 = 00 (12)
D1 00+ 00 (12) 00 + 00 . (6) - - 0000 (6 00 00 (12)
D7 00 = 00 (12) 00 =% 00 (6) 00+ 00 (B 00+ 00 (12)
D14 00 00 (12 00+ 00 (6) 004 00 (B)- 00+ 00 (12)
D21 00+ 00 (12) 00 00 (B 00+ 00 (6) 00+ 00 - {12)
D28 00+ 00 (12) 00+ 00 (6) 00+ 00 (6) 00+ 00 (12
R7 0.0 =+ 0.0 (6) . . 00 -+ 00 ®
Ri14 00 + 00 (6) . . ' 0.0 + 00 ()
Skin/visual mucosa: B3 0000 (12) 00X 00 (8 00 £ 00 (6} 00+ 00 (2
D1 00+ 00 (12) 00 00 (6) 00 = 00 (6) 00 00 (12
D7 00 00 (12) 00+ 00 (6) 00 £ 00 (6) 00+ 00 (12)
D14 00+ 00 (12 00 % 00 (6) 00 £ 0.0 (6) 00+ 00 (12)
D21 00+ 00 (12 co £ 00 (6) 00 = 00 (6) 00+ 00 (12
D28 0000 (12) 00+ 00 (6) 00+ 00 (6) 00+ 00 (12
R? 00 = 00 ()] . 0.0 + 0.0 (8)
_ R14 0.0 =+ 00 (8) . . 00 = 0.0 (6)
Pupil size : B3 00+ 00 (1) 00+ 00 (6) 00+ 00 (6) 00+ 00 (12)
D1 00 = 00 (12 0.0 = 00 (6) 00+ 00 (6) 00+ 00 (i2)
D7 00 £ 00 ' (12) 00 =+ 006 (6) 00+ 00 (6) 0000 (12
D14 00 £ 00 (12 00 %+ 00 (6) 00 % 00 (6) 00+ 00 (i2)
D21 00 £ 00 (12) 00+ 00 (6) 00 &= 00 (6 00+ 00 (12)
D28 60+ 00 (12) 00+ 00 (B) 00+ 00 (6) 00+ 00 (12)
R? 00 £ 00 (5) . . 0.0 = 00 (6)
Ri14 0.0 + 00 (6) 00 + 00 (8)

Each value represents Mean £ S.D. (scores)
B : Before administration D : Day of administration R : Day of recovery
( ) : Number of animals :
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Table 3 {Continued-3) Functional observational battery in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1-xylylethane {mg/ke)
Contral 30 100 300

Salivation : B3 004+ 00 (12) 00+ 00 (8) 00X 00 (B) - 0000 Q2
D1 Cox 00 (12 00 &= 00 - (6) 00 x+ 00 (6) 00 x 00 (12)
D7 00 00 (12) 00 %+ 00 (6) 00+ 00 (6) 01+ 03 2
D14 004 00 (12) 00 % 00 (6) 00 00 (B) 0.8 = 05+k(12)
D21 00+ 00 (12) 00 £ 00 (8) . 02+ 04 (B) 0.7 £+ 0.5%k(12)
D28 00 00 (12) 00+ 00 (6) 02 £ 04 (6) 08 £ 0.5%k{(12)
R7 00 £ 0.0 {6) . . 00 # 00 (6)
R14 0.0 = 0.0 {6) . . 00 =+ 0.0 (6)
Lacrimation : B3 00+ 00 (12) 00 00 (B) 00 X 00 (6) 00+ 00 (12)
D1 00 00 (12} 00=x 00 (B) 00 = 00 (B) 00 = 00 (12)
D7 004 00 (12) 00+ 00 (6) 00 = 00 (6) 0000 (12)
D14 00 = 00 (12) 00+ 00 (8) 00 £ 00 (6 00+ 00 (12)
D21 00 00 (12) 00 £ 00 (B) 00 00 (8) 6o+ 00 (12)
D28 00+ 00 (2 00+ 00 (B) 00 £ 00 (B) 0000 (12)
R? 0.0 = 00 (6) . ' . 0.0 £ 0.0 {6)
R14 0.0 = 0.0 (6) . . 00 =+ 0.0 {6)
Righting reflex : B3 060 00 (12) 00+ 00 (6) 00X 00 (B) 00X 00 (12)
D1 00 00 (12) 00X 00 (6 00 00 (B) cox 00 (12)
D7 00 £ 00 (12} 00 = 00 (6) 00 x 00 (B) 00+ 00 (12
D14 00 00 (12) 00 = 00 . (6) 00 = 00 (8) 00+ 00 (2
D21 00 00 (12 00+ 00 (8 . 00+ 00 (6) 00+ 00 (2
D28 0000 (12 0.0 &£ 00 ° (B) 00 = 00 (6) 00+ 00 (12)
R7 0.0 = 00 (6) . . 00 & 00 (6)
R14 0.0 + 00 (6) . . 00 = 00 (6)
Consciousness : B3 00+ 00 (12) 00+ 00 (6) 00 00 (B) 00 00 (12)
. D1 00+ 00 (12) 00X 00 () 0000 (6) 00+ 00 (12)
D7 00+ 00 (2) 00 x 00 (B) 00 = 0.0 {6) 00 £ 00 (12)
D14 00+ 00 (12) 00+ 00 () 00+ 00 (6) 00+ 00 (12)
D21 00+ 00 (12) 00 X+ 00 (6) 00+ 00 (6) 00 00 (12}
D28 00+ 00 (12) 00 & 00 (6) 00+ 00 (8) 00+ 00 (12
R7 00 = 00 (6) . . 00 £ 0.0 (6)
Ri4 0.0 = 0.0 {(6) 0.0 = 0.0 {(6)

Each value represents Mean =+ S.D. (scores)

B : Before administration D : Day of administration R : Day of recovery
( ) : Number of animals '

*#* Significantly different from control (P<0.01)
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Table 3 (Continuad-4) Functional observational battery in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1~xylylethane {mg/kg)
Control 30 100 300

Gait ¥ : © - B3 - 00+ 00 (12) 00 £ 00 (6) 00+ 00 (B) 00 £ 00 {12)
D1 00+ 00 (12) 0000 (6 00+ 00 (B 00 00 (12
D7 00+ 00 (12) 00 00 (6) 00 + 00 (B) o= 00 (12
D14 00 00 (12) 00 + 00 (6) 00+ 00 (B) 00+ 00 (12)
D21 00 % 00 (12 00+ 00 (6) 00 *+ 00 (6) 00+ 00 (12)
D28 00+ 00 (120 00 = 00 (B) 00 £ 00 (B) 00 £ 00 (i12)
R7 : 00+ 00  (6) ' . 00+ 00 (B)
R14 00+ 00 (6 ° . . ' 00+ 00 (6)
Defecation ™ B3 0.0 = 00 (12 10 £ 1.3% (B) 02 = 04 (6) 03+ 05 (12
{(counts / 2 min) D1 06 =17 (12) 08 % 10 (6 0.2 + 04 (6) 05 % 09 (12)
D7 0305 (12) 05 = 08 (6) 03+ 08 (8) 03+ 07 (12
D14 03£ 08 (12) 07 % 1.0 (6) 0204 (B) 03+ 06  (12)
D21 02 % 04 (12) 05+ 08 (6) 02+ 04 (6) 02+ 06 (12
D28 05+ 12 (12) 00 + 00 (6) 03+ 08 (8) 02+ 06 (12)
R7 00 % 0.0 (6) . — 0.0 = 0.0 (6)
. R14 0.0 + 0.0 (6) ' . 004 00 ()
Urination *- B3 0000 (12 00 = 00 (6 02 #+ 04 (B) 02 % 04 (12)
{counts / 2 min) D1 0000 (12) 02+ 04 (6) 00 + 00 (6) 02+ 04 (12)
D7 00+ 00 (12) 02+ 04 (6) 00+ 00 (6) 03+ 07 (12
D14 02+ 04 (12) 02 + 04 (B) 05+ 05 (6) . 04 + 05 (12)
D21 02+ 04 (12 0.8 + 04% (6) 05+ 05 (8) - 03+ 05 (12)
D28 03+ 06 (12 03 % 05 (8) 03+ 05 (6) 01 %03 (12
R7 05+ 05 (6) . . 0.0 = 00 (6)
R14 02+ 04 (6) . . 0.2 & 0.4 (6)
Rearing ™ B3 30+ 15 Q12 23+ 30 (6) 13 1.0 (6) 20+ 15  (12)
{counts / 2 min) D1 49 + 37 (12) 38 % 32 (6) 1.8+ 19 (6) 38+ 27 (12
D? 13+ 14 (12) 07 &+ 10 (6) 05+ 08 (8) 13+ 22 (2
D14 32+ 30 (12 28 + 34 (6) 15+ 18 (8 20+ 24 (12)
D21 3828 (12 25+ 34 (B) 324+ 26 (6) 31+ 39 (12
D28 36+ 34 (2 315+ 42 (6) 20 25 (6) 24+ 25 (12
R7 324+ 1.2 (6) S . 35+ 23 (6)
R14 32+ 1.9 (6) 37 19 {6)

a)
b)

Each value represents Mean % S.D. {scores) -

Each value represents Mean = S.D. (frequencies)

B : Before administration D : Day of administration R : Day of recovery
( ) : Number of animals '

*  Significantly different from contro!l (P<0.05)
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Table 4 Functional observational battery in femala rats administered 1-phenyl-1-xylylethane orally for 28 days
\ 1-phenyl-1=xylylethane (mg/ke)
Control 30 100 300
Posturs : B3 00 % 0.0 (12) 00 = 00 (B) 00 00 (6) 00+ 00 Q2
Di 00 £+ 0.0 (12) 00+ 00 (B) 00 £ 00 (6) 00+ 00 (12)
D7 00+ 0.0 (12) 00 £ 00 (B) ‘00 = 00 (B) 01+ 03 (2
D14 00 = 00 (12) 00 % 00 (6) 00 = 00 (6 00+ 00 {(12)
D21 0.0 = 0.0 {12) 00 00 (6) 00 = 00 (6 00+ 00 (12
D28 00 = 00 {12} 0.0 = 0.0 (6) 0.0 = 00 {(6) 0000 (12)
R? 0.0 £ 00 (6) . 00+ 00 (6)
R14 00 = 00 (6) - . 0.0 £ 00 (6)
Convulsions : B3 0.0 = 00 (12) 00+ 00 (B) 00+ 00 (B} 0ox 00 (2
D1 0.0 = 0.0 (12) 00 £ 00 (6) 00 £ 0.0 (F) 0000 (12
D7 00 £ 00 (12 00 £ 00 (6) 00 00 (6) 00+ 00 (2
D14 00 + 00 (12) 00+ 00 (6) 00 00 (6) 0000 (12)
D21 00 + 00 (12) 00+ 00 {6) 00 + 00 (8 00+ 00 2
D28 0.0 %+ 00 (12) 00 = 00 (6) 00+ 00 (6) 00 00 (12)
R7 - 00 £ 00 (6} . 00 £ 0.0 (6)
R14 00 = 0.0 (6) . - . 00 £ 0.0 (8)
Respiration : B3 00 & 0.0 (12) 00t 00 () 00 £ 00 (6) 00+ 00 (12)
D1 0.0+ 00 (12) 00 % 00 (B) 00 %+ 00 (6) 00+ 00 (12
D7 00+ 00 (12 00+ 00 (B) 00 £ 00 (6) 0000 (12)
D14 00 + 00 (12) 00 + 00 (@) 00 £ 00 (B) 00 £ 00 (12)
D21 00 %+ 00 - (12) 00 & 00 (6) 00+ 00 . (6) 00 £ 00 (12)
D28 0.0 = 00 (12) 00 00 (6) 00+ 0.0 (B 00 £ 00 (12)
R? 00 %= 00 (6) . - 00 %= 00 {6)
R14 00 + 00 (6) - . 00 &+ 0.0 {6)
Steraotype : . B3 0.0 = 0.0 {12) 00 £ 00 (B) 00 00 (B) 00+ 00 (12)
D1 00 £ 00 (12) 0.0 £ 00 (6) 0 X 00 (B) 00 00 (12)
D7 0.0+ 00 (12} 00 + 00 (6) 00+ 00 (6) 00+ 00 (12)
D14 . 00 £+ 00 (12) 0.0 £ 00 (B) 00+ 00 (6) 0.0+ 00 (2
D21 00 = 0.0 {12) 00+ 00 {6) 0.0 X+ 00 (6) 00 £ 00 (12)
D28 0.0 & 0.0 (12) 00+ 00 (6) 00 * 00 (6) 00 00 (12)
R7 0.0 & 0.0 (6) - Co 0.0 = 0.0 (6)
R14 00 + 00 (6) 00 = 00 (6)

Each value represents Mean =+ S.D. (scores)
B : Befors administration

( ): Number of animals

D : Day of administration

R : Day of recovery
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Table 4 (Continued-1) Functional cbservational battery in female rats administered 1-phenyl~1-xylylethane orally for 28 days
1-phenyl-1-xylylethane (mg/kg)
Control 30 100 300
Abnormal behavior : 23 00 *+ 00 (12) 00 = 00 (8) 00 % 00 (8 00+ 00 (2)
D1 00 + 0.0 (12) 00X 00 (6 00 £ 0.0 (6) 00+ 00 (2)
D7 00 = 0.0 (12) 00 = 00 (6} 00+ 00 (6) 00X 00 (12)
D14 00 + 0.0 (12) 00 = 0.0 (6) 00 = 00 (6) 00+ 00 (12)
D21 0.0 %= 0.0 {(12) 0.0 £ 00 (B) 00 = 00 (B) 00+ 00 (12)
D28 00 %+ 0.0 {12) o+ 00 () 00 £ 00 (6) 00+ 00 (12)
" R7 00 = 00 {6) - 0.0 =% 0.0 (6)
R14 0.0 = 0.0 (6) . . . 0.0 = 0.0 {6)
Handling difficulty : B3 0.0 £ 00 (12) 00 x 00 (8) 00 x 00 (6) 00+ 00 (12)
' D1 00 % 00 (12} 00 £ 00 (B) 00 X 00 (6) 0ecx 00 (12
b7 00 = 00 (12) 00 x 00 (B) 00 00 (6) 00 £ 00 (2)
D14 00 = 00 (12) 00 £ 00 (8) 00+ 00 () 00 £ 00 (12
D21 00+ 00 (12) 00 + 00 {6 00+ 00 (6) 00+ 00 (12)
D28 00 %+ 00O (12 00+ 00 (6) 00 = 00 (8) 00 00 (12
R7 00 % 0.0 (6) . ' - 00+ 00 (6),
. R14 00 + 0.0 (6) . - - 00 = 0.0 (6)
Abnormal vocalization : B3 00 *+ 0.0 (12) 00 % 00 (6) 00 &+ 00 (6) 00+ 00 (12)
: Di 00 £ 0.0 (12) 00X 00 (B) 00 = 00 (8) 00+ 00 (12)
D7 00+ 00 (12) 00+ 00 (8) 00 = 00 (B) V00 00 (12)
D14 00 % 0.0 {12) 0ot 00 (B) 00 00 (8) 00+ 00 (12
. D21 00 = 0.0 (12) 00+ 00 (6) 00 00 (6) 00+ 00 (12)
D28 00 £ 00 (12 00+ 00 (6) 00 = 00 (6) 00+ 00 (12)
R7 0.0 = 00 {6) . . 00 £+ 00 (6)
R14 0.0 = 0.0 {6) . ' . 0.0 #+ 0.0 (6)
Muscle tone : B3 0.0 = 00 (12 00 = 00 (6) 0000 (6) 00 = 00 (12)
D1 00 x 0.0 {12) 00 £ 00 (B) 0000 (6) 00+ 00 (2
D7 00 *= 0.0 {12) 00 00 (6) 00 £ 00 (8} 00+ 00 (12)
D14 0.0 &= 00 (12) 00 % 00 (6) 0.0 £ 00 (6) 00 x 00 (12)
D21 0.0 % 00 (12 00+ 00 (8) 0.0 = 00 (6) oc =00 (2
D28 00 £ 0.0 a2 00 = 00 - (6) 00+ 00 (B) 00X 00 12)
R? 0.0 £ 00 (6) . - 00 #+ 00 (6)
Ri4 0.0 £ 0.0 {6) 00 = 00 (6)

Each value represents Mean + S.D. (scores)
B : Before administration

{ ): Number of animals

D : Day ‘of administration

R : Day of recovery
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Table 4 (Continued-2) Functional observational battery in female rats administered 1-phenyl-1-xylylethane orally for 28 days
{-phenyl-T-xylylethane (mg/kg)
Control 30 100 300

Fur appearance : B3 0.0 £ 00 (12) 00 + 00 (B) 00+ 00 (B) 0.0+ 00 (12)
D1 0.0 & 0.0 (12) 00 = 00 (B DO X 00 (6) 00+ 00 (12)
D7 0.0 = 0.0 (12) 00 %+ 00 (6) 00+ 006 (6) 0000 (12)
D14 0.0 £+ 0.0 (12) 0.0 = 00 (6) 00 #= 0.0 (6) 00+ 00 (12)
D21 00 + 0.0 (12) 00 = 00 (6) 00 + 00 (6} 00 £ 00 (12)
D28 00 £ 0.0 (12) 00 00 (6) 00 00 (6) 00+ 00 (12)
R7 00 X 00 (6) . . 00 = 0.0 (6)
R14 - 0.0 &+ 00 {6) . . 0.0 & 0.0 (6)
Piloerection : B3 00+ 0.0 (12) 00 £ 00 .(B) 00+ 00 (6) 00+ 00 (12)
D1 00X 00 (12 00+ 00 (B) 00 00 (6) 00 00 (i2)
D7 0.0 = 0.0 (12) 00X+ 00 (6) - 0.0 £ 00 (6) 00 00 (12)
D14 00 %= 0.0 (12) 00 % 00 (6) 00+ 00 (6) 00 £ 00 (12}
D21 00 £ 00 (12) 00 £ 00 (6) 00 00 (6) 00 £ 00 (12
D28 0.0 = 00 (12 00+ 0.0 (6) 0.0 &+ 0.0 (6) 00+ 00 (12)
R7 0.0 + 00 (6) . . 0.0 £+ 00 (6)
Rt4 0.0 = 0.0 (6) . . 0.0 + 0.0 (6)
Skin/visual mucosa: B3 0.0 £+ 00 (12) 00 £ 00 (6) 00X 00 (6) 00+ 00 (12)
' D1 00 = 00 (12) 00 £ 00 (6 00 %+ 00 (6) 00 00 (12)
D7 00+ 00 (12) 00 = 00 (6) 00+ 00 (6) 00+ 00 (12)
D14 00+ 00 (12 00 = 00 (6) 00+ 00 (6) 00+ 00 (12)
D21 0.0 + 0.0 12y 0.0 = 00 (6) 00 + 00 (8) 00+ 00 (12}
D28 00 %+ 00 (12) 00X+ 00 (6) 0.0 + 00 (6) - 00+ 00 (20
R7 0.0 & 0.0 (8) . . 00 £ 00 (6)
R14 0.0 + 0.0 (8) . . 00 + 0.0 (6)
Pupil size : B3 0.0 = 0.0 (12) 00+ 00 (6) 00 £ 00 {6) 00x 00 (12)
D1 00+ 00 (12 00+ 00 (6) 00+ 00 (6) 00+ 00 (12)
D7 00 = 00 (12) : 00 = 00 (6) 0.0 =+ 0.0 (6) 0.0 = 0.0 (12)
D14 00 % 0.0 (12) 0.0 = 00 (8) 0.0 £+ 0.0 {(6) 00 &+ 0.0 (12)
D21 0000 (12} 00 00 (B 00+ 00 (6 00 00 (12)
D28 00 = 0.0 (12 - 00 00 (6) 00+ 00 (6) 00 %+ 00 (12)
R7 0.0 = 0.0 (6) . . 0.0 = 0.0 (8)
R14 0.0 & 0.0 {6) 00 + 00 {6)

Each value represents Mean & S.D, {(scores}
" B : Before administration D : Day of administration

R : Day of recovery
( ) : Number of animals .
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Table 4 (Centinued-3) Functional observational battery in female rats administered 1—phenyl-1-xylylethane orally for 28 days
1~phenyl-1-xylylethane (mg/kg)
Control 30 100 300

Salivation : B3 0.0 = 00 (12) 0.0 = 0.0 (6) 00 = 00 (6) 0.0 = 0.0 {(12)
D1 00 %= 00 a2 00 00 (6} 00 £ 00 (6 00 £ 00 (12)
D7 0.0 % 00 (12) 00 % 0.0 (6) 00+ 00 (6) 02 £ 04 (12)
D14 00 =+ 00 (12 00 £ 0.0 (6) ) 00X 00 (B) 04 = 05* (12)
D21 00 % 00 (i2) 00+ 00 (B) 00+ 00 (B) 0.5 %= 0.5%k(12)
D28 0.0 = 00 (12) 00 £ 00 (B) 00+ 00 (6) 07 & 0.5+k(12)
R? . 00 %00 - (6) . . 0.0 £ 00 (6
R14 ’ 00 + 00 (6) . . . 0.0 *+ 0.0 (6)
Lacrimation : B3 00 = 00 (12) 00+ 00 (6) . 00 % 00 (6) 00+ 00 (12)
D1 00+ 00 (12) 00+ 00 (6 00+ 00 (B 00 00 (12
D7 00 + 00 (12) 00 £ 00 (6) 00+ 00 (6) 00 X 00 (12}
D14 00+ 00 - (12) 00 =% 0.0 (6) 00 = 00 () 00 £ 00 (12
D21 0.0 = 00 {(12) 00 x 00 (6) 00 £ 00 (6) 00X 00 (12)
D28 00 % 00 (12} 00+ 00 (8) 0.0 £ 00 (6) 00 00 (12)
R7 00 x 00 (8) ' - 00 & 00 (6)
R14 00+ 00 (6) . . 0.0 + 0.0 (6)
Righting reflex : B3 0.0 % 0.0 (12) 00 00 (8) 00 00 (6) 00 00 (12)
D1 00 3= 0.0 (12) 00 £ 00 (6) 00+ 00 (B) 00+ 00 (12)
D7 00 = 0.0 (12) 00+ 00 (B) 00+ 00 (6) 00X 00 (12)
D14 00 00 (12 00 %= 00 (8) 00 = 00 (B) 00+ 00 (12)
D21 00 £ 0.0 (12) 00 00 (B) 0.0 £ 00 (6) 00 £ 00 (12)
D28 00+ 00 (12 00+ 00 (6) . 0.0 £ 00 (B) 00+ 00 (12)
R7 00 £+ 0.0 (6) . . ' 00 £+ 00 (8)
Ri14 00 &= 0.0 (6) . . 00 + 0.0 (6)
Consciousness : B3 00 £+ 0.0 (12) 0.0 00 (8 . 00+ 00 {B) 00 £ 00 (12)
D1 0000 (12 00 % 00 (8) 00 % 00 (6) 00+ 00 (12)
D7 00 £ 0.0 (12) 00 = 00 (6) 00 x 00 {6) 00+ 00 ((12)
D14 00 = 00 (12) 00 00 (B) 00 x 00 {6) 00 £ 00 (12)
D21 00 4 0.0 (12) 00 £ 00 (B) 00 + 00 (6) 00+ 00 (12)
' D28 00 = 0.0 (12) 00+ 00 (6) 00 £ 00 (6) 00 £ 00 (12)
R7 0.0 £ 0.0 (6) . . : 00 = 00 (6)
R14 0.0 + 0.0 (6) 0.0 & 0.0 {6)

_ Each value represents Maan == S.D. (scores)

B : Before administration D : Day of administration R : Day of recovery
{ ) : Number of animals .

% Significantly different from control (P<0.05)

#* Significantly different frem control (P<0.01)
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Table 4 (Continued—-4) Functional observational battery in female rats administered 1—phenyl-1-xylylethane orally for 28 days
1-phenyl-T-xylylethane (mg/kg) -
‘ Contral 30 100 300
Gait ¥ : B3 00+ 00 (12 00+ 00 (B) . 00+ 00 (6 00+ 00 (12)
Dt 00+ 00 (12 00 00 (6) 00+ 00 (6) 0000 (12)
D7 cox 00 (120 . 00 4+ 00 (6) 00+ 00 (6) 00+ 00 (12)
D14 00+ 00 (12) 00 = 00 (&) 00+ 00 (6) 00+ 00 {12)
D21 00+ 00 (12 00 £ 00 (6) 00+ 0.0 (8) 00+ 00 (12
D28 - 00 *= 0.0 (12) 0.0 £ 00 (B) 00+ 00 (6) 00+ 00 (12)
R7 00 *+ 00 (6) . . 00 % 00 (B)
R14 0.0 + 00 (6) : . 00+ 00 (6)
Defecation ™ B3 0000 (12 00 00 (B) 00 + 00 (B) 00+ 00 (12)
{counts / 2 min) D1 0103 (12 00 + 00 (6 00+ 00 (8 00 &+ 00 (12)
D7 02+ 06 (12) 00+ 00 (6) 0.0 = 00 (6) 0000 {12)
D14 00+ 00 (12 00 *+ 00 (6) 00 £ 00 (8) 00+ 00 (12
D21 0000 (12 00 % 00 (6) 00+ 00 (6) 00 £ 00 (12
D28 0000 (12 00 00 (6 00+ 00 () 00+ 00 {12
R? 0.0 + 00 (6) . . 00+ 00 (6)
_ Ri4 0.0 + 00 (6) . . : 00+ 00 (6)
Urination B3 00+ 00 (12) 02+ 04 (6 00+ 00 (6) 00+ 00 (12)
{counts / 2 min) D1 01 = 03 (12) 00+ 00 (6) 00+ 00 (8) 01+ 03 (12)
D7 00+ 00  (12) 00 + 00 (6) 00+ 00 (6) 00+ 00 (12)
D14 0.0 =+ 0.0 (12) 00 00 (8) 00 =* 00 (8) 00+ 00 (12)
D21 00 == 0.0 (12) 00+ 00 (8) ‘ 00 &+ 00 (8 . 00+ 00 (12)
D28 00+ 00 (12 00 £ 00 (B) 00+ 00 (6) 00+ 00 (12)
R7 0.0 = 00 6 - . . . 00 + 00  (6)
R14 00 + 0.0 (6) . . ' 00 00  (8)
Rearing B3 70+ 43 (12) 52+ 28 (6) 57+ 25 (8) B4 £ 3.7 (12)
{counts / 2 min) D1 9.7 & 4.1 (12) 72+ 43  (6) 112 = 51 (& 7.7+ 33 (12)
D7 83+ 40 (12) 70 + 38 (6 9.2+ 74 (6) 47 * 37 (12)
D14 - 103+ 48 (12) . 70x 37 (B 102 = 85  (B) 69 % 43 (12
D21 1526 (12 132 = 40 (6) 95+ 79 (B) 79 = 54 (12)
D28 117 + 38  (12) 107 £ 3.7 (6) 10.3 = 6.7 (6) 83+ 41 (12)
R7? 112 £+ 32 (6) . . 95+ 63  (6)
R14 110 + 25 (6) . . 7.7+ 29 (6)

a)
b)

Each value represents Mean & S.D. (scores)

Each value represents Mean = S.D. (frequencies)

B : Before administration D : Day of administration R : Day of recovery -
{ ): Number of animals '
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Table 5-1 Functional tests in male rats administered 1—phenyl—- 1-xylylethane oral[y for 28 days
- The 4th week of administration - :
1—-phenyl-1-xylylethane (mg/kg)
Controf : 30 100 300
Number of animals ' 12 ' 6 6 12
Score : Pupillary reflex . 00X 00 00+ 00 - 00+ 00 00+ 00
Visual placing response 00+ 00 00X 0.0 00X 0.0 00X 00
Auditory response 00 00 00+ 00 00 % - 00 00+ 00
Pain response 00 00 00X 00 00+ 00 00+ 00
- Aerial righting 00+ 00 00+ 00 ‘ 00 00 00 00
Grip strength (kg) : 1 _ - 1.035 £ 0.229 1.061 &= 0.314 1.027 £ 0.205 1.035 %= 0.180
I 1.089 = 0.209 1.113 £ 0.312 0.989 = 0.117 1.061 £ 0.161
Mean 1.062 = 0.204 1.087 = 0.306 1.008 + 0.144 - 1.048 + 0.141
Landing foot—splay (cm) : I 68+ 19 14 23 794+ 25 . 704 186
I : 65+ 24 68+ 30 79+ 22 6.1 % 14
Mean 6.7+ 2.1 71 = 26 80+ 23 66+ 15

Each value represents Mean == S.D.
1: First trial II: Second trial



Table 5-2 Functional tests in male rats administered 1-phenyl-1-xylylethane orally for 28 days

— The 2nd week of recovery —

2000771278

1-phenyl-1-xylylethane (mg/kg)

. Control 300

Number of animals 6 6
Score : Pupillary reflex 00+ 00 00 00
Visual placing response 00 00 00 00
Auditory response 004 00 00X 00
Pain response 00+ 00 00 00
Aerial righting ' 00 00 00+ 00
Grip strength (kg) : I 1.545 = 0.290 1.608 &= 0.114
. I 1.662 + 0252 1.462 £ 0.133
- Mean 1.604 = 0252 1.536 + 0,096
Landing foot=splay (cm) : 1 48 £ 22 53 12
il ‘ 47+ 18 51+ 09
Mean : 48+ 20 52+ 1.0

Each value represents Mean = S.D.
I: First trial II: Second trial
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Table 6-1 Functional tests in female rats administered 1-phenyl- I—xylylethane orally for 28 days
- The 4th week of administration -
1-phenyl-1-xylylethane (mg/kg)

Control 30 100 300

Number of animals 12 6 6 12
Score : Pupillary reflex 0.0 0.0 00 00 004 00 00+ 00
Visual placing response 00 00 004 00 00+ 0.0 00 00
Auditory response 00 % 00 00 x 00 00 00 00 00
Pain response 00+ 00 00+ 00 00+ 00 00 00
Aerial righting 00 = 00 00+ 0.0 00+ 00 00+ 00
Grip strength (kg) : I 0.871 = 0.196 0.833 = 0.218 0.769 = 0.174 0.818 % 0.175
I 0.858 = 0.191 0.867 = 0.154 0.868 == 0.143 0.849 = 0.153
Mean 0.865 = 0,191 0.851 &= 0.176 ~ 0.819 =+ 0.149 0.834 = 0.160
Landing foot-splay (cm) : I 56+ 15 51X 06 58+ 19 43+ 15
II 51 15 44+ 10 57+ 14 43+ 1.2
Mean 53+ 15 48 = 0.7 58 = 1.6 43+ 1.3

Each value represents Mean =+ S.D.

I: First trial Il : Second trial
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Table 6-2 Functional tests in female rats administered 1-phenyl-1—xylylethane orally for 28 days
— The 2nd week of recovery —

. 1~pheny!-1-xylylethane (mg/ke)
Control 300

Number of animals 6 ‘ 6
Score : Pupillary reflex 00+ 00 00+ 00
Visual placing response 00X . 00 T 00X 0.0
Auditory response 00+ 00 00 00
Pain response 00+ 00 00+ 00
Aerial righting 00+ 00 ' 00 00
Grip strength (kg) : I 1.251 = 0.218 1.298 + 0.100
‘ I 1.197 = 0.260 : 1.260 = 0.159
Mean 1.224 += 0.216 1.275 &= 0.120
Landing foot-splay (cm) : I 50 £ 2.1 - 54 12
I 52+ 17 48+ 1.0
Mean 52 =+ 19 51 1.0

Each value represents Mean + S.D.
I: First trial II: Second trial
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1Table 7 Spontaneous motor activity in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1-xylylethane {mg/kg)
‘ Control 30 ‘ 100 300
Motor activity (counts / 60 min)
The 4th week of administration 387 = 263 (12) 227 = 138 (6) 226 + 1438 {(6) 227 + 124 (12)
The 2nd week of recovery - 266 = 115 (6) . . (6)

Each value represents Mean =+ S.D,
{ ): Number of animals

388 *+ 233
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Table 8 Spontaneous motor activity in female rats administered 1-phenyl-1-xylylethane orally for 28 days
1—phenyl-1-xylylethane (mg/kg)
Control 30 100 300
Motor activity {counts / 60 min) .
The 4th week of administration 286 = 82 (12 287 += 190 (6) . 253 = 155 6 249 = 107 (12)
The 2nd week of recovery 193 = 87 (6) . : . 503 &£ 201 #* (B}

Each value represents Mean &= S.D.
( ) : Number of animals
** Significantly different from control (P<0.01)
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_Table 9  Body weight in male rats administered 1-phenyl~1-xylylethane orally for 28 days
1-phenyl-1—xylylethane (mg/kg)
Control * 30 100 ‘ 300
Day of administration -3 255+ 9 (12 256 =+ 9 (6) 256 + 8 (6) 256 = 10  (12)
1 2719 £ 10 (12) 280 & 9 (6) 281 = 10 (6) . 283 £ 12 (12)
3 290 = 13 (12) 291 = 8 (6) 285 X 12 (6) ‘ 275 + 17 % (12)
8 318 += 19 (12) 319+ 11 (6) © 326 = 16 (6) 298 + 21 % (12)
15 356 = 21 (12) 359 + 16 (6) 362 + 19 (6) 340 = 26 - (12)
22 391 =+ 28  (12) 390 = 18 (6 © 390 £ 27 (6) 372 £ 30 (12
28 416 = 32 (12) 409 + 22 (6) 411 + 29 (6) 388 = 31 (12)
Day of recovery 1 411 + 39 (6) } . 380 + 19 (6)
B8 441 %= 39 (6) . . : 414 £ 21 (6)
14 451 £ 36 (6) . : 422 + 20 (6)

Each value represents Mean &= S.D, (g)
{ ): Number of animals :
*  Significantly different from control (P<0.05)
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Table 10 Body weight in female rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1-xylylethane {mg/ke}
Control 30 100 ' 300
Day of administration -3 186 = 8 (12). 191 & 10 (6) © 188 £ 9 (6) 187 = 9 (12)
1 197 = 10 (12) 196 % 12 (6) 195 % 12 (6) 196 = 10 (12)
3 200 6 (12) 206 = 11 (6) 200 £ 12 (6) 193 = 10 (12)
8 . 212+ 9 (12) 21T £ 10 (6) 207 =+ 14 (6) 201 %= 11 * (12)
15 229 £ 10 (12) 238 £ 13 (8) 226 + 18 (8) 216 = 14 % (12)
22 243 + 13 (12) 249 = 16 = (6) 235 £ 22 (6) 220 £ 15k (12)
28 256 = 14 (12) 261 = 13 (6) 247 &= 22 6) - - 231 4+ 17 %k (12)
Day of recovery ) 1 262 £ 10 (6) ' . . 238 = 18 (B)
8 215 + 14 (3)) . . 260 + 22 (6)
14 282 + 15 (6) . ' . 265 X+ 20 (6)

Each value represents Mean = S.D. (g)

{ ) : Number of animals

*  Significantly different from control {(P<0.05)
** Significantly different from control (P<0.01)
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Table 11 Food consumption in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyi-1-xylylethane {mg/kg)

‘ Control 30 100 300
Day of administration  -3"-1 265 £ 19 (12) 26.2 £ 2.1 (6) 26.1 & 20 (6) 266 13 (12)
- 173 226 £ 20 (12) 221 + 1.3 (6) 236 = 1.9 6) 157 = 3.8 %k (12)
38 235 £ 17 (12 231 £ 23 (6) 242 £ 19 (6) 19.8 = 25 %k (12)
8715 236 = 1.7 (12) 232 + 23 (6) 232 £ 1.3 (6) 234 £ 2.2 (12)
15722 234 = 18 (12) 231 = 20 (6) 228 += 13 (6) 231 £ 26 (12)
22728 222 + 2.2 (12) 207 = 20 (6) 208 + 14 (6) 220 + 1.7 (12)
" Day of recovery 178 27.0 x 22 (6) ' 280 £ 19 (6)
8714 27.7 £ 1.1 (6) 277+ 18 {6)

Each value represents Mean = S.D. (g/day)

( ) : Number of animals

*¥  Significantly different from control {P<0.01)
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Table 12 Food consumption in female rats administered 1-phenyl=1-xylylethane orally for 28 days
. 1~phenyl-1-xylylethane (mg/kg)
Control 30 100 300
Day of administration  —~3"—1 178 = 16  (12) 183 £ 14 (6) 174 = 18 (6) 169 £ 1.5 (12)
173 146 = 156 {(12) 165 =+ 1.8 (6) 1583 + 15 6) 123 £ 2.2 %k (12)
38 163 = 1.0 (12) 16.7 £ 1.2. (6) 153 £ 09 (6} 126 £ 1.7 #x (12)
8715 169 =10 (12 176 = 18 (6) 16.1 % 1.1 (6) - 165 + 15 (12)
15722 16.6 = 1.1 (12) 170 £ 23 (6 156 £ 15 (6) 16.0 = 2.1 (12)
22728 156 = 09  (12) 160 + 1.9 (6) 153 + 1.2 (6) 147 £ 21 (12)
Day of recovery 178 197 + 14 (6) 216 &= 1.3% (6)
8714 205 £ 0.7 (6) 208 £ 1.0 (6)

Each value represents Mean = S.0. (g/day)

{ ): Number of animals

*  Significantly different from control {P<0.05)
*% Significantly different from control {P€0.01)



Table 13 and 14 Urinary findings
' - List of abbreviations —
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Abbreviation Expansion
Vol. . Volume
Col. Colour
S.G. Specific gravity
Pro. Protein
Glu. . : Glucose
Ket. Ketone bodies
Bil. . Bilirubin
Occ. ’ . Occult blood
Uro. Urobilinogen
Y Yellow
LY Light yellow
Grade - Negative

+ Trace

+ Slight

+++ Considerable
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Table 13-1 Urinary findings in male rats administered 1-phenyl-1-xylylethane oraily for 28 days
© = The 4th week of administration -
- 1-phenyl~1=xylylethane (mg/kg)
Control 30 100 300
Number of animals 12 ] 6 : 12
Water intake ¥ (mL/16hr) 31,1 = 9.0 261 == 53 259 = 6.1 . 324 = 60
Vol. ¥ {mL/16hr) : 162 = 70 127 = 46 114 = 3.2 138 &= 47
Col. P: v ' 12 6 6 - 12
S.G. ? 1.038 = 0.008 - 1.042 = 0.008 1.042 + 0.007 1.042 =+ 0.007
pH ®: “8.0 ‘ 6 3 1 8
"9.0 . B 3 b 4
Pro. ® : - 6 2 1 10
= 6 2 4 2
+ 0 1 1 0
Glu. ?: - 12 6 6 12
Ket. ' : - 5 0 2 10
+— .2 4 3 2
| + 5 2 1 0
Bil. ¥ - 12 6 6 12
Oce.” : - 12 5 6 12
: - 0 1 0 0
Uro. ® : 0.1 (Ehrlich unit/dL) 12 6 6 12

a)
b}

Each value represents Mean = SD, _
Each value represents the number of animals with each finding,



Table 13-2

= The 2nd week of recovery -

Urinary findings in male rats administered 1—phenyl 1-xylylethane orally for 28 days
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1-phenyl—1 —xylylethane=(mg/ kg)

Control 300
Number of animals 6 ]
Water intake ® (mL/16hr) 35.7 = 107 295 + 8.1
Vol. ®  (mL/16hr) 190 = 94 141+ 52
Col. P v 6 ‘ ‘ 6
SG. ¥ 1.038 =+ 0.009 1.044 + 0.007
pH ' "go o2 2
"9.0 4 4
Pro. ¥ : - 4 4
: +— 2 1
+ 0 1
Glu. ¥ - 6 6
Ket. ¥ : - 5 3
' +— 0 1
+ 1 2
Bil. . - 6 8
Oce.? : - 6 5
I o 0 1
Uro. ® : 0.1 (Ehrlich unit/dL) 6 6

a)
b)

Each value represents Mean = S.D.
Each value represents the number of animals with each finding.
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Table 14~1 Urinary findings in female rats administered 1-phenyl-1-xylylethane orally for 28 days
— The 4th week of administration —
1-phenyl-1-xylylethane (mg/kg)
: Control 30 100 300
Number of animals 12 6 6 12
Water intake {mL/16hr) : 178 = 59 209 == 52 218 = 54 286 £ 126 %%
Vol. ? (mL/16hr) 88 &= 44 112 = 46 112 £ 33 170 &= 99 %
Col. : Y Co12 6 6 11
LY 0 0 0 i
SG. ¥ 1.044 =+ 0.011 1.040 = 0.010 1.038 = 0.006 1.033 £ 0.009 *
pH 2 ™70 1 B 0 2
"8.0 ' 6 3 2 5
"9.0 5 2 4 5
Pro. ?: - 8 3 4 12
. +- 4 3 2 0
Gly, ®: - 12 6 6 12
Ket. ®: - 12 6 6 12
Bil. ¥: - , 12 6 6 12
Occ.”: - 12 5 5 12
+ 0 0 1 0
T+ 0 1 0 0
Uro. ™ : 0.1 (Ehrlich unit/dL) 12 6 6 12
®  Fach value represents Mean = SD.
Y Each value represents the number of animals with each finding.
*  Significantly different from control (P<0.05) '
*%  Significantly different from control (P<0.01)



Table 14-2

— The 2nd week of recovery -

Urinary findings in female rats administered 1-phenyl-1-xylylethane orally for 28 days
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1-phenyl~1-xylylethane (mg/ke)

Control 300
Number of animals 6
Water intake ® (mL/16hr) 241 + 85 195 + 4.8
Vol. ¥ (mL/16hr) 141+ 66 90 + 33
Col. ®: v 6 6
s.G " 1.040 = 0.009 1.048 = 0.005
pH ®: 80 6 6
Pro. b) P - 6 6
Gl ¥ ~ 6 6
Ket. . - 6 6
BiI. Y. - 6 6
Occ.” : - 5 6
- 1 0
Uro. ® : 0.1 (Ehrlich unit/dL) 6 6

a)
b}

Each value represents Mean =+ S.0.
Each value represents the number of animals with each finding.




Table 15 and 16

Hematological findings
- List of abbreviations -
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Abbreviation Expansion
RBGC Red blood cell count
Hb Hemoglobin concentration
Ht Hematocrit
PT Prothrombin time
APTT Activated partial thromboplastin time
Plate. Platelet count :
WBC White bleod cell count
St. Staff form of neutrocyte
_ Seg. Segment form of neutrocyte
Eo. Eosinocyte '
Ba, Basocyte
Ly. Lymphocyte
Mo. Monocyte
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Table 15-1 Hematological findings in male rats admlmstered 1-phenyl 1—xylylethane orally for 28 days
— End of administration —
o 1—-phenyl-1=xylylethane {mg/kg)
Control 30 100 300

Number of animals 6 6 6 6
RBC (104/;1 L) ' B0O3 = 36 811 = 32 796 & 37 801 =+ 18
Hb (g/dL) 163 = 08 164 = 10 16.1 = 05 164 £ 0.6
Ht (%) 465 = 22 466 = 26 456 = 1.3 464 = 1.8
PT ‘ (sec.) 120 = 05 147 = 30 168 = 1.9 224 & 1.7 **
APTT (sec.) 218 = 1.7 . 254 + 50 202 + 2.0 %% 326 & 2.6 %k
Plate. (10*/ L) ’ 106.7 = 30.2 918 &+ 119 964 X 56 97.7 £ 1.7
WBC (102/11 L) 97 =+ 26 B4 & 26 82 + 17 104 = 26
WBGC differential count (%) ‘ : '

St 01 %= 02 01 4 0.2 00 %+ 00 ) 00 £ 00

Seg. 73 £ 4.7 53+ 36 56 = 1.3 56 & 22

Eo. 03 X 04 - 03 % 04 0.1 x 0.2 02 + 0.3

Ba. 00 £ 00 01 x 02 00 = 00 0.0 £ 00

Ly. ' 918 + 48 929 £ 36 939 = 14 940 = 2.1

Mo. ‘ 0.6 &= 0.2 03X 03 04 =

0.5 0.3 &+ 0.3

Each value represents Mean = S.D.
*#*  Significantly different from control (P<0.01)
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Table 15-2  Hematological findings in male rats administered 1-phenyl-1-xylylethane orally for 28 days
- End of recovery - ’

1-phenyl—1-xylylethane (mg/ke)

Control 300
Number of animals 6 6
RBC (10*/ 1 L) 825 + 18 801 &= 29
Hb (g/dL) 163 £ 05 157 £ 04 %
Ht (%) ' 465+ 15 458 = 1.6
PT - (sec) "I+ 14 — 122 + 0.8
APTT (sec.) _ 202 + 45 ' 208 + 3.0
Plate. (10*/ L) 104.9 £ 10.0 - _ 1032 = 82
WBC (10%/ L) . 99 + 17 96 + 16
WBC differential count (%) ‘
st . 02 + 03 | 0.0+ 00
Seg. 93 + 56 - 128 + 42
Eo. 04 + 02 - 06+ 04
Ba. 00 £ 00 0.1 = 02
Ly. . 89.9 + 57 : 863 = 3.9
Mo. 03+ 03 : 03+ 03

Each value represents Mean == S.D,
*  Significantly different from control (P<0.05)
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Table 16-1 Hematological findings in female rats administered 1-phenyl-1-xylylethane orally for 28 days
- End of administration -
B . 1-phenyl-1-xylylethane (mg/kg)
Control 30 100 300

Number of animals 6 6 6 6
RBC (104/;1 L} 745 = 56 739 = 63 750 = 36 753 =+ 68
Hb (g/dL) 152 £ 07 151 = 0.8 156 = 08 156 = 1.3
Ht (%) 421 + 27 414 £ 28 432 £ 24 420 £ 34
PT (sec.) 95 04 94 = 03 - 9.6 = 0.2 102 = 14
APTT (sec.) 139 = 25 141 £ 25 15.3 &£ 3.1 180 X 64
Plate. (10*/ ) 1066 &= 154 1117 = 76 970 + 96 1076 = 9.3
WBGC (10%/ L) 74 19 82 + 32 68 = 13 74+ 22
WBC differential count (%) : ' .

St 00 x 00 00+ 00 0.0 £ 0.0 00 + 0.0

Seg. 59 = 21 33 & 12 33 % 21 26 4+ 20 %

Eo. 03+ 04 03X 03 03 £ 04 0.3 £ 03

Ba. 00+ 00 00 00 0.0 £ 0.0 00 £ 0.0

Ly. 934 = 24 962 = 1.2 96.3 = 2.2 % 969 &= 1.8 %

Mo. 03 & 04 03+ 04 00+ 00 0.3 &= 0.3

Each value represents Mean =+ S.D.
*  Significantly different from control (P<0.05_)



- _ 2000TT278
Table 16-2  Hematological findings in female rats administered 1—-phenyl-1~xylylethane orally for 28 days :
= End of recovery —

1-phenyl-1-xylylethane (mg/kg)

: Control 300

Number of animals | 6 , ' 6
RBC (10%/ L) 742 + 38 759 = 30
Hb (g/dL) 152 + 06 155 £ 05
Ht (%) 423 = 20 438 + 1.7
PT (sec.) 93+ 06 94 + 05
APTT (sec) 128 + 22 " 130% 15
Plate. (10*/ 1 L) 102.3 = 108 1158+ 91 %
WBC 0¥/ uL 69 = 15 67 + 17
WBC differential count (%) ' ‘ -

St. 00 = 00 00 £ 00

Seg. | 1168+ 72 96 = 43

Eo. : 06 £ 06 09 + 07

Ba. 00+ 00 02+ 03

Ly. 871 + 79 890 = 39

Mo. 08 + 009 03+ 04

Each.value répresents Mean £ S.D.
*  Significantly different from control (P<0.05)
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Table 17 and 18 Blood chemistry findings

- List of abbreviations —
Abbreviation Expansion
GOT : Glutamic oxaloacetic transaminase
GPT Glutamic pyruvic transaminase
GLU Glucose
BiL A Total bilirubin
UN Urea nitrogen
CRE Creatinine
CHO Total cholesterol
TG Triglyceride
™ Total protein

ALB Albumin
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Table 17-1 Blood chemistry findings in male rats administered 1-phenyl-1=-xylylethane orally for 28 days
— End of administration —
1—-phenyl-1-xviylethane {mg/kg)
Control 30 100 300

Number of animals 6 G 6 6

- GOT (/e 679 = 9.1 676 == 45 655 = 4.6 742 = 77
GPT (/L) 232 &= 47 240 =+ 25 30,1 = &5 322 = H0x*
GLY (mg/dL) 129 = 19 127 & 9 125 += 8 122 = 18
BIL {mg/dL) 0.05 = 0.01 0.05 = 0.01 0.04 =+ 0.01 * 0.06 = 0.01
UN {mg/dL) 129 = 1.1 124 £ 1.3 129 = 1.1 143 = 22
CRE {mg/dL) 0.37 = 0.05 035 =+ 004 0.33 £ 0.06 0.37 = 0.05
CHO (mg/dL) 5 + 4 59 + 8 59 = 10 70 = 17 *x%
TG (mg/dL) 230 *+ 123 29.0 = 16.2 3.7 £ 227 193 &= 5.1
TR (g/dL) 589 X 0.19 587 *+ 0.27 571 £ 0.27 586 = 0.41
ALB {g/dL) 245 + 012 242 £ 0.12 249 + 018 249 X 0.17

Each value represents Mean = S.D.
*  Significantly different from control (P<0.05)
**  Significantly different from control (P<0.01)
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Table 17-2  Blood chemistry findings in male rats administered 1-phenyl-1~xylylethane orally for 28 days
— End of recovery -

1-phenyl-1-xylylethane {mg/keg)

Control 300
Number of animals , 6 6
GOT () 815 = 70 735+ 3.7%
GPT (/L) 292 = 56 : 288 + 63
GLU {mg/dL) 143+ 9 134 = 10
BIL , {mg/dL) 0.07 £ 0.01 0.06 £ 0.01 *x
UN {mg/dL) 174 £ 29 _ 182 £ 1.7
CRE (mg/dL) 0.46 = 0.03 - 042 x 0.06
CHO {mg/dL) 60 + 15 87+ 1
TG {mg/dL) 329 = 10.1 283+ 76
TP (g/dL) 594 + 0.23 5.87 + 0.32
ALB (g/dL) 2.37 & 0.09 - 240 #+ 0.12

Each value represents Mean & S.D.
¥  Significantly different from control (P<0.05)
*k  Significantly different from control (P<€0.01)
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Table 18-1 Blood chemistry findings in female rats administered 1- phenyl 1-xylylethane orally for 28 days
- End of administration —
1-phenyl-1-xylylethane (mg/kg)

Control 30 100 300
Number of animals 6 6 6 6
GOT (lu/L) 679 £ 64 61.8 &= 72 60.4 & 5.1 599 £ 35
GPT (u/L) 199 4= 26 214 £ 46 203 = 28 223+ 09
GLU (mg/dL) 122 &= 12 131 = 12 121 = 14 99 + 16 *
BiL (maz/dL) 0.06 &= 0.02 0.05 =+ 0.01 0.05 £+ 0.01 0.06 = 0.01
UN (mg/dL) 149 £ 1.7 141 &+ 20 156 £ 1.6 13.7 = 241
CRE (mg/dL) 0.38 = 0.04 041 & 003 041 = 0.05 0.34 = 0.04
CHO (mg/dL) 51 = 11 65 = 17 73+ 12 89 £ 28 *%
TG (mg/dL) 53+ 25 86 = 46 100 = 3.2 16.6 = 5.3 *x
TP (g/dL) 576 = 0.24 592 + 0.41 6.07 = 0.23 578 + 0.40
ALB (g/dL) 256 = 0.15 258 & 0.17 264 &= 0.16 242 + 017

Each value represents Mean = S.D.

*  Significantly different from control (P<0.05)
*k  Significantly different from control (P<0.01)
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Table 18—2 Blood chemistry findings in female rats administered 1-phenyl-1-xylylethane arally for 28 days
— End of recovery ~

1-phenyl—-1—xylylethane {mg/kg)

Control 300
Number of animals 6 _ 6
GOT (lu/L) 710 = 120 67.8 = 104
GPT (/L) 212 & 66 225 = 34
GLU _ (mg/dL} 130 &£ 15 124 = 13
BIL (mg/dL) 0.08 = 0.02 0.06 = 0.01
UN (me/dL) 192 = 04 188 + 19
CRE {mg/dL) 051 = 0.07 0.48 X 0.05
CHO {mg/dL) 75 £ 14 B8 == 16
TG {mg/dL) 19.6 £ 12.1 ' 21.2 £ 136
TP (g/dL) 6.22 = 0.21 6.24 &+ 020
ALB {g/dL) 271 & 015 2,72 + 0.05

Each value represents Mean = S.D.
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Table 19  Gross pathological findings in male rats administered 1-phenyl-1-xylylethane orally for 28 days
1-phenyl-1-xylylethane (mg/kg)
Control 30 100 ' 300
Number of animals necropsied at the end of administration period 6 6 6 . 6
Number of animals with abnormalities ' 0 1 0 0

Number of animals with the following abnormalities
- Spleen : Elevated area, from surface, Local, Indistinct boundary,
Increase in number of the follicles from cut—surface 0 1 0 0

(=]
[=>]

Number of animals necropsied at the end of recovery period

Number of animals with abnormalities _ 0 . . 0
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Table 20  Gross pathological findings in female rats administered 1-phenyl-1-xylylethane orally for 28 days
- 1-phenyl-1—xylylethane {mg/ke)

. Control 30 100 300
Number of animals necropsied at the end of administration period 6 6 G 6
Number of animals with abnormalities 0 0 0 0
Number of animals necropsied at the end of recovery period 6 : : 6
Number of animals with abnormalities 0 0
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Table 21-1-1  Absolute organ weights in male rats administered 1-phenyl-1-xylylethane orally for 28 days
=~ End of administration —
1-phenyl-1-xylylethane (mg/kg)
~ Control 30 100 300

Number of animals 6 6 6 6
Body weight - (g) 386 = 27 381 %= 20 ' 386 25 355 = 39
Brain (® 204 = 006 205 = 004 204 = 008 1.96 = 0.08
Thymus (mg) 477 = 110 477 * 89 461 + 43 374 + 44
Lungs (2) 133 &= 0.07 129 = 016 132 = 0.09 1.19 = 0.11
Heart (2 1.229 + 0.037 1.209 == 0.077 1.212 = 0.105 1.074 = 0.124 *
Liver (9] 112 &+ - 12 120+ 15 143 £ 0.9 ** 1581 £ 1.7 %k
Spleen (g 0.680 X 0.064 0.616 = 0.187 . 0606 £ 0079 0.526 & 0.082
Adrenal:  Left {mg) 327 & 42 302 + 33 280 = 21 270 £ 40+%

Right (mg) 313 & 67 280 25 20X 28 275 £ 50
Kidney : Left (& 1.28 & 0.11 138 & 0.08 139 £ 012 132 £ 017

. Right (g) 131 £ 0.10 144 &= 0.11 143 + 012 133 £ 018

Testis : Left () 157 &= 0.05 161 = 0.11 155 = 0.10 154 £ 0.14

Right {g) 157 = 0.03 163 £ 0.10 165 + 0.08 157 = 0.12
Epididymis : Left (o) 051 = 0.02 054 = 0.05 052 &= 0.03 049 = 0.04

Right (g) 053 = 0.01 0.56 =+ 0.07 055 £ 0.04 050 = 005

Each value represents Mean += S.D.
* Significantly different from control {P<0.05)
*¥  Significantly different from control (P<0.01)
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Table 21-1-2  Relative organ weights in male rats administered 1-phenyl-1-xylylethane orally for 28 days
- End of administration -
1-phenyl-1-xylylethane {mg/kg)
Control 30 100 300

Number of animals ] 6 6 6
Brain (e%) 0.529 = 0.030 0.539 £ 0.025 0.529 & 0.031 0.557 = 0.057
Thymus (mg%) 124 &£ 26 125 & 21 120 = 11 107 = 23
Lungs _ (g%) 0.346 =+ 0.024 0.339 = 0.032 0.343 = 0.022 0.335 & 0.011
Heart (%) 0.320 &= 0.017 0.317 = 0.015 0.315 £ 0.023 0.302 =+ 0.009
Liver (%) . 290 = 049 314 = 022 372 £ 013 =% 425 4= 0,16 #k
Spleen (g%) 0177 = 0.017 0.161 = 0.041 0.187 = 0.019 0.149 =+ 0.021
Adrenal:  Left (mg%) 850 = 1.19 7.94 £ 1.00 720 = 083 761 = 084

Right (mg%) 815 = 182 738 = 097 678 = 1.04 773 = 1.1
Kidney : Left (g% 0.333 = 0.026 0.362 = 0.023 0.360 = 0.027 0371 £+ 0.021 #

Right (g% : 0.340 = 0.028 - 0379 = 0.026 0.2372 & 0.028 0.374 = 0.026
Testis : Left (g%) 0409 =+ 0.028 0.423 *= 0.028 0.403 + 0.028 (0.439 = 0.060

Right (g% 0408 + 0.029 0.428 =+ 0.034 0.402 = 0.030 0.447 £ 0.056
Epididymis : Left (g% 0132 £ 0.012 _ 0.142 + (.012 0.134 + 0.013 0.139 = 0.013

Right (%) 0.138 = 0.011 0.146 == 0.015 0.142 & 0.012 0.143 = 0.021

Each value represents Mean £+ S.D.

Relative organ weights were calculated based upon the body weight.
¥  Significantly different from control (P<0.05)

% Significantly different from control (P<0.01)




Table 21-2-1

Absolute organ weights in male rats administered 1-phenyl-1-xylylethane orally for 28 days
— End of recovery —

2000TT278

1-phenyl-1-xylylethane (mg/kg)

Control 300
Number of animals 6 6
Body weight (2 423 £ 38 394 = 20
Brain (2 205 = 0.09 -1.98 £ 0.07
Thymus (mg) 482 += 86 432 = 102
Lungs () 1.38 = 0.07 126 += 0.15
Heart () 1.270 % 0.120 1.278 =+ 0.084
Liver (g) 113 1.1 109 = 08
Spleen (&) 0.751 = 0.093 0.688 &= 0.059
Adrenal:  Left {mg) 322+ 49 323 £ - 66
: Right {mg) 298 4+ 23 310 55
Kidney : Left (g) 1.30 = 0.10 144 = 019
Right () 131 £ 0.08 142 = 016
Testis : Left (&) 1.66 = 0.11 154 £ 0.06 *
Right (g 1.70 = 0.09 1.56 £ 0.04 *x
Epididymis : Left (g) 061 = 0.04 054 = 0.04 *x
Right (g} 0.61 &= 0.05 056 = 0.05

- Each value represents Mean &= S.D.
Significantly different from control (P<0.05)
Significantly different from control (P<0.01)

*
Hk
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Table 21-2~2  Relative organ weights in male rats administered 1-phenyl-1-xylylethane orally for 28 days
— End of recovery -~

1-phenyi-1—xvlylethane {mg/kg)

Control 300
Number of animals 6 6
Brain (e%) 0.487 % 0.043 " 0505 = 0.033
- Thymus (mg) 113 &= 12 109 =+ 24
. Lungs {g%) 0.328 = 0.022 ' 0.321 =+ 0.037
Heart (g%) 0.301 = 0.029 0.325 = 0.022
Livar ' (g%) 268 = 025 277 = 012
Spleen (g%) 0178 £ 0.0M1 0175 = 0.016
Adrenal:  Left (mg%) 7.60 £ 0.99 822 =+ 161
Right (mg%) 706 = 045 789 = 143
Kidney : Left (g%) 0308 = 0.017 _ 0.365 &= 0.048 *
Right (g% 0.309 = 0.016 0.362 & 0.043 *
Testis : Left (g%) 0.396 = 0.045 0.392 =+ 0.028
Right (%) 0.404 = 0.045 0.398 =+ 0.024
Epididymis : Left - (e 0.146 =+ 0.018 0.136 = 0.006
Right Eg?j) 0.145 £ 0.016 0.141 =+ 0.010

Each value represents Mean = S.D.
Relative organ weights were calculated based upon the body weight.
*  Significantly different from control (P<0.05)
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Table 22-1-1  Absalute organ weights in female rats administered 1-phenyl-1-xylylethane orally for 28 days
— End of administration -
' 1-phenyl=1-xylylethane {mg/kg)
Control 30 100 300

Number of animals 6 . 6 6 6
Body weight (&) 233 =+ 13 244 L 15 228 £ 20 204 = 9 %
Brain o (g} 1.92 = 0.06 1.89 = 0.10 193 = 0.09 1.83 = 0.06
Thymus (mg) 418 = 62 486 = 122 424 + 67 318 = 107
Lungs , ' (& 1.04 = 007 104 = 008 1.02 = 005 092 = 0.05 *
Heart {g) 0.773 4= 0.049 0.838 = 0.092 - 0.768 £ 0.045 0.701 £ 0.058
Liver : ' (o - 67+ 05 78 = (b= B0 £ 0.9 %k 92 = 0.7 k%
Spleen (2 0.486 X 0.065 0.535 + 0.081 0436 + 0.089 0.408 = 0.060
Adrenal :  Left (mg) 337 £ 43 353 + 5B 315+ 59 348 + 52

Right (mg) 370 =+ 83 325 = 43 348 = 51 350 £ 3.2
Kidney : Left (g) 0.82 = 0.02 083 = 0.06 082 &= 0.06 081 += (.06

Right (2 083 = 0.06 084 = 005 084 == 0.08 ' 084 + 004
Ovary : left (mg) 505 + 54 498 = 73 460 == 165 387 = 62

Right (mg) 417 += 107 508 £ 88 417 += 92 422 == 89
Uterus (g) 0.61 &= 0.27 057 &= 0.13 0.65 &= 0.28 055 + 0417

Each value represents Mean & S.D.
*  Significantly different from control (P<0.05)
#*  Significantly different from contro! (P<0.01)




. 2000TT278

Table 22-1~2  Relative organ weights in female rats administered 1-phenyl~1-xylylethane orally for 28 days
- End of administration — ’
1-phenyl-1-xylylethane (mg/kg)
Control 30 100 300

Number of animals 6 8 6 6
Brain (g%) 0.826 = 0.058 0.776 = 0.054 0.849 = 0.063 0901 £ 0.018
Thymus (mg%) 180 = 29 199 &= 43 186 £ 23 184 =+ 44
Lungs (g%) 0445 + 0.028 0.429 x 0.026 0447 = 0.025 0.455 + 0.036
Heart (e%) 0.332 = 0.019 0.343 £+ 0.020 0.338 += 0.026 0.345 = 0.029
Liver (g%) 289 = 0.14 319 = 007 352 =+ 0.15 % 453 = (.36 *%
Spleen (%) 0.210 = 0.036 0.221 =+ 0.038 0191 + 0.036 0.200 = 0.030
Adrenal:  Left (mg%) 1448 = 1.86 1461 &£ 271 1643 = 1.97 17.22 = 3.19

Right (mgh) 15.89 = 3.49 1343 £ 2.21 1025 = 1.54 17.24 = 196
Kidney : Left (g% 0351 + 0.013 0.343 4 0.028 0.361 £ 0.016 0.398 &= 0.037 *

Right (g% 0.357 = 0.013 0.343 = 0.017 0.366 = 0.023 0.411 & 0.023 **
Ovary : Left (mg%) 218 &= 29 204 = 21 199 &= &5 190 &= 28

Right {mg%) 206 = 5.3 208 = 29 200 £ 23 207 &= 42
Uterus (g%) 0.260 £ 0.119 0.235 =& 0.060 0.284 + 0.125 0.273 =+ 0.090

Each value represents Mean *+ S.D.

Relative organ weights were calculated based upon the body weight.
%  Significantly different from control (P<0.05)

*k  Significantly different from control (P<0.01)
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Table 22-2-1  Absolute organ weights in female rats administered 1-phenyl-1-xylylethane orally for 28 days
= End of recovery —

1—phenyl~1-xylylethane {(mg/kg)

Control 300

Number of animals 6 . 6
Body weight (@ : 265 x 14 245 + 20
Brain )] 192 = 0.12 193 = 0.07

Thymus {mg) : 354 =+ 59 435 £ 27 %

L.ungs (2 110 £ 0.06 1.10 = 0.09
Heart (2 0871 = 0.044 0.856 + 0.060
Liver (& 74 = 0.7 74 = 06
Spleen (g) 0512 *+ 0.052 , - 0534 = 0.057
Adrenal 1 Left {mg) . 390 + 32 : 383+ 39
Right {mg) 38.3 = 6.5 370 + 45
Kidney : Left (2 086 = 0.07 084 = 0.10
. Right () 080 = 0.06 0.85 = 010
Ovary : Left (mg) 458 + 1.7 418 = 35
Right {mg) 515 = 103 . 483 + 28
Uterus () - 053 £ 012 059 = 020

Each value represents Mean = S.D.
*  Significantly different from control (P<0.05)
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Table 22-2-2  Relative organ weights in female rats administered 1-phenyl-1-xylylethane orally for 28 days
— End of recovery —

1-phenyl-1-xylylethane {mg/kg)

Control : 300
Number of animals 6 6
Brain (%) 0.728 + 0.072 - 0.788 + 0.059
Thymus (mg%) 134 &= 19 © 178 = 17 ®%
Lungs (g%) 0.415 £ 0.047 0.451 + 0.045
Heart (%) 0.329 -+ 0.024 0.349 + 0.014
Liver (e%) 280 + 0.14 301 = 0.10%
Spleen ‘ (&%) 0.194 + 0.021 0.218 =+ 0010 *
Adrenal :  Left (mg%) 1473 £ 127 1572 = 2.1
: Right (mg%) 1456 = 3.04 1517 = 226
Kidney : Left (g%) 0.324 =+ 0.034 : 0.342 4 0.017
Right (g%) 0.341 + 0.034 0.347 = 0.018
Ovary : Left (mg%) 173 £ 27 171 £ 1.2
. Right (mg%) 195 £ 42 199 = 25
Uterus (&%) 0.200 £ 0.048 0.245 + 0.104

Each value represents Mean = S.D.

Relative organ weights were calculated based upon the body weight.
* Significantly different from control (P<0.05)

*%  Significantly different from control (P<0.01)




Table 231

.

Histopathological findings in male rats administered 1-phenyl~1-xylylethane orally for 28 days
~ End of administration —

2000TT278

ou
Findings Grade

1-phenyl-1-xylylethane (mg/ke)

Control 30 100 300
Organ and tissue vl B o S it B o R B B i B e
Liver Hypertrophy of centrilobular hepatocyte 6 0 0 0 6 0 |0 5 1 0 1 5
Microgranuloma 1 5 0 1 5 0 1 5 0 3 3 0
Apoptotic necrosis of hepatocyte 2 4 0 1 5 0 1 5. 0 3 3 0
Brown pigmentation 6 i 0 0 6 0 0 6 i 0 0 5 1 0
Kidney Basophilic tubule 6 ¥ 0 6 0 0 5 1 0 1 4 1
Vacuolation of tubular epithelium, proximal ] 0 0 6 0 1] 5 1 0 4 2 0
Protein cast 6 0 0 6 0 0 6 0 0 3 3 0
Mononuclear cell infiltration, cortex 4 2 0 4 2 0 1. 4 2 0 5 1 0
Thyroid Hyperplasia/hypertrophy of follicular epithelium 8 0 0 2 3 1 2 4 0 0 1 )
' Ectopic thymus 6 0 0 6 0 0 6 0 0 5 1 0
Spleen Follicular hyperplasia of lymphocyte 6 0 0 0 0 1 . . ' 6 0 0
Lungs(Bronchi) Foam cell accumulation, alveclar space 2 4 0 . . . 1 8 0
Mononuclear cell infiltration, perivascular 3 3 0 3 3 0
Microgranuloma ’ 6 0 0 5 1 0
Osseous metaplasia of alvealar wall 6 0 0 5 1 0
Calcification in artery 3 3 0 2 4 0
Hemorrhage 5 1 0 . 3] 1 0
Bronchiolar/alveolar hyperplasia 6 0 0 . 5 1 0
Trachea Mononuglear cell infiltration, submucosa 5 1 0 . 5 1 0
Heart Fibrosis of myocardium, septum ] 0 0 5 1 0
Menonuclear cell infiltration 5 1 0 4 2 0
Stomach Mononuclear cell infiltration, glandular submucosa ] 0 0 . 5 1 0
Epididymis Moncnuclear cell infiltration, interstitium 4] 1 0 . 6 0 0
Prostate Monenuclear cell infiltration, interstitium 4 2 0 . 4 2 0

Laryngopharynx, Urinary bladder, Thymus, Mandibular lymph node,

Mesenteric lymph node, Submaxillary gland, Sublingual gland, Tongue, Esophagus,
Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Testis, Seminal vesicle,
Coagulating gland, Gerebrum, Cerebellum, Medulla oblongata, Spinal cord,

Sciatic nerve, Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

No abnormalities

Not examined

No abnormalities

Each value represents the number of animals with each finding,

— : No change

=+ : Slight change

++ : Moderate change

= : Not examined
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Histopathological findings in male rats administered 1-phenyl-1-xylylethane orally for 28 days '
= End of recovery —

Table 23-2

1-phenyl-1—xvlylethane
ou Control 300 mg/ke
Organ and tissue Findings Grade| — + ++ - + +
Kidney Basophilic tubule 6 0 0 0] 5 1
' Protein cast 6 0 0 5 1 0
Mononuclear cell infiltration, cortex 3 3 0 2 4 0
Thyroid Hyperplasia/hypertrophy of follicular epithelium 6 0 0 2 4 0
Remnant of ultimobranchial body 6 ] 0 3] 1 0
Lungs(Bronchi) Foam cell accumulation, alveolar space 3 3 1] 1 5 0
Mononuclear cell infiltration, perivascular 4 2 0 3 3 0
Osseocus metaplasia of alveolar wall 6 .0 0 -5 1 0
Calcification in artery 4 2 0 5 1 0
Hemorrhage 5 1 0 6 0 0
Heart Fibrosis of myocardium, septum 5 1 0 5 1 0
Moncnuclear cell infiltration 6 0 0 5 1 0
Sublingual gland Mononuclear cell infiltration, interstitium 6 0 0 5 1 0
Cecum Moncnuclear cell infiltration, mucosa 5 1 0 G 0 0
Epididymis Mononuclear cell infiltration, interstitium 6 0 0 5 1 0
Prostate Manonuclear cell infiltration, interstitium 4 2 0 6 0 0
Skin Significant lesion . . . 1 0 0
Laryngopharynx, Trachea, Urinary bladder, Thymus, Spleen, Mandibular lymph node,
Mesenteric lymph node, Liver, Submaxillary gland, Tongue, Esophagus, Stomach,
Duodenum, Jejunum, lleum, Colon, Rectum, Testis, Seminal vesicle, No abnormalities
Coagulating gland, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,
Sciatic nerve, Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

Each value represents the number of animals with each finding. '

— : No change

=+ : Slight change ++ ; Moderate change

"+ : Not examined




Table 24-1

— End of administration —

Histopathological findings in female rats admtnlstered 1-phenyl-1-xylylethane orally for 28 days

200077278

ou Control

1-phenyl—t-xylylethane {mg/kg)

Mandibular lymph node

Lymphocytic hyperplasia

Esophagus

Degeneration of muscle fiber
Moncnuclear cell infiltration, muscular

30 100 300
_Organ and tissue Findings Grade] — { + & ++ | — | + § ++ | — & + 1 ++ | — i 4 | ++
Liver . |Hypertrophy of centrilobular hepatocyte 6 0 0 0 6 0 0 6 0 0 3 3
Microgranuloma 2 4 0 1 5 0 3 3 0 2 4 0
Apoptotic necrosis of hepatocyte 4 2 0 1 5 0 3 3 0 2 4 0
Kidney Basophilic tubule 6 0 0 6 ¥} 0 6 0 1] 4 2 0
Vacuolation of tubular epithelium, proximal 6 0 0 3 3 0 4 2 0 0 6 0
Mononuclear cell infiltration, cortex 3 3 0 4 2 0 4 2 0 5 0 0
Thyroid Hyperplasia/hypertrophy of follicular epithelium 6 0 0 3 3 0 3 2 i 0 4 2
Ectopic thymus 8 0 0 6 0 0 5 1 0 8 0 0
Remnant of ultimobranchial body 4 2 0 ] 0 0 5 1 0 6 0 0
Mononuclear cell infiltration 6 0 0 6 0 0 5 1 0 6 0 0
Lungs(Bronchi) Foam cell accumulation, alveclar space 5 1 0 . . . . . - 2 4 0
| Mononuclear cell infiltration, perivascular 1 5 0 5 i 0
Osseous metaplasia of alveolar wall 6 0 0 4 2 0
Laryngopharynx Neutrophil infiltration, submucosa 5 1 0 6 0 0
Heart Monconuclear cell infiltration 5 1 0 6 0 0
Thymus Epithelial tubule 5 1 0 . ) 1 0
6 0 0 5 1 0
5 1 0 4 2 0
5 1 0 4 2 0
5 1 0 5 1 0
5 1 0 6 0 0
. . . 3 0 0

Ovary Luteal cyst
Sciatic nerve Inflammatory cell infiltration, paraneurium . .
Skin Significant lesion .

Trachea, Urinary bladder, Spleen, Mesenteric lymph node, Submaxillary gland,
Sublingual gland, Tongue, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon,
Rectum, Uterus, Vagina, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,

Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

No abnormalities

Not examined

No abnormalities

Each value représants the number of animals with each finding.

— : No change

-+ : Slight change

++ : Moderate change

: Not examined



Table 24-2

~ End of recovery —

Histopathological findings in female rats administered 1-phenyl-1-xyiylethane orally for 28 days

200077278

1-phenyl-1~xylylethane

ou Control 300 mg/ke
Organ and tissue Findings Grade| — + ++ - + +
Liver Hypertrophy of centrilobular hepatocyte 6 0 0 5 1 0
Kidney Mononuclear cell infiltration, cortex 6 0 0 4 2 0
Thyroid Hyperplasia/hypertrophy of follicular epithelium 6 0 0 4 2 0
Lungs(Bronchi) Foam cell accumulation, alveolar space 3 3 0 3. 3 0
Moncnuclear cell infiltration, perivascular 0 6 0 2 4 0
Calcification in artery 5 1 0 6 0 0
Thymus Epithelial tubule 6 0 0 ] 1 0
Mesenteric lymph node Lymphaocytic hyperplasia 5 1 0 6 0 0
Sublingual gland Ductal hyperplasia ) 1 Q ] 0 0
Tongue Menonuclear cell infiltration, submucosa 5 1 0 6 0 0
Ovary Luteal cyst ] 1 0 5 1 0
Follicular cyst 6 0 0 5 1 0
Corpus albicans 5 1 0 6 0 0
Skin Significant lesion . . . 5 0 0

Laryngopharynx, Trachea, Heart, Urinary bladder, Spleen, Mandibular lymph node,

Submaxillary gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon,

Rectum, Uterus, Vagina, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,
Sciatic nerve, Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

No abnormalities

Each value represents the number of animals with each finding.

— : No change

-+ : Slight change

++ ; Moderate change -

* ; Not examined
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List of samples missing

Male

M Group 300 mg/ke

Parathyroid 309
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Appendix 1-1-1 General condition in male rats '

= Administration period —

Control group

Animal

No. Findings

001 : No abnormalities
002 . No abnormalities
003 No abnormalities
004 : No abnormalities
005 'No abnormalities
006 No abnormalities
007 No abnormalities
008 No abnormalities
009 . No abnormalities
010 No abnormalities
011 No abnormalities

012 No abnormalities
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Appendix 1-1-2 General condition in male rats

- Administration period ~

30 mg/kg group

Animal

No. Findings

101 ) No abnormalities
102 No abnormalities
103 No abnormalities
104 No abnormalities
105 No abnormalities

106 No abnormalities




Appendix 1-1-3

. __100 mg/kg group

General condition in male rats
= Administration period —

2000TT278

_ Animal

No. Findings

201 Salivation on Day 26

202 No abnormalities

203 No abnormalities

204 No abnormalities

205 Salivation on Days 21, 26 and 27
206 No abnormalities




Appendix 1-1-4

General condition in male rats
— Administration period -

2000TT278

300 mg/kg group
Animal
No. Findings
301 Salivation on Days 12, 14, 15, 17 to 19 and 21 to 28
302 Staggering galt on Day 4
Salivation on Days 13, 14, 18,19, 21 and 23 to 28
303 Salivation on Days 13 to 27 '
304 Salivation on Days 10 to 15 and 17 to 28
305 Salivation on Days 13, 14, 20 and 23 to 28
306 Staggering gait on Days 3 and 4
Salivation on Days 7 to 12 and 14 to 28
307 Staggering gait on Days 3 and 4
308 Staggering gait on Day 4
Salivation on Days 14, 18, 20, 22 to 24 and 26 to 28
309 Salivation on Days 13, 14, 18 and 21 to 28
310 Staggering gait on Days 3 and 4
Loose stoof on Day 3
Loss of fur in the abdominal! region on Days 5 to 28
Salivation on Days 25 and 26
311 Staggering gait on Days 3 and 4
Salivation on Days 9, 11, 12, 14 to 18, 20 to 22 and 24 to 28
32 Staggering gait on Day 3

Salivation on Days 13, 14, 16, 18 and 21 to 28
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Appendix 1-2—1 General condition in male rats

— Recovery period -

GControl group

Animal

No. Findings

007 ~ No abnormalities
08 No abnormalities
009 No abnormalities
010 ) No abnormalities
011 No abnormalities

012 No abnormalities -
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Appendix 1-2-2 General condition in male rats

- Recovery period -

300 mg/kg group

Animal

No. Findings

307 No abnormalities

308 No abnormalities

309 No abnormalities

310 Loss of fur in the abdominal region on Days 1 to 15
311 No abnormalities

312 No abnormalities




Appendix 2-1-1

Control group

General condition in female rats
- Administration period -

2000TT278

Animal
No.

Findings

401
402
403
404
405
406
407
408
408
410
41
412

No abnormalities
No abnormalities
No abnormalities
No abnormalities
No abnormalities
No abnormalities
No abnormalities
No abnormalities

_No abnormalities

No abnormalities
No abnormalities
No abnormalities
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Appendix 2-1-2 General condition in female rats

— Administration period -

30 mg/kg group

Animal )

No. Findings

LT "~ No abnormalities
502 ' No abnormalities
503 No abnormalities
504 & No abnormalities
505 No abnormalities

506 No abnormalities
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~ Appendix 2-1-3 General condition in female rats

= Administration period —

100 mg/kg group

Animal

No. Findings

601 No abnormalities
602 No abnormalities
603 No abnormalities
604 No abnormalities
605 No abnormalities

606 No abnormalities




Appendix 2-1-4

300 mg/ke group

General condition in female rats
— Administration period -

2000TT278

Animal

No. Findings
701 Loss of fur in the abdomlnal region on Days 9 to 29
Salivation on Day 28
702 Scant feces on Day 4 _
Decrease in movement on Days 7 and 8
Prone position on Days 7 and 8 ,
Loss of fur in the abdominal region on Days 5 to 29
Loss of fur in the thoracic region on Days 21 to 29
Loss of fur in the femoral region on Days 27 to 29
: Salivation on Days 14, 15, 17, 18, 21 to 24, 26 and 27
703 Salivation on Days 9, 14, 19 to 21, 23, 24 and 26 to 28
704 Staggering gait on Day 4
Loss of fur in the abdominal region on Days 4 to 29
Loss of fur in the femoral region on Day 29 .
Scant feces on Days 4, 5, 12, 18 and 24 to 26
Salivation on Days 24 and 26
708 Salivation on Days 9 to 28
706 Salivation on Days 7 to 16 and 18 to 28
Scant feces on Days 13 and 14
707 Staggering gait on Day 4
Loss of fur in the abdominal region on Days 5to 28
Salivation on Days 7, 11 to 14, 16 to 19, 21, 23, 24, 26 and 27
708 Salivation on Days 15 to 17, 21 and 27
Scant feces on Days 16 to 19
709 Stapgering gait on Day 3
Loss of fur in the abdominal region on Days 4 to 28
Salivation on Days 20, 27 and 28
710 Staggering gait on Day 4
Salivation on Days 10 to 28
Scant feces on Days 22 to 24
Loss of fur in the femoral region on Days 27 and 28
111 Loss of fur in the abdominal region on Days 4 to 28
Scant feces on Days 4, 5, 10, 15 and 16
712 Salivation on Days 14, 16 and 26
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Appendix 2-2-1 General condition in female rats
- Recovery period —

__Control group

Animal

No. Findings

407 No abnormalities
408 ‘ No abnormalities
409 No abnormalities
410 No abnormalities
411 No abnormalities

412 No abnormalities




Appendix 2-2-2

300 mg/kg group

General condition in female rats
- Recovery period -

2000TT278

Animal
No.

Findings

107
708
709
710
1
n2

Loss of fur in the abdominal region on Days 1 to 15
No abnormalities

Loss of fur in the abdominal region on Days 1 to 15
Loss of fur in the femoral region on Days 1 to 15
Loss of fur in the abdominal region on Days 1 to 15
Loss of fur in the forelimbs on Days 14 and 15
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Appendix 3-1 Functional observational battery in male rats
Control group

- Animal Posture : Convulsions Respiration
No. B3 DI D7 D14 D21 D28 R7 Ri4 B3 DI D7 D14 D21 D28 R7?7 RIi4 Bi Dl D7 D14 D21 D28 R7 RI14
001 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
002 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
003 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
004 0 0 0 0 o 0 ¢ 0 0 0 0 0 0 0 0 0 0 0
005 0 0 0 0 0 0 0 0 0 0 0 0 . 0 0 0 o 0 0
006 0 0 0 0 V] 0 . . 0 0 0 0 0 0 . . 0 0 0 Q 0 0 . .
007 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0
009 0 0 0 0 0 0 0 0 0 a 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0t0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o1 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 o00 00D 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
(N) (12) (12) (12) _(2) (12) a2 6  (6) (12) (12) (2) (12) (20 2 & (6 12 (2) (20 (2 {2y (2) (6 (6)

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery
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Appendix 3-1 (Continued-1}  Functional observational battery in male rats
Control group
Animal Stereotype Abnormal behavior
Na. B} D1 D7 D14 D21 D28 R7 Ri14 B3 D1t D7 D14 D21 D28 R7 R14
001 0 0 0 0 0 0 0 0 0 0 0 0
002 0 0 0 0 0 0 0 0 0 0 0 0
003 0 0 0 0 0 0 0 0 0 0 0 0
004 0 ¢ 0 0 0 0 0 0 0 0 0 0
005 0 0 0 0 0 0 0 0 0 0 0 0 .
006 0 0 0 0 0 0 . . 0 0 0 0 0 0 ..
007 0 0 0 0 0] 0 0 0 0 )] 0 0 0 0 0 ]
008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
009 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0
010 0 0 0 0 0 0 0 0 ) 0 0 0 0 0 0 0
011 0 0 0 0 0 0 0 0] - 0 0 0 0 0 0 0 0
012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 0.0
{N) (12) (2) (12) (12) 12y (2 (&) (6) (12) (2) (12) a2 2 (12) () {6)

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery
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Appendix 3~1 (Continued-2)  Functional observational battery in male rats
Control group
Animal Handling difficulty Abnormal vocalization Muscle tone
No. B3 Di D7 Bbi14 D21 D28 R7 Ri14 B3 D1 D7 D14 D21 D28 R7 Ril4 B3 DI D7 D14 D21 D28 R7 Ri4
001 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
002 o 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0 0 0
003 0 0 0 ¢ 0 0 0 0 0 g 0 0 0 0 0 0 0 0
004 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
005 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0
006 0 0] 0 ] 0 0 . . 0 0 0 Y 0 0 . . 0 0 0 0 0 0 . .
007 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
008 0] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] ¢
009 0 0 0 0 0 0 0 0 0 0 0 0 0 ) 0 0 0 0 0 0 0 0 0 0
010 0 0 H 0 0 0 0 0 0 0 0 0 0 0 0 0] 0 0 0 0 0 0 0 0
011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 H 0 0
012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 o0¢ 00 00 00 00 00 00 00 00 00 00 00 00O 00 00 00 00 00 00 00 00 00 0O
s5.D. 0 00 00 00 00 00 00 00 00 00 00 00 00 00O 00 00 00 00 00 00 00 00 00 00
(N} (2) (12) (20 (Q2) (2 2 6 (@ (12) (2 (2) @2y 020 a2 ) (6) (2) (12 (12) (2 (a2 2y & (6

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery



Appendix 3-1 (Continued-3)

Control group

Functional observational battery in mate rats

2000TT278

Animal

Fur appearance

Piloerection

Skin/visual mucosa

No. Bl

L)
—

D7 D14 D21 D28
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D
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C O OO0 QOO0 0 00

0

[ i o I o Y s Y - B o Y o B T o B B o |

[ o= R e B o o B o JR o BN = BN = B = N = BN =

OO o O O0OoO0O0 o0

OO0 0 ac.

[oe I o [ o I o [ o B e B

OO0 0O Q0O C OO oo

1
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0
.0
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0
0
0
0
0
0

0

OO0 OO0 000000 0C

0

O CODDO00O0 OO OoOo

o

OO0 0000000 OO

C OO0 OO OO0 00000

OO0 Q000.

[T = = Y o I e B = T

Mean 00 00 0.0
5.D. 00 00 00
(N) {12) (12) {2)

0.0
0.0
(12)

00 00
0.0 00
(12) (2

0.0
0.0
(8)

0.0
{6)

00 00
00 00
12y (2

0.0
0.0
(12)

0.0
0.0
(12

0.0
0.0
{12)

0.0
0.0
(12)

0.0
(6)

0.0
(6}

0.0
0.0
(12)

0.0
0.0

0.0
0.0

(12) (12)

0.0
0.0
(12)

0.0
0.0
(12)

0.0
0.0
(2

0.0
0.0
(6)

0.0
(6)

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery



Appendix 3-1 (Continued-4) "Functional observational battery in male rats

Control group

-

200077278

Animal

Pupil size

Salivation

Lacrimation

No.

er}
[
=t

D7

D14 D21 D28 R7 R14

[n)
[~ ]
=
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D28
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o
012

0
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OO0 OO0 0000000
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L= e B o Y o T o B e B o B o B o B o O s Y
OO0 00000000000

0

C O 0O QO QOO0 OO0

OO DO 0O OO
[ I = B v R o T e B - I o I - B = o B o N

Mean 00 00 0.0
S.D. 00 00 0.0
(N) (12) 12y (2

00 00 00 00 00
00 00 00 00 00
(12) (12) (12) _(6) (6)

00 00 00
00 00 00

0.0
0.0

0.0

0.0

0.0
0.0

(12) (12) (120 (2) (120 (12

0.0
0.0
(8

0.0
(6

0.0
0.0
(12)

00 00
00 00
(12) (12)

0.0
0.0
(12)

00 00
00 00
(12) (12)

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery
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Appendix 3-1 (Continued-5)  Functional observational battery in male rats

Control group

Animal Righting reflax Consciousness

- Gait
No, D? D14 D21 D28 R7 Rl4 B3 D7 D14 D21 D28 R7 Ri4- B3

D7 D14 D21 D28 R7 Ri14

ve]
W
o

12
9

001 0 0 0 0
002
003
004
005
006
007
008
009
010
o
012
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o
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(== o= I o I O_ o o000 oo
[ R o T o Y oo} CJ. o000 oC o
OO0 0 OO0 00000
D000 0O Q00 OO0 00O
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(== e B i oo B o Y o B = Y = B o B o B = B <}
(== I = I . R o T o B e B o .O (= = i o
0000000000 C
(o= Qo B on I cou B - Y - B o B — A = B - B o
[==] lO D00 OO0 0000
L= e B o I o= Y - Y e I o B o B o B e B o Y
OO 000 QOO0
(=R - R = P o e N e B o = = I = Ry )
OO0 000 0O oo OoOoOOo
L= e i e B e Y o Y e I o Y oc Y o B - I ]

oo 00 0O,
oo D0 D O 0.
o oo oo,
L= == == i - T v T e}

o0 00 0O O,

Mean 00 00 00 00 00 00 00 00 00 00 00 00 0O 0D 00 00 0 00 00 00 00 00 00 00
SD. 00 00 00 00 00 00 00 00 o0 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
(N) (12) _(2) (2) 2y 20 (2) () (6) (12) (12} (2) (12) (12) {12) (6} (6) (12) _(12) 12y (12) (12) (12) 6 (6

B : Before administration D : Day of administration R : Day of recovery
Figures indicate scores
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Appendix 3—-1 (Continued-8)  Functional observational battery in male rats

Control group

Animal Defecation (counts / 2 min) Urination (counts / 2 min) Rearing {(counts / 2 min)

Ne. Bd DI D7 D14 D21 D28 R7 R4 B3 DI D7 Di4 D21 D28 R7 Ri4 B3 D1 D7 D14 D21 D28 R7 Ri14
00 0 1 1 2 1 3 0 0 0 o 1 2 0 5 0 0 2 2
002 0 0 1 0 0 0 0 0 0 0 0 0 3 3 0 o 0 0
003 0 0 0 0 0 0 0 ¢ 0 0 0 0 2 ) 1 4 2 3
004 0 0 0 0 o 0 0 0 0 1 0 0 5 9 3 9 5 6
005 0 0 0 2 1 3 0 0 0 0 0 0 3 1 0 3 7 4
006 0 0 0 0 0 0 . . 0 0 0 1 1 0 . . 5 2 3 8 8 7 .
007 0 0 0 0 0 ¢ 0 o 0 0 0 0 0 0 0 0 4 1 0 3 4 2 3 4
008 0 0 0 0 0 0. 0 0 0 0 o 0 0 g 1 0 1.1 2 3 3 0 4 5
009 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4 8 1 0 1 2 4 0
010 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0- 0 3 .6 1 3 8 4 4 3
011 0 0 0 0 0 0 0 0 o 0 0 0 0 1 1 0 2 12 4 5 4 12 3 5
012 0 8 1 0 0 0 0 0 0 0 Q 0 0 0 1 1 4 0 0 0 1 1 1 2
Mean 00 06 03 03 02 05 00 00 00 00 00 02 02 03 05 02 30 49 13 32 38 38 32 32
S 00 17 05 08 04 12 00 00 00 00 00 04 04 06 05 04 1.5 37 14 30 28 34 12 19

(N) (12) (2) (2) (12) (12) (12) (6 (6 (120 (2 U2 (12 (12 (12 (6 ((.5) (12) (20 2) _(2) (2 (12) (6 (t"i)

B : Before administration D : Day of administration R : Day of recovery
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Appendix 3-2 Functional cbservational battery in male rats

30 mg/kg group

Animal Posture Convulsions Respiration

No. B3 D1t D7 D14 D21 D28 B3 D1 D7 D14 D21 D28 B D1 D7 Di4 D21 D28
101 0 g -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
102 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
103 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0
104 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
108 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
106 0 Q 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0
Mean 00 00 o000 00 00 00 ¢ 00 00 00 00 00 00 00 00 00 00 00
S.D. 6 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
(N) 6 (6 @ (6 (6 {6 (6) (6) (6) (6) (8 (6) 6) ) (6 (6 (6 (6)

B : Before administration
Figures indicate scores

D : Day of administration
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Appendix 3-2 (Continued—-1)  Functional observational battery in male rats

30 mg/ke group

Animal Stereotype : Abnormal behavior

Na. B3 D1 D7 D14 D21 D28 B3I DI D7 D14 D21 D28
in 0 0 0 0 0 0 : 0 0 0 0 0 0
102 0 0 0 0] 0 0 0 0 0 0 0 0
103 0 0 0 0 0 0 H ) 0 0 0 0
104 0 0 0 0 0 0 0 0 0 0 0 0]
105 0 0 0 0 0 0 0 0 0 0 0 0
106 o 0 0 Q 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 0O 00 00
S.D. 00 00 00 00 00 o040 00 00 00 00 00O 00
(N) (6 (6 (6 (6) (B) (8B) (6) (6 (8) (B (6} (B
B : Before administration D : Day of administration

Figures indicate scores
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Appendix 3-2 (Continued-2)  Functional observational battery in male rats

30 mg/kg group

Animal Handling difficulty Abnormal vocalization Muscle tone

No. B3 D1 D7 Di4 D21 D28 B3 Dl D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
101 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
102 0 0 H 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
103 0 H 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
104 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
105 0 0 0 0 0 0 0 0 0 0 0 0 o 0 ¢ 0 0 ¢
108 0 0 0 0 ¢ 0 0 0 H 0 0 0 0 0 0 0 0 0
Mean =~ 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
SD. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
N () (6) (8 (8 (8 (8) 6 (B (6 (6 (6) (6) (6) B _(6) (6 (8) _(6)
B : Before administration D : Day of administration

Figures indicate scores



Appendix 3-2 (Continued-3)  Functional observational battery in male rats

30 mg/ke group

Animal Fur appearance Piloerection Skin/visual mucosa

Na. B3 D1 D7 D4 D21 D28 B3 DI D7 D14 D21 D28 B3 DI D7 Di4 D21 D28
101 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 o 0
102 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
103 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
104 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
105 0 0 0 0 0 0 0 0 0 0 c Q 0 0 0 0 0 0
106 0 0 0 0 0 0 0 0 0 0 0 0 0 a 0 0 0 0
Mean 60 00 00 00 00 00 00 00 006 00 00 0.0 00 00 00 00 00 00
SD. 060 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
(N) @ (6 () ) 6) (6 6) (6 - (B (6) (8) () (6) (6) (6) (8) (B (&)
B : Before administration D : Day of administration

Figures indicate scores
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Appendix 3-2 (Continued-4)  Functional observational battery in male rats

30 mg/kg group

Animal Pupil size . Salivation Lacrimation

No. B3I DM 07 D14 D21 D28 B3 Di D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
101 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 o
102 ¢ 6 0 0 0 o ¢ 0 0 0 0 0 o 6 0 0 0 o0
103 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
104 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
105 ] 0 0 0 0 0 G 0 0 0 0 ¢ 0 0 0 0- 4 0
106 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
Mean 00 00 00 00 00 00 o 00 00 00 00 0O 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00O 00 00 00 00 00 g¢ 00 00 00 00 00
{N) 6) (B8 (6 (6 (8 (8) B (6 (B (6 (8 (8 6) (& (6 (8 (6 (8)
B : Before administration D : Day of administration

Figures indicate scores
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Appendix 3-2 (Continued-5)  Functional observational battery in male rats

30 mg/kg group

Animal Righting reflex Consciousness Gait

No. B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28 Bl D1 D7 Di4 D21 D28
101 o 0 0 0 0 0 o o 0 o0 0 0 0o 0 ¢ 0 0 ©
102 0. ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
103 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
104 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
105 0 0 ¢ 0 0 o 0 0 0 0 0 0 o 0 0 0 0 0
106 0 0 0 0 0 v 0 0 0 0 0 0 4] 0 0 0 0 0
Mean a0 Q00 00 00 00 00 00 00 00 00 00 0O 00 00 00 00 00 00
s.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
{N) (6) (6 (6) (8 (6 (6 (6} (6) (8) (6) (6) (B) (6) (B8 (6) (6) (8 (B)
B : Before administration D : Day of administration

Figures indicate scores
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Appendix 3-2 {Centinued-6)  Functional observational battery in male rats

30 mg/kg group
Animal Defecation (counts / 2 min) Urination (counts / 2 min) Rearing (counts / 2 min)
No. B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
101 1 2 0 2 0 0 0 0 0 0 1 0 1 3 2 1. 2 4
102 0 2 1 0 2 0 0 0 0 0 1 1 B 7 0 4 0 0
103 3 0 0 0 0 0 0 0 0 0 1 0 2 8 2 9 g N
104 0 0 0 0 0 0 0 0 0 0 1 1 3 4 0 3 3 1
105 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
106 2 1 2 2 1 0 0 1 1 1 1 0 0 1 0 0 1 5
* o *
Mean 10 08 05 07 05 00 ' 00 02 02 02 08 03 23 38 07 28 25 35
S.D. 13 10 08 10 08 00 60 04 04 04 04 05 30 32 10 34 34 42
(N) 6) (B () (6B (6) (B) (6 (6) (6) (B (6) (8 6) (&) (8 (6) (8) (8)
B : Before administration D : Day of administration

*  Significantly different from control (P<0.05)
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Appendix 3-3 Functional observational battery in male rats

100 mg/kg group

Animal Posture Convulsions Respiration

No. B3 Di D7 D14 D21 D28 B Di D7 D14 D21 D28 B3 DI D7 Dt4 D21 D28
20 0 0 0 0 0. o 0 0 0 0 ¢ 0 0 0 0 0 0 0
202 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
203 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
204 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
205 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
206 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 g
Mean 00 00 00 00 00 00 6o 00 00 00 00 0O g¢ 00 00 00 00 00
S.D. 00 00 00 00 00 00 60 00 00 00 00 0O 00 00 00 00 00 00
(N) @ (B (6 6 & (© (8 () () (6) (6) (&) 6 (6) (6) (8 (8 (6)
B : Before administration D : Day of administration

Figures indicate scores
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Appendix 3-3 (Continued-1)  Functional observational battery in male rats :

100 mg/kg group

Animal Stereotype Abnormal behavior

No. B3 D1 D7 D14 D21 D28 B3 Dt D7 D14 D21 D28
201 0 0 0 0 0 0 0 0 0 0 0 0
202 0 0 0 0 0 0 0 ¢ 0 0 0 0
203 0 0 0 0 0 0 0 0 0 0 0 0
204 0 0 0 0 0 0 0 0 0 0 o 0
205 0 0 0 0 0 0 0 0 0 0 0. 0
206 0 0 0 0 0 0 0 0 0 0 0 0
Mean 60 00 00 00 00 00 00 00 00 00 00 00
5.D. 60 00 00 00 00 00 ‘ 00 00 00 00 00 00
(N) 6 (6) (6) (8 (8 (8) (6) (6) (8) (8) (6) (8)
B : Before administration D : Day of administration

Figures indicate scoras
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Appendix 3-3 (Continued~2)  Functional observational battery in male rats

100 mg/kg group

" Animal Handling difficulty Abnormal vocalization : Muscle tone

No. B3I M D7 D14 D21 D28 ' B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
201 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0] 0 0 0

- 202 0 0 0 0 0 -0 0 o0 ¢ 0 0 o0 6 0 0 0 0 0
203 0 0 0 0 0 1] 0 0 0] 0 0 0 0 0 0 0 0 0
204 0 0 0 0 0 0 0 0 0 0 0 0] 0 0 0 0 0 0
208 0 0 0 0] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
206 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 60 00 00 00 0O 00 ‘ 60 00 00 o000 00 00 00 00 00 00 00 00
S.D. o0 00 00 00 00 00 : 00 00 00 00 00 00 00 00 00 00 00 00
{N) (6) (6) (B) (8) (B) (6} (6) (6) (6 (6) (6) (&) (6} (6) (8) () (B) (6)
B : Befere administration D : Day of administration

" Figures indicate scores
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Appendix 3-3 {Continued-3)  Functional observational battery in male rats

100 mg/kg group

Animal Fur appearance Piloerection Skin/visual mucosa

No. 83 D1 D7 Di4 D21 D28 B3 D1 D7 D14 D21 D28 B DI D7 D14 D21 D28
201 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
202 0 0 0 V] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
203 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
204 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
205 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
208 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 0Cc 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00 00 060 00 00 00 . 00 00 00 00 00 00
(M) (6) (6) (6) (8) (6) (8) (6 _(6) (6 (B) (B) (8) 6 (6) (6) (B (8) (B
B : Before administration D : Day of administration

Figures indicate scores
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Appendix 3-3 (Continued-4)  Functional observational battery in male rats

100 mg/ke group

Animal Pupil size Salivation Lacrimation

No. B3 D1 D7 D14 D21 D28 B3 DI D7 D14 D21 D28 83 DI D7 D14 D21 D28
201 0 0 0 0 0 0 0 0 0 0 0 0 : 0 0 0 0 0 0
202 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
203 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
204 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0
205 0 0 0 0 0 0 0 0 i 0 1 1 0 0 0 0 0 0
206 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 Q 0 0
Mean 00 00 00 00 00 00 60 00 00 00 02 02 00 00 00 00 00 00
sp. . 00 00 00O 00 00 00 00 00 00 00 04 04 00 00 o00 00 00 00
(N) 6) (6 (6 (6) (6) (8) B (6 (6) (6 (8 (& 6) (6) (6) (6) (6) (B)

B : Before administration D : Day of administration
Figures indicate scores ‘
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Appendix 3-3 (Continued-5)  Functional observational battery in male rats

100 mg/kg group

Animal Righting reflex Consciousness Gait

No. B3 DI D7 Di4 D21 D28 B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
201 0 0 0 0 0 0 D 0 0 0 0 0 0 0 0 0 0 0
202 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0 0 0 0
203 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
204 o 0 0 0 0 0 0 0 0 0 0 0 0 C 0 0 0 0
205 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0
206 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
Mean 60 00 00 00 00 00 _ 0¢c 00 00 00 00 00 00 00 00 00 00 00
5.D. 06 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
(N) 6) (8 (6 (8) (B) (8B) 6) (6 (6) (6) (B) (6} 6) (8) (6) (6 () (8)
B : Before administration D : Day of administration

Figures indicate scores
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Appendix 3-3 (Continued-6)  Functional observational battery in male rats

100 meg/kg group

Animal Defecation {(counts / 2 min) Urination (counts / 2 min) Rearing {counts / 2 min)

No. B3 D1 D7 D14 D21 D28 B3 D1 D? Di4 D21 D28 B3 D1 D7 D14 D21 D28
201 0 0 0 0 ¢ 0 0 0 0 1 1 0 3 5 2 4 3 4
202 0 1] -0 0 0 0 0 0 0 0 1 1 0 0 0 2 8 6
203 0 0 0 0 0 0 0 0 0 0 0 t] 2 2 0 0 1 0
204 1 1 2 1 1 2 1 0 0 1 0 0 1 0 0 0 1 0
205 0 0 0 0 ] 0 0 0 0 1 -1 1 1 3 1 3 3 2
208 0 0 0 0 0 0 0 Q 0 ] 0 0 1 1 0- 0 3 0
Mean 02 02 03 02 02 03 02 00 00 05 05 03 13 18 05 15 32 20
S.D. ‘ 04 04 08 04 04 08 04 00 00 05 05 05 . l 1.0 19 08 18 28 25
{N) 8y (6) (6 (6) (&) (8 6) (6 () (8 (8} (6) (6) (6 (B) (B) (B) (B)

B : Before administration D : Day of administration




Appendix 3-4

300 mg/kg group

Functional observational battery in male rats

200071278
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0.0
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{6)
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¢0 00 00
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00 o0
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(12) (2
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00 0.0
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{6

0.0
(6)

B : Befare administration
Figures indicate scores

D : Day of administration

R : Day of recovery




Appendix 3-4 (Continued-1)

300 mg/keg group

Functional ebservational battery in male rats

200077278
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N 2) (2 42 12 12

B : Before administration
Figures indicate scores

- D : Day of administration

R : Day of recovery




2000TT278
Appendix 3-4 (Continued-2)  Functional observational battery in male rats
300 mg/kg group
Animal Handling difficulty Abnormal vocalization Muscle tone
No, B3 bi D7 Di4 D21 D28 R7 R4 B3 Di D7 Di4 D21 D28 R7 Ri4 B3 D1 D7 D14 D21 D28 R7 Ri4
301 0 0 0 0 0 0 ' 0 ] 0 0 0 0 0 V] 0 0 0 0
302 0 0 0 0 0 0 0 0 0 0 0 0 "0 0 0 0 1] 0
303 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
304 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 ¢
305 0 0 0 0 0 0 0 0 0] 0 0 0 0 0 0] 0 0 0
306 0 0 0 0 0 0 . . 0 0 Q0 0 0 0 . . 0 0 0 0 0 0 . .
307 0 0 0 0 0 0 o 0 0 0 0 0 H (] 0 0 0 0 0 0 0 0 0 0
308 0 0 0 0 0 0 0] 0 0 0 0 0 0 0 0 0 0 0 0 0 )] 0 0 0
309 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 ] 0 0 0 0 o 0
an 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 1] 0 0 0 0 0 0
312 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0]
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 0C 00
(N) 2y 12y (12 a2y 2 (2 () (6 (12) (12 (2> (12) (12) (2 () (6) (12 _(12) (12) (2 a2 a2 6 (6

B : Befere administration -
Figures indicate scores

D : Day of administration

R : Day of recovery




Appendix 3-4 {Continued—3)

300 mg/kg group

Functional observational battery in male rats

20007T278

Animal

Fur appearance
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00 00 00
00 00 00
{12) (12 (2

060 00
00 00
(2) (2

0.0
0.0
(12)

0.0
0.0
(6)

0.0
(6)

00 00
00 00

0.0
0.0

0.0
0.0

0.0
0.0

0.0
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0.0
(6)

0.0
(6)

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery

(2) (12) (12) (120 (12 (2



‘ 2000TT278

Appendix 3-4 (Continued—4)  Functional observational battery in male rats
300 mJg_k;_;group
Animal Pupil size Salivation Lacrimation
No. B3 3] D7 D14 D21 D28 R7 R14 B3 DIl D7 D14 D21 D28 R7 Ri14 B3 2] D7 D14 D21 D28 R7 Ri14
30 0 0 0 0 0 0 0 ] 0 1 1 ] 0 0 0 0 0 0
302 0 0 0 0 0 0 0 0 o 1 0 1 0 0 0 0 0 0
303 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0
304 0 0 0 0 0 0 0 0 0 i 1 1 0 0 0 0 0 0
305 0 a 0 0 0 0 0 0 0 1 1 1 . 0 g 0 0 0 0
306 0 0 0 0 0 0 . . 0 0 1 1 1 1 . . 0 0 0 0 g 0 . .
307 4] 0 0 0 0 0 0 0 0 0 0 )] 0 0 0 0 0 0 0 0 0 0 0 0
308 0 0 0 0 0 1] 0 0 0 0 0 1 0 0 0 0 (] 0 0 0 0o 0 0 0
309 0 0 0 0 0 0 0 0 0 0 0 i 1 1 0 0 0 0 0 0 0 0 0 0
310 0 0 o 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
31 0 0 0 0 0 0 0 0 0 0 0 - 1 1 1 0 0 0 0 0 4] 0 0 0 0
312 0 0 0 0 0 0 0 O 0 0 0 0 1 1 0 0 0 0 0 0 0 0] ] Q

. Wk ok ook
Mean 00 00 00 00 €0 00 00 00 60 00 0t 08 07 08 00 00 60 00 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00 00 00 00 03 05 05 05 00 00 00 00 00 00 00 0O 00 00
{N) gz2) (2) (2 (12) (12) (12) (6 (8 (12) (12) _Q2) (12) (12 (12) (6 (6 (12 (12 (2 (2 a2y 2y ® (6)

B : Before administration D : Day of administration
Figures indicate scores
**  Significantly different from control (P<0.01)

R : Day of recovery




2000TT278
Appendix 3-4 {(Continued-5)  Functional observational battery in male rats

300 mg/kg group

Animal Righting reflex Consciousness Gait

Na. B3 DI D7 D14 D21 D28 R7 Ri4 B3 D1 D7 D14 D21 D28 R7 Ri4 B3 D1 D7 D14 D21 D28 R7 RI14

301 0 0 0 0 0 0 0 0 0 0 0 0 ' 0 0 0 ¢ 0 0 ’

302 o 0 0 0 0 0 0 0 0 0 0 0. H 0 0 0 0 0

303 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

304 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 ¢

305 0 0 0 6. o0 0 0 0 0 0 0 0 0 0 ] 0 0 0

306 0 0 0 0 0 0 . . 0 0 0 0 H 0 . . 0 0 0 0 ¢ 0 . .

307 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 Y 0 0 0

308 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0 0 0 0

309 0 0 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 ! ¢

310 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0
311 H 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

312 ! 0 0 0 a 0 0 0 0 0 0 0 0 0 0 0 e 0 0 0 0 0 0 0

Mean 00 00 00 00 00 00 00 00 60 00 00 00 00 00 00 00 60 00 00 00 00 00 00 00

SD. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00

(N) (12) (2) (12) (2 (2 (2) (6 (6 (12) (12) (12 (2) (12) (12) (6 (8 (12) (12) (2) 12y (12) (2) () (é)

B : Before administration D : Day of administration R : Day of recovery
Figures indicate scores



20007TT278
Appendix 3-4 (Continued-6)  Functional observational battery in male rats

300 me/kg group .

Animal Defecation (counts / 2 min) Urination (counts / 2 min) \ Rearing (counts / 2 min)

Ne. B3 D1 D7 D14 D21 D28 R7 Ri14 B3 D1 D7 D14 D21 D28 R7 Ri14 B3 D1 D? Di4 D21 D28 R7 R14
301 0 ] 0 0 0 0 0 0 C 0 0 0 3 5 7 8 13 9

302 0 0 0 0 0 0 0 0 0 0 0 0 2 2 1 1 1 1

303 0 0 0 o 0 0 0 0 0 0 0 ¢ 2 2 0 2 2 2

304 1 2 2 2 2 2 1 0 1 i 1 0 0 0 0 0 0 1]

305 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1

306 1 0 0 0 0 0 . . 0 0 0 [} 0 0 . . 3 6 4 2 3 0 .

307 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 5 5 2 4 0 4 3 6
308 0 0 0 0 0 0 0 0 0 4 1 1 1 1 0 0 0 5 0 0 2 3 4 3
309 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 2 7 2 4 5 2 0 2
310 1 2 1 0 0 0 0 0 0 1 0 0 0 0 0 1 2 6 0 0 0 ] 2 3
a1 1 2 1 1 0 0 0 0 1 1 2 1 1 0 C 0 3 1 0 0 8 4 & 6
312 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 7 0 2 2 3 G 2
Mean 03 05 03 03 02 02 00 00 02 02 03 04 03 01 00 02 20 38 13 20 31 .24 35 31
S.D. 05 09 07 06 06 06 00 00 04 0©c4 07 05 05 03 00 04 . 15 27 22 24 39 25 23 18

(N (12) (12) (12) (2) (d2) (12) (8) _ (6) (12 _(12) @(2) (2 (12) (12)  (6) (6} (2) (12) (2) (12) (12) (12} (8 (f-a‘)

B : Before administration D : Day of administration R : Day of recovery



Appendix 4-1

Control group

Functional observational battery in female rats

200077278
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(6)

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery



Appendix 4-1 (Continued-1)

Control group

Functional observational battery in female rats

200077278

Animal

Sterectype
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No.
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B : Before administration
Figures indicate scores

A D : Day of administration

R : Day of recovery




Appendix 4-1 (Continued-2)

Control group

Functional observational battery in female rats

2000TT278

Animal
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Abnormal vocalization

Muscle tone

No.

[vs)
(-]
g

D7

D14 D21 D28 R7 Ri4

B3 D

b7 D14 D2

D28

R7 Ri4

B3

=

D7 Di4 D2t

D28

R7

R14

401
402
403
404
405
406
407
408
409
410
41
412

0

OO0 0000 OO0 OO0
DO 00000 QO DO
(=R =l = B = R o B o B 0 = 2N = BN o 3 o

0

[=]

o000 000000
Lo I e I o B e B e Y e R o Y coc B o= B = N o]
OO0 000D OO CoCOoO O
OOOQOIQ.

OO0 000 OO0 0O 0 OO

1
0
¢
0
0
0
0
0
0
0
0
0
0

0

[T e T e B = S = B e B e B o B o Y = i = |

0

Q0000000000

0

L= - T - R - B - Y o N o B e Y o B o B e 4

OC OO0 00O o0 0oOO0

[on o Y i o B o= Y . SN

OO 00 o o,

C OO OO o o000 O

0

[T o B o o B o B o B o B = BN = B = B = B o
O D00 0000000

0

(=l e i o B o i o B o B = I = 1 = =]

0

(o= o= I = i e i e B e B o B e Y o B = A

OO0 00000000

SO0 0 0 0.

o0 0000 Q.,

Mean 00 00 00
S.D. 00 00 00
(N) (12) a2y 2

00 00 00 00 00
00 00 00 00 00
(12) 2y (12) (6} _ (6

00 00
00 00

0.0
0.0

0.0
0.0

0.0
0.0

0.0
0.0

(12) 12y (20 a2 a2 (2

0.0
(6)

0.0

00

(6)

0.0
0.0
(12)

00 00
00 00

0.0
0.0

a2 (12) (12

0.0
0.0
(12)

0.0
0.0
(12)

0.0
{6)

0.0
(6}

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery




Appendix 4-1 (Continued-3)  Functional observational battery in female rats

Control group

2000TT278
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B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery




Appendix 4-1 {Continued—-4)

Contral group

Functional observational battery in female rats

2000771278
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B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery




2000TT278
Appendix 4~1 (Continued-5)  Functional observational battery in female rats

Control group

Animal Righting reflex Consciousness Gait

No. B8 DI D7 D14 D21 D28 R7 RI4 B3 DI D7 Di4 D21 D28 R7 RIl4 B DI D7 D14 D21 D28 R7 RI4
401 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

402 0 0 0 0 0 0 V] 0 0 0 0 0 0 0 0 0 0 0

403 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0

404 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

405 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

406 0 0 0 0 0 0 ) . 0 0 0 0 0 0 . . 0 0 0 0 0 0 .

407 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
408 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 () 0 0
409 0 0 0 0 0 0 0 0 0 0 0 0 0 0 (1 0 0 0 0 0 0 0 0 0
410 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
411 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
412 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00

{N) (12) (12) (20 (2) (2) (12) () (6) (12) (2 (12 a2 {2 {2y 6 (6 (12) (12) (12) (12) {2y (2  (8) (("i)

B : Before administration D : Day of administration R : Day of recovery
Figures indicate scores '



. 2000TT278
Appendix 4-1 (Continued-6)  Functional observational battery in female rats
Control group
Animal Defecation {counts / 2 min) Urination {counts / 2 min) Rearing (counts / 2 min)
No. B3 D D7 Di4 D21 D28 R? R14 B3 D1 D7 Di4 D21 D28 R7 Ri4 B3 Di D7 D14 D21 D28 R7 R14
401 0 0 0 0 0 0 0 0 -0 0 0 0 7 6 3 2 9 13
402 0 0 0 0 0 0 0 0 0 0 0 0 13 10 12 10 16 13
403 0 0 0 o 0 0 0 0 0 0 0 (1] 9 10 9 10 12 18
404 0 0 ] 0 0 0 0 0 0 0 0 0 3 8 1 8 13 10
405 0 0 0 0 0 0 0 0 0 0 0 0 8 11 11 22 14 17
406 0 0 0 0 0 0 . . 0 0 0 0 0 0 . . 3 b 13 8 10 10 . .
407 0 0 0 0 0 0 0 0 0 0 0- c ¢ 0 0 0 3 5 6 7 8 6 12 12
408 0 1 2 0 0 1) 0 0 0 1 0 4] 0 0 0 0 16 13 11 9 11 14 10 14
405 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 8 18 4 12 10 7 8 11
410 0 o 0 0 0 0 0 0 0 0 0 0 o 0 0 0 1 5 10 9 8 10 11 8
111 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 14 12 13 12 8 9 13
412 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 7 11 7 14 15 14 17 8
Mean 00 01 02 00 00 00 00 00 0.0 041 00 00 00 00 00 00 10 9.7 83 163 115 117 11.2 110
S.D. 00 03 06 00 00 00 00 00 00 03 00 0O 00 00 00 00 43 44 40 48 2.6 38 32 25
{N) (12) (12 (12) 2y (12) 2 (6 (6) 6 (8 (2) 2y 2 g2y -2y 2 & (6

B : Before administration D : Day of administration

R : Day of recovery

(12) _(12) @(12) (12) (12) (2



2000TT278
Appendix 4-2 Functional observational battery in female rats

30 mg/kg group

Animal Posture Convulsions Respiration

No. B3 Di D7 D14 D21 D28 B D1 D7 Di4 D21 D28 B3I D1 D7 D14 D21 D28
501 0 o 0 0 0 -0 0 0 0 0 0 0 : 0 0 0 1] 0 0
502 0 0 0 0 0 0 0 0 0 0 0 C Q 0 0 0 0 0
503 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0
504 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
505 0 0 0 0 1} 0 0 0 0 0. 0 0 0 0 0 0 0 0
506 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
sS.D. 00 00 00 Q0 00 00 : 00 00 00 00 00 00 00 00 00 00 00 00
{N) (6) (6) (6} (6) (8) (8) 6) (6) (68 (8) (6) (B) 6) (B (&) (8) (8 (8)
B : Before administration D : Day of administration _

Figures indicate scores




} 2000TT278
Appendix 4-2 (Continued-1)  Functional observational battery in female rats

30 mg/kg group

Animal Stereotype Abnormal behavior

No. B D1 D7 Di4 D21 D28 - B3 DI D7 D14 D21 D28
501 0 0 0 0 0 0 0 0 0 0 0 0
502 0 0 0 0 0 0 0 0 0 0 0 o
803 0 0 0 0 0 0 0 0 0 0 0 0
504 0 0 0 0 o0 o0 6 0 0 0 0 O
505 0 0 0 0 0 0 0 0 0 0 0 0
506 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00
SD. .00 00 00 00 00 00 - 0¢ 00 00 00 00 00
(N) (6) (6 () (6) 6) _ (6) (8 (B (6 (6 (8} (8
B : Before administration D : Day of administration

Figures indicate scores




. 2000TT278
Appendix 4-2 {Continued-2)  Functional observational battery in female rats

30 mg/kg group

Animal Handling difficulty ~_Abnormal vocalization Muscls tone

No. B3 D1 D7 Di4 D21 D28 B3 D1 D7 D14 D21 D28 B3 DI D7 D14 D21 D28
501 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
502 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o0 0 0
503 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
504 0 0 0 0 0 0 0 0 0 0 0 0 "0 0 0 0 0 0
505 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
506 0 0O 0 0 0 0 6 0 0 0 0 © 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
SD. 00 00 00 00 00 00 0.0 00 00 00 00 00 00 00 00 00 00 00
{N) (6) (6) (B) (8 (B) (B 6) (6) (6) (8 (8) (8) 6) (6 (B (8 (B) (B)

B : Before administration D : Day of administration
Figures indicate scores :



2000TT278
Appendix 4-2 (Continued-3)  Functional observational battery in female rats

30 mg/kg group

Animal : Fur appearance Piloerection Skin/visual mucosa

No. B3 Di D7 D14 D21 D28 B Di D7 D14 D21 D28 B3 Di D7 D14 D21 D28
501 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0
502 it} 0 0 0 0 0 0 0 0 1] 0 0 ¢ 0 0 0 0 0
503 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
504 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0
505 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
506 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
sS.D. 00 00 00 00 00 00 , 00 00 00 00 00 00 00 00 0C 00 00 00
(N) (6) (6 (6) (6 (6) (8) 6 (6 (6 (8 (6) (5) 6 (8 (6) (8 (8) (8)
B : Before administration D : Day of administration

Figures indicate scores



Appendix 4-2 (Continued-4)

Functicnal cbservational battery in female rats

200077278

30 mg/kg group

Animal Pupil size Salivation Lacrimation

No. B3 DI D7 Dbi4 D21 D28 B3 DI D7 D14 D21 D28 BI Di D7 Di4 D21 D28
501 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
502 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
503 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
504 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
505 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
506 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 060 00 00 00 00 00 00 060 00. 00 00 00 00 00 00 00 00 00
s.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
(N) 6) (6 (6 (6) (8) (B) (6) (6 (6 (B (6) (B) (6) (6 (6) (6) (B) (B)

B : Before administration
Figures indicatg scores

D : Day of administration



Appendix 4-2 (Continued-5)

Functional abservational battary in female rats

2000TT278

30 m,g/_g_ki group

Animal Righting reflex Conscicusness Gait

No. B3 D1 D7 Di4 D21 D28 B3 Di D7 D14 D21 D28 B3 Di D7 D14 D21 D28
501 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
502 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
503 0 0 0 0 0 0 D 0 0] 0 0 0 0 0 0 0 0 0
504 ] 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
505 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0
5086 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 o000 00 00 00 00 ©00 00 00 00 00
S.D. 00 00 00 00 00 00 0 00 00 00 00 00 00 00 00 00 00 00
(N) (6) (6 (6 (8 (8 (8) (6) (6) (8 (8) (B (6 (6) (6) (8) (8) (6) (8B)

B : Before administration
Figures indicate scores

D : Day of administration




2000771278
Appendix 4-2 (Continued-6)  Functional observational battery in female rats

30 mg/kg group

Animal Defecation {counts / 2 min) ‘ Urination {counts / 2 min) Rearing (counts / 2 min)

Na. B3 D1 D7 Di4 D21 D28 B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
501 4] 0 0 0 0 0 0 0 0 0 0 0 8 12 7 8 10 12
502 0 0 0 0 4] 0 0’ 0 0 0 0 0 5 12 7 10 18 16
503 0- 0 0 0 0 0 0 0 0 0 0 0 7 7 3 2 10 7
504 "0 0 0 0 0 0 0 0 0 0 0 0 2 5 7 3 9 6
505 0 0 0 0 0 0 0 0 0 0 0. 0 2 6 4 8 17 11
506 0 0 0 0 0 0 1 0 0 0 0 0 1 1 14 11 15 12
Mean 00 00 00 00 00 00 g2 00 00 00 00 00 82 72 70 10 132 107
S.D. 00 00 00 00 00 00 04 00 00 00 ©O0 00 26 43 38 37 40 3.7
(M) (6) (6 (6) (6) (B) (6) (6 (6) (8) (8) (8 (6) ' (6) (6) () (6) - (6) (6

B : Before administration D : Day of administration




2000TT278
Appendix 4-3 Functional observational battery in female rats

100 mg/kg group

Animal Posture Convulsions : Respiration

No. B3 D1 D7 D14 D21 D28 B3I D1 D7 Di4 D21 D28 B3I D1 D7 D14 D21 D28
601 ¢ 0 o o o0 o ¢ 0 o0 0 o0 0 6.0 0.0 0 o0
602 0 0 0 0 0 0 0 0 Y 0 0 0 0 0 0 0 6 0
603 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
604 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
605 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
606 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 0C 00 00 00
S.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
{N) 6) (8 (6 (B (8 (8) 6) (6)  (8) (6) (8) (6) 6) (6 (B8) (B B (8
B : Before administration D : Day of administration

Figures indicate scores




. 200077278
Appendix 4-3 (Continued~1)  Functional observational battery in female rats

100 ﬁgﬁg_group

Animal Stereotype Abnormal behavior

No. B3 D1 D7 D14 D21 D28 B3 DI D7 D14 D21 D28
601 0 0 0 0 0 0 0 0 0 0 0 0
602 0 0 0 0 0 0 0 0 0 0 0 0
603 0 0 0 0 0 0 0 0 0 0 0 0
604 0 0 0 0 0 0 0 0 0 0 0 0
605 0 0 0 .0 0 0 0 0 0 o 0 0
606 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 Q0 00 00 00 . 00 00 00 00 00 00
S.D. 00 00 00O 00 00 00 00 0C 00 00 00 00
(N) (6)  (6) (6 (&) (8 () 6) (6) (6 (8 (6) (&)
B : Before administration D : Day of administration

Figures indicate scores




Appendix 4-3 (Continued-2)  Functional observational battery in female rats

2000TT278

100 mg/kg group

Animal Handling difficulty . Abnormal vocalization Muscle tone

No. B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28 B DI D7 D14 D21 D28
601 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
602 0 0 0 0 0 0 ¢ 0 0 .0 0 ¢ 0 H 0 0 0 0
603 0 ¢ 0 0 0 0 0 0 0 0 ] ¢ 0 ¢ 0 0 0 0
604 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
605 0 0 0 e 0 0 0 0 0 H 0 0 ] 0 0 0 0 0
606 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 o 00 00 00 00 00
S.D. 00 00 00 o©O0 00 00 00 00 00 00 00 00 00 00 00 00 00 00
(N) @® (6 B @© (6 (6 6 _6 (B (6 _ (6 (6) @® (6 (& (6 (6 (6)
B : Before administration D : Day of administration

Figures indicate scores




200077278
Appendix 4-3 (Continued-3)  Functional observational battery in female rats

100 mg/kg group

Animal Fur appearance Piloerection Skin/visual mucosa

No. B3 DI D7 D14 D21 D28 B3 D1 D7 D14 D21 D28 B3 Bt D7 Di4 D21 D28
601 0 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0
602 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
603 0 0 0 0 0 e o 0 0 0 0 0 0 0 0 0 ¢ 0
604 0 0 -0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0
605 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0
606 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 c0 00 00 00 00 00 00 00 00 00 00 00
S.0. 00 00 00 00 00 00 060 00 00 00 00 0O 00 00 00 00 0.0 00
(N) 6) (6) (6) (6 (6) «(B) 6 @ (6 (6 (68 (6 6) (6) (6) (B) (B) (6)
B : Before administration D : Day of administration

Figures indicate scores




Appendix 4-3 {Continued-4)

100 me/kg group

Functional observational battery in female rats

2000TT278

Animal Pupil size Salivation Lacrimation

No. B3 Di D7 D14 D21 D28 B3 D1 D7 Di4 D21 D28 B3 Di D7 D14 D21 D28
601 0 0 0 0 0 0 0 .0 [ 0] 0 0 0 0 0 0 0 0
602 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
603 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
604 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0] 0 0 0
605 0 0 0 0 0 0 0 0 0 0 0] 0 0 0 0 0 0 0
606 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 €0 00 00 00 00 00 00 00 00 00 00
S.D. 00 00 00 00 00 00 00 €0 00 00 00 00 00 00 00 00 00 00
{N) (6) (6 (6) (B) (6) (B) 6) (6 (6 (&) (6 (5) (6) (B (6) (8) (8) (&)

B : Before administration
Figures indicate scores

D : Day of administration




Appendix 4-3 {Continued-5)  Functional observational battery in female rats

2000TT278

100 mg/kg group

Animal Righting reflex Consciousness Gait

No. B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
601 -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
602 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
603 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
604 0 0 0 0 0 0 0 c 0 0 0 0 0 0- 0 0 0 0
605 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
606 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
SD. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00
{N) 6) (6 (B6) (& (& () (6) (6) (8) (B (&) () (6) (8) (B (8) (8 (8)

B : Before administration
Figures indicate scores

D : Day of administration



20007T278
Appendix 4-3 (Continued-6)  Functional observational battery in female rats

100 mg/kg group

Animat Defecation (counts / 2 min) Urination (counts / 2 min) Rearing (counts / 2 min)

No. B3 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28 B3 D1 D7 D14 D21 D28
601 0 0 0 0 0 0 0 0 0 0 0 0 7 12 11 5 7 15
602 0 0 0 0 0 0 0 0 0 0 0 0 7 1 6 9 5 ]
603 0 0 0 0 0 0 ) 0 0 0 0 0 7 17 16 15 16 14
604 0 0 0 0 0 0 ] 0 o 0 0 0 3 9 2 3 1 0
605 0 0 0 0 0 0] (] 0 0 0 0 0 8 17 19 25 22 18
606 0 0 0 0 0 0 0 0 0 0 0 0 2 5 1 4 6 6
Mean 00 00 00 00 00 00 00 00 00 00 00 0O 87 112 92 102 95 103
S.D. 00 00 00 00 00 00 00 00 00 00 00 00 . 25 5841 74 85 79 8.7
(N) 6) (6) (6) 6)__(6) (8) ‘ (6)  (6) (B8) (8 (8 (8) 6) (6) (60 (8 (B) (B)

B : Before administration D : Day of administration




_ . 2000TT278

Appendix 4-4 Functional observational battery in female rats

300 mg/kg group
Animal Posture Convulsions Respiration
No. B} Di D7 D14 D21 D28 R7? Ri4 B3 DI D7 D14 D21 D28 R7 Ri4 B3 Di D7 D14 D21 D28 R?7 Ri4
701 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 V] 0 0
702 L 0 1 o 0 0 c ] 0 0 0 ] 0 0 0 0 0 0
703 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
704 .0 0 ) 0 0 0 0 0 0 Lt 0] 0 ] 0 0] 0 0 0
705 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
706 0 0 0 0 0 ] . . 0 0 ¢ .0 0 0 . . 0 0 0 0 0 0 .
107 0 0 0 0 0 0 0 0 0 0 0] 0 0 0 0 0 0 0 0 0 0 0 ] 0
708 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
109 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
710 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0]
711 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 C 0 0 0 0 0 0 0 V]
712 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean g0 00 01 00 00 00 00 00 0¢ 00 00 00 00 OC 00 00 00 00 00 00 00 00O 00 00
s.D. 06 00 03 00 00 00 00 0.0 00 00 ©00 00 00 00 00 00 00 00 00 OO0 00 00 00 00
(N) (12) (12) (2 (12) (12) @2 () (8) (12) (12) (12) (12) (12) 2y (6 (8 (12) _(12) (12) (12) 2 2 ) (6
B : Before administration D : Day of administration R : Day of recovery

Figures indicate scores




Appendix 4-4 (Continued-1)  Functional observational battery in female rats

300 mg/kg group

2000TT278

Animal

Stereotype

Abnormal behavior

No.

jus)
[

D

D7 D14 D21 D28 R7 RI14

Bi D

D7 D14 D21

D28

R7

Rt4

701
102
703
704
706
708
707
. 708
709
o
EaR
112

0

[ =T e i = B = B - I B - I o B = Y = N = ]

1
0
0
0
0
0
0
0
0
0
0
0
0

[=I T I = i o T e B o= B o T o B o B o

0

L=

C OO0 o DOoO
[ e B o= T = B o B - B e T e B o B e B o
(=R e B e B o o Bl e B o R = = I = N =]

o 0000 0.
Lo I o B v IS e B o I o S

(= B o B o B o Y . B = B = B = BN = BN = I o ]

1
0
0
0
0
0
0
0
0
0
0
0
0

0

OO0 O 00000000

0

L= Qi o= I - R o B e Y - Y - B o= Y - Y e B ]

SO OO0 0000 0o 0o

OO0 OO0 O0COoO O OO0 O0o

[= I = R i o B e [ o B

Qo0 oo 0.

Mean 00 00 00
sS.D. 00 00 OO0

00 00 GO 00 00
00 00 00 00 00

() (2) (2) 12) 32) (2) (12) (6 (6)

00 00
00 00
(12) (12

0.0
Q.0

0.0
0.0

0.0
0.0

(12y Q@2 12

0.0
0.0
(2)

0.0
(6)

0.0
(6)

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery




200077278
Appendix 4-4 (Continued-2)  Functional observational battery in female rats
300 mg/kg group
Animal Handling difficulty Abnormal vocalization Muscle tone
No. B3 Di D7 D14 D21 D28 R7 Ri4 B3I Di D7 D14 D21 D28 R7 Rl4 BlI ™ D7 D14 D21 D28 R7 RI14
701 0 0 0 0 0 0 0] 0 0 0 a 0 0 0 0 0 ¢ 0
102 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0
703 0 0 0 ) 0 0 0 -0 0 0 0 0 0 0 0 0 0 0
704 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
705 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
706 0 0 0 0 0 o . - ] 0 0 0 0 0 . . 0 0 0 0 it} 0 . .
707 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
708 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
708 0 0 0 0 a 0 ] 0 0 0 0 H 0 0 0 0 ] 0 0 0 0 )] 0 0
710 0 1] 0 o0 0 0 0 (] 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0
711 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [} 0 0 0 0 0 0 (|
712 0 0 0 0 0 0 0 0 0 C 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mean 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 60 00 00 0O 00 00 00 00
S.D. 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 00 0o 00 00 00 00 00 _ 00 00
(N) (12) (12) (2 2 ({2 @2 () (8 (2) (2) (12) (2 2y 2 ® (&) (02) (1) (2 29 02 (2 @6 (6

B : Bafore administration
Figures indicate scores

D : Day of administration R : Day of recovery



Appendix 4-4 (Continued-3)  Functional observational battery in female rats

300 mg/ke g‘ roup

2000TT278

Animal Fur appearance

Piloerection

Skin/visual mucosa

No. DI D7 D14 D21 D28 R7 Ri4

jux]
o
m
(48]
[
—

D7 D14 D21

D28

R7 R14

m
[

2

D7 Di4

D21

D28

R7

Ri4

701 0o 0 o
702
703
704
705
706
707
708
700
710
m
712

o000 0o o 00000
D0 0000000000
OO0 OO0 OO0 OO CQ

0
0
0
0
0
0
0
0
o
0
0
Q

CcCoOoCc oo CcOoOOoOoO0O
CO0C0O 00 OO0 OO0
CoOCC OO OO0
oo CcOoOocOoOOO OO

[ = o I - B o Y e I e T
[ I o R e R n Y oc Y u- TS

0

(o= o I o I e Y o B o R - I o B < B o I o

0

OO0 000000 OO0

0

[ov B o B o B o Y B = B = O = T = I = O << ]

COoODDO0O QO OO0 000

OO0 OO0 0o O,

o000 oo,

(= = R [ - B e B o B . B o B o B o B e B

o

0

OO0 COoOCOOOoO0oO0
OO 0O OO0CO oo

0

00000000 0OCO

OO0 00O 0C o000 QO

o OO0 000,

SO D0 OO oO.

Mean 00 00 00 ©00 00 00 00 00 00 00

SD. 00 00 00 00 00 00 00 00 00 0.0
(N) (12) (12) (12) (12) (12) (12) (6} (6)

0.0
0.0

0.0
0.0

0.0
0.0

0.0
0.0

0.0
0.0
(6)

0.0
(6)

0.0
0.0
(12)

O O 000 000000

00 00 00
00 00 00
(12 (12) (12)

0.0
0.0
(12)

0.0
0.0
(12)

0.0
0.0
(8

0.0
(6)

B : Before administration

D : Day of administration
Figures indicate scores '

R : Day of recovery

(2 2 a2y 2y a2 (2
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Appendix 4-4 {Continued-4)  Functional observational battery in female rats

300 mg/kg group

Animal Pugil size Salivation Laerimation

No. B3 Di D7 D14 D21 D28 R7 R14 B3 D1 D7 D14 D21 D28 R7 Ri14 B3I DI D7 Di4 D21 D28 R7 Ri4

701 0 0 ] 0 0 0 0 0 0 0 0 1 0 0 0 ] 0 0

702 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 "0 0 0

703 0 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 ]

704 0 0 0. O 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0

705 0 0 0 0 0 0 0 0 0 i 1 1 0 0 0 0 0 0

706 0 0 0 0 ¢ 0 . . 0 0 1 1 1 1 . . 0 0 0 0 0 0 . .

707 0 0 0 0 "0 -0 0 0 0 0 1 1 1 1 0 0 0 0 0 0 0 0 0 0

708 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

709 0 0 0 0. 0 0 0 0 0 0 0 0 0 1 0 1] 0 o ¢ 0 0 0 0 0

710 0 0 0 0 0 ] 0 0 0 0 0] 1 1 1 0 0] 0 0 0 0 0 0 0 0

m 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

712 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 Q
* kK ok !

Mean 60 00 00 00 00 00 00 00 60 00 02 04 05 07 00 00 06 00 00 00 00 00 00 00

s.D. 00 00 00 00 00 00 00 0O 00 00 04 05 05 05 00 0.0 06 00 00 00 00 00 00 00

(N) (12 (12) _(12) (12) (12) (12  (6) (s) (12) (12) (20 (120 (2 (2 & (6 (12 (20 {2y 12y a2y 2y () (6)

B : Before administration D : Day of administration R : Day of recovery

Figures indicate scores
%  Significantly different from contrel (P<0.05)
**  Significantly different from contrel (P<0.01)



Appendix 4-4 {CGontinued-5)

300 mg/kg group

Functicnal cbservationa! battery in female rats

200077278

Animal

Righting reflex

Consciousness

Gait

No.

m
()
ol

D7

D14 D21 D28 R7 Ri4

o
|75 ]
Q
a=ry

D7

D14 D21

D28

R7 R4

D7 D14 D21

D28

R7

R4

701
702
103
704
105
706
107
708
709
710
11
12

0

[ I o I oo B o B o T e B o B o B e Y o B o B e )
D00 00O 00O 000

0

[on [ o I o Y e Y oo B o B o B = B = B = 1) =]
COO0O0O0C OO0 OO0 O
COO0ODO0OO0O0OOO OO

o O o000 0.
[ =T - [ - R o T - Y o T

0

SO0 O o OO0 0C 0o
000000 OO0 000
OO0 C OO0 O0ODOO00O

L]
(=]

OO0 00O 0 00000

[T o= B o= B = I A e B = = I = B = B = I =)

[ e i e I e Y o Y o R

Q.o o0 0 0O,

Q00000000 Qo oW

0

C OO OO 0000 00

0

D000 0O OO0

OO0 0O OO 0O O0 o o0

[ e R e i o B o [ o BN = = N = I = B = I =]

OO0 000,

OO0 0 0 00,

Mean 00 00 00
S.D. 00 00 00
{N) 2y (12) a2

00 00 00 00 00
00 00 00 00 00
(2) 2 2y @\ (&)

00 00 00
00 00 00
(12) (2) (12

00 00
00 00
(12) (12

LB == [ - R o I o R o Y - B e Y - Y o B o

0.0
0.0
(12)

0.0
0.0
(6)

0.0
{6)

0.0
0.0
(12)

00 00
00 00

0.0
0.0

0.0
0.0

(2) (2 (2 Qa2

0.0
0.0
(12)

0.0
0.0
(8)

0.0
(6

B : Before administration
Figures indicate scores

D : Day of administration

R : Day of recovery
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Appendix 4-4 {(Continued-6)  Functional observational battery in female rats

300 me/kg group

Animal Defecation (counts / 2 min) - Urination (counts / 2 min) : Rearing (counts / 2 min)

No. B3 D1 D7 Di4 D21 D28 R7 Ri14 B3 D1 D7 D14 D21 D28 R7 Ri14 B3 D1 D7 D14 D21 D28 R7 R14

701 0 0 0 0 0 0 (] 1 0 0 0 ¥ 13 13 14 1 18 14

702 0 0 0 0 0 0 0 0 0 0 0 0 1 10 0 7 1 6

703 0 0 0 0 0 0 0 0 0 | 0] 0 4 11 5 6 7 1

704 0 0 o 0 0 0 0 0 0 0 o 0 6 4 3 5 7 8

705 0 y; 0 0 0 1] 0 0 0 0 0 0 3 7 2 4 7 10

706 0 0 0 0 0 0 . . 0 0 0 0 0 0 . . 9 7 7 10 14 9 . .

107 o 0 0 0 -0 ] 0 0 0 0 0 0 0 0 0 0 6 8 4 1 3 4 7 3

708 ] ] 0 0. 0 0 0 4 0 0 0 0 0 0 0 0 6 G 1 7 2 2 5 6

709 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 7 12 3 8 8 6 8 7

110 0 0 0 0 0 0 c 0 0 0 0 0 0 0 0 0 3 5 4 4 11 11 9 9

11 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 13 7 6 17 14 16 22 10

T2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 2 7 3 3 5 6 11
" Mean 00 00 00 00 00 00 Q0 00 00 0.1 00 00 00 00 00 00 64 L1 47 69 1.9 83 95 77

s.D. 60 00 00 00 00 00 Q0 00 00 03 00 00 00 00 00 00 37 33 37 43 54 - 47 63 29

(N) (12) @2 2y (2 (2 2 ® () (12) (2) a2 a2y a2y 12 () (6) (12) (12) (12 a2 a2 a2 & ()

B : Before administration D : Day of administration R : Day of recovery
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Appendix §-1-1  Functional tests in male rats _
— The 4th week of administration —
Gontrol group
Score _

Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot—splay {(cm)
No. reflex - response response response righting I I Mean I I Mean
001 0 0 0 . 0 0 0.704 0.873 0.789 8.0 10.2 9.6
002 0 0 0 0 0 1.012 1.266 1.139 10.5 11.7 11.1
003 0 0 0 0 0 0.947 0.831 0.889 5.0 6.5 58
004 0 0 0 0 0 0.982 1.157 1.070 85 7.3 7.9
005 0 0 0 0 0 1.588 1.360 1474 6.2 5.3 58
008 0 0 0 0 0 1.112 0.933 1.023 5.6 4.7 5.2
007 0 0 0 0 0 1.079 1.065 1.072 - 6.5 6.6 6.6
008 0 0 0 0 0 - 0.740 0.722 0.731 4.3 35 39
009 0 0 0 0 0 0.964 1.112 1.038 52 4.6 49
010 0 0 0 0 0 1.028 1.185 1.107 6.0 5.1 5.6
011 0 0 0 0 0 1.012 1.192 1.102 6.0 52 5.6
012 0 0 0 -0 0 1.263 1.369 1.311 8.3 7.2 7.8
Mean 0.0 0.0 0.0 - 00 0.0 1.035 1.089 1.062 6.8 6.5 6.7
sD. . 0.0 0.0 0.0 0.0 0.0 0229 . 0.209 0.204 1.9 24 2.1
(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12

I: First trial II: Second trial
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Appendix 5-1-2  Functional tests in male rats
— The 4th week of administration -
30 mg/kg group
Score '

Animnal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot—splay {cm)
No, reflex response response response righting_ I i Mean 1 I Mean
{4 0 0 0 0 0 0.880 0.803 0.842 11.2 120 11.6
102 0 0 0 0 0 1.474 1.359 1.417 6.0 45 53
103 0 0 0 0 0 0.679 0.841 0.760 45 38 42
104 0 0 0 0 0 1.164 1.223 1.194 6.4 5.5 6.0
105 0 0 0 0 0 0.828 0.895 0.862 8.0 7.6 78
106 0 0 0 0 0 1.341 1.667 1.449 8.2 15 7.9
Mean 0.0 00 0.0 0.0 0.0 1.061 1.113 1.087 7.4 6.8 7.1
S.D. 0.0 0.0 0.0 0.0 0.0 0.314 0.312 0.306 2.3 3.0 2.6
(N) (6) (6) (8) (6) (6) (6) (6 (6) (6) (6) {6)

1: First trial Il : Second trial




Appendix 5-1-3

Functional tests in male rats .
— The 4th week of administration -

2000771278

100 mg/kg group
Score
Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot—splay (cm)
No. reflex response response response righting I I Mean I I Mean
201 0 0 t 0 0 1.124 1.085 1.105 6.0 7.5 6.8
202 0 0 0 0 0 0.844 0.828 0.836 9.0 85 8.8
203 0 0 0 0 0 0.890 1.090 0.990 74 6.5 1.0
204 0 0 0 0 0 0.812 0.895 0.854 9.0 95 9.3
205 0 0 0 0 0 1.181 0.937 1.059 115 10.8 1.2
206 0 ] 0 0 0 1.308 1.097 1.203 4.5 4.6 4.6
 Mean 0.0 0.0 0.0 0.0 0.0 1.027 0.989 1.008 79 7.9 8.0
S.D. 0.0 0.0 0.0 0.0 0.0 0.205 0.117 0,144 25 22 2.3
(N (6) () (6) (6) (6) (6) (6 (6) (6) (6) (6)
1: First trial II: Second trial
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Appendix 5~1-4  Functional tests in male rats
— The 4th week of administration ~
300 mg/kg group
i Score :
Animal Pupillary ~ Visual placing  Auditory Pain Aerial ‘ Grip strength (kg) Landing foot-splay (cm)
No. reflex response response response righting I ‘ I Mean I I Mean
301 0 0 0 0 0 0.896 0.964 0.930 5.4 5.2 53
302 0 0 0 0 0 1.239 C1.102 1.171 9.3 8.2 8.8
303 0 0 0 0 0 0.737 0.873 0.805 59 5.7 5.8
304 0 0 0 0 0 1.211 1.384 1.298 7.4 8.7 6.6
305 0 0 0 0 0 0.907 0.995 0.951 8.2 8.3 8.3 .
306 0 0 "0 0 0 1.096  0.994 1.045 64 4.8 56
307 0 .0 0 0 0 0.852 0.905 . 0.879 53 5.1 52
308 0 0 0 0 0 1.104 0.991 1.048 B.2 6.3 1.3
309 0 0 0 0 0 0.875 1.161 1.018 8.5 7.3 79
310 0 0 0 0 0 1.321 1.007 1.164 8.6 715 8.1
311 0 0 0 0 0 1.046 1.285 1.166 40 4.0 40
312 0 0 0 0 0 1.137 1.072 1.105 6.5 5.5 6.0
Mean 0.0 ' 0.0 0.0 0.0 0.0 1.035 1.061 1.048 7.0 6.1 6.6
SD. 0.0 0.0 0.0 0.0 0.0 0.180 0.151 0.141 1.6 - 1.4 15
{(N) (12 (12) _(19) (12) (12) (12) (12) (12) (12) {12) (12

1:Firsttrial  I: Second trial
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Appendix 5-2-1 Functional tests in male rats
= The 2nd week of recovery —
Control group
Score
Animal Pupillary  Visual placing = Auditory Pain Aerial Grip strength (kg) Landing foot—splay (cm)
No. reflex response response response righting I I Mean 1 il Mean
007 0 0 0 ‘ 0 0 1.674 1.947 1.811 2.7 3.2 3.0
008 0 0 0 0 0 1.790 1.638 1.714 - 5.3 6.2 5.8
009 0 0 0 0 0 1.412 1.477 1.445 28 29 2.9
010 0 0 0 0 0 1.015 1.319 1.167 8.0 4.0 4.5
011 0 0 0 0 0 1.654 1.849 1.802 87 7.9 B.3
M2 0 0 0 0 0 1.724 1.643 1.684 4.4 4.2 4.3
Mean 0.0 0.0 0.0 0.0 0.0 1.545 1.662 1.604 48 4.7 48
S.D. 0.0 0.0 0.0 0.0 0.0 0.290 0.252 0.262 . 22 1.9 2.0
(N) 6) (6 (6) (6) (6) (6) (6) (6) ) (6) (6)
I: First trial Il : Second trial
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Appendix 5—-2-2 Functional tests in male rats
‘ — The 2nd week of recovery —
300 mg/kg group
Score

Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot—splay {cm)
No. reflex response response response __righting ! 11 Mean I 1) Mean
307 0 0 ' 0 0 0 1.542 1.227 1.385 4.1 43 42
308 0 0 0 0 0 1.691 1.588 1.590 5.6 6.0 58
309 0 0 0 0 0 1.752 1412 1.682 4.2 4.6 44
310 0 0 0 0 0 1.748 1.568 1.658 74 6.2 6.8
311 0 0 0 0 0 1.506 1.519 1513 57. 5.3 5.5
312 0 0 0 0 0 1.510 1.460 1.485 4.8 4.1 4.5
Mean 0.0 0.0 0.0 0.0 00 1.608 1.462 1.536 53 5.1 B2
S.D. ' 0.0 0.0 0.0 0.0 0.0 - 0114 0.133 0.096 1.2 0.9 1.0
(N) (6) (6) (6) (6) (6) (6) (6) (8) (6) (6) (6)

I : First trial I: Second trial
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Appendix 6—1-1 Functional tests in female rats
— The 4th week of administration ~
Control group
Score
Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot—-splay (cm)
No. reflex response response response righting I 11 Mean 1 I Mean
401 0 0 0 0 0 0.799 0.699 0.749 40 39 40
402 0 0 0 0 ' 0 0.514 0478 0.496 6.2 6.0 6.1
403 0 0 0 0 0 0.685 0.709 0.697 45 3.2 39
404 0 0 0 0 -0 0.912 0.864 0.888 6.2 42 5.2
405 0 0 0 0 0 0.990 1.002 0.996 54 47 5.1
406 0 0 0 0 0 0.731 0.835 0.783 6.8 6.2 - 6.5
407 0 0 0 - 0 0 0.956 1.031 0.994 5.1 8.0 b1
408 0 0 0 0 0 0.788 0.737 0.763 .38 4.7 43
409 0 0 0 0 0 0.777 0.789 0.783 5.0 45 4.8
410 0 0 0 0 0 1.072 1.002 1.037 6.3 b4 59
411 0 0 0 0 0 0.973 0.970 0.972 40 4.2 4.1
412 0 0 0 0 0 1.254 1.180 1.217 9.0 9.1 9.1
Mean 0.0 00 0.0 0.0 0.0 0.871 0.858 - 0.865 55 b1 53
SD. 0.0 0.0 0.0 0.0 0.0 0.196 0.191 0191 1.5 1.5 1.5
(N} (12) (12) (12) (12) (12) (12 (12 (12) (12) (12 (12)

1 : First trial II: Second trial
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Appendix 6-1-2  Functional tests in female rats
- The 4th week of administration —
30 mg/ke group
Score .

Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot—splay (cm)
No. reflex response response response righting I 1 Mean 1 ! Mean
501 0 0 0 . 0 0 0.648 0.795 0.722 5.2 4.3 4.8
502 0 0 0 0 0.800 0.938 0.869 45 30 3.8
b03 0 0 0 0 0 0.535 0.688 0.612 45 4.0 43
504 0 0 0 0 0 0.978 0.805 . 0.892 6.0 6.0 6.0
505 0 0 0 0 0 0.909 0.842 0.876 5.5 4.0 48
506 0 0 0 0 0 1.129 1.135 1.132 4.7 b2 - 5.0
Mean .00, ' 0.0 0.0 0.0 0.0 0.833 0.867 0.851 b.1 44 48
S.D. ‘ 0.0 0.0 - 0.0 0.0 0.0 0.218 0.154 0.176 0.6 1.0 0.7
(N) (6) (& (6) (6) ‘ (6) (8) (6) (6) {6) (6) (8)

I: First trial II: Second trial
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Appendix 6-1-3  Functional tests in female rats
— The 4th week of administration —
100 mg/kg group
Score .

Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (ke) Landing foot—splay (cm)
No. reflex response response response righting . I 1| Mean 1 Il Mean
601 0 0 ' 0 0 ) 0 0.700 0.887 0.794 45 55 5.0
602 0 0 0 0 0 : 0.640 0.833 0.737 7 45 6.0 53
603 0 0 0 0 0 0.656 0.861 0.759 ’ 6.8 6.5 6.7
604 0 0 0 0 0 0.806 0.743 0.775 45 4.0 43
605 0 0 0 0 0 0.707 0.749 0.728 5.3 4.2 4.8
606 0 0 O 0 0 1.104 1.134 1.119 ' 9.2 7.8 8.5
Mean 0.0 . 00 00 0.0 0.0 0.769 0.868 0.819 5.8 5.7 5.8
S.D. 0.0 0.0 0.0 0.0 0.0 0.174 0.143 0.149 1.9 1.4 1.6
(N) (6) (6) (6) (6) (6) (6) (6 (6) (6) (6) (6)

I: First trial II: Second trial
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Appendix 6-1-4  Functional tests in female rats
= The 4th week of administration —
300 mg/kg group
Score

Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) ) Landing foot—splay (ecm)
No. reflex response response response righting I I Mean I 1 Mean
701 0 0 0 0 0 - 0.748 0.849 0.799 ‘ 5.7 5.4 5.6
702 0 0 0 0 0 0.547 0.688 0.618 3.0 3.7 34
703 0 0 0 0 0 0.652 0.750 0.701 3.2 38 35
704 0 0 0 0 0 0.583 0.600 0592 - 4.2 35 3.9
705 0 0 0 0 0 0.892 0.801 0.847 3.2 3.8 3.5
706 0 0 0 0 ¥ 0.814 0911 0.863 34 3.2 3.3
707 0 0 0 0 0 0.888 0.7 0.840 6.3 6.0 6.2
708 0 0 0 0 0 0.986 - 0.589 0.988 25 27 2.6
708 0 0 0 0 0 0.765 0.801 0.783 4.6 5.1 49
710 0 0 0 0 0 1.104 1.184 1.144 7.5 6.5 70
71 0 0 .0 0 0 0.795 0.841 0.818 4.1 4.0 4.1
712 0 0 0 0 0 1.046 0.980 1.013 3.4 3.8 3.6
Mean 0.0 0.0 0.0 0.0 0.0 - 0.818 0849 - 0834 _ 4.3 43 43
SD. 0.0 0.0 0.0 0.0 - 00 0175 0.153 0.160 15 1.2 1.3
(N) (12) (12) (2 = (12) (12) (12) {12) (12 (12) {(12) (12)

I: First trial II: Second trial
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Appendix 6-2-1 Functional tests in femmale rats
= The 2nd week of recovery —
Control group
Score -

Animal Pupiltary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot~splay (cm)

No. __reflex response response response righting 1 I Mean 1 I Mean

407 0 0 -0 0 0 1.031 0915 0.973 4.1 45 43

408 0 0 0 0 0 1.229 1.210 1.220 45 6.0 53

409 0 0 0 0 0 1.176 0.880 1.028 . 4.7 3.9 43
- M0 0 0 0 0 0 1356 . 1.232 1.294 55 58 5.7

411 0 0 0 0 0 1.085 1413 1.249 T 25 3.2 29

412 4 0 0 0 0 1.631 1.529 1.680 8.7 8.0 8.4

Mean 0.0 0.0 0.0 0.0 0.0 1.251 1.197 1.224 5.0 5.2 5.2

SD. 0.0 0.0 0.0 0.0 0.0 0.218 0.260 0.216 . 2.1 1.7 19

(N) (6) (6 (6) (6) (8) (6) (6) (6) (6) (8 (6)

I: First trial II: Second trial
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Appendix 6-2-2  Functional tests in female rats

' = The 2nd week of recovery —
300 mg/kg group _

Score O

Animal Pupillary  Visual placing  Auditory Pain Aerial Grip strength (kg) Landing foot—splay (cm)
No, reflex response response response righting | 1| Mean | II Mean
707 0 0 0 0 0 1.339 1.402 1.371 6.2 54 58
708 0 0 : 0 0 0o 1.396 1.351 1.374 53 5.1 5.2
709 0 0 0 0 0 1.141 0.958 1.049 43 40 42
710 0 0 0 0 0 1.292 1.313 1.303 6.5 6.0 6.3
711 0 0 0 0 0 1.228 1.274 1.251 6.3 5.1 5.7
712 0 0 0 0 0 1.392 1.206 1.299 37 34 3.6
Mean 0.0 0.0 0.0 0.0 0.0 1.288 1.250 1.275 5.4 48 5.1
S.D. 0.0 0.0 0.0 - 0.0 0.0 0.100 0159 0120 1.2 1.0 1.0
(N) (6) ) (6) (6) (6) (6) (6) (6) (6) (6) (6)

I : First trial I: Second trial
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Appendix 7-1 Spontaneous motor activity in male rats

Control group

Animal ' Motor activity {counts / 60 min)

No. The 4th week of administration - The 2nd week of recovery
o 56

002 280

003 ‘ 155

004 , 279

005 ' 308

006 ' 877 .
007 907 352
008 308 135
009 372 102
010 545 341
011 255 . 312
012 298 - : 352
Mean 387 - 266
SD ~ 263 115

) (12) ®)




Appendix 7-2 Spontaneous motor activity in male rats

30 mg/ke group

2000TT278

Animal Motor activity (counts / 80 min)
No. The 4th week of administration
101 91

102 . 275

103 224

104 60

105 438

106 275

Mean 227

S.D. ' 138

(N) (6)
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Appendix 7-3 Spontaneous motor activity in male rats

100 mg/kg group

Animal - : Motor activity (counts / 60 min)
No. The 4th week of administration
201 304
202 _ 161
203 239
204 93
205 ' 93
206 : 475
Mean 226
S.D. 148
(N) (6)
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Appendix 74 Spontaneous motor activity in male rats

300 mg/kg group

Animal C Motor activity (counts / 60 min)

No. - The 4th week of administration The 2nd week of recovery

301 309

302 - 14

303 363

304 71

305 179

306 . 112 o,

307 ' 478 797

308 ' 2493 253
- 309 132 195

310 A 116 258

31t 326 292

312 174 535

Mean 227 388

S.D. 124 233

(N) , (12) (6)
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Appendix 8-1 . Spontaneous motor activity in female rats

Control group

Animal Motor activity (counts / 60 min)

No. - The 4th week of administration The 2nd week of recovery
401 _ , 272 :
402 327

403 318

404 ’ 246

405 352

406 425 .
407 82 84
408 307 : 219
409 308 182
410 227 129
411 ' 254 205
412 21 339
Mean : 286 193
SD 82 87

(N) (12) ®)
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Appendix 8~2 Spontaneous motor activity in female rats
30 me/kg group _ _
Animal ’ Motor activity (counts / 60 min) -
No. The 4th week of administration
501 . : 341
502 636
503 237
504 ' 89
505 236
50§ ‘ 182
Mean : 287
SD 190

N ©
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Appendix 8-3 Spontaneous motor activity in female rats

100 mg/kg group

Animal Motor activity (counts / 60 min)
No. The 4th week of administration
601 241

602 344

603 517

604 155

605 108

606 : 148

Mean _ 253

SD ; 155

N ®)
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Appendix 8-4 Spontaneous motor activity in female rats

300 mg/kg group

Animal Motor activity (counts / 60 min)

No. The 4th week of administration The 2nd week of recovery

701 267

702 » 205

703 . 469

704 S 192

705 162

706 138 .

707 110 215

708 192 380

709 ' 350 536

710 261 805

n 264 607

712 383 474
ek

Mean : 249 503

S.D 107 201

N (12) ®
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Appendix 9-1  Body weight in male rats
Control group Unit: g
Animal : Day of administration Day of recovery
No. -3 1 3 8 15 - 22 28 1 8 14
001 ©r 252 278 288 316 353 387 - 406
002 264 288 303 337 367 . 411 443
003 257 285 296 332 375 419 446
004 250 276 290 321 358 401 432
005 268 282 297 324 355 376 386
006 256 - 283 283 302 336 363 391 . . , .
007 268 292 307 347 397 444 475 473 504 507
008 239 258 267 292 334 n 389 384 409 425
009 259 284 299 335 372 403 432 ‘ 430 455 463
010 239 261 265 287 322 348 3n 368 403 411
011 257 284 291 321 367 403 430 428 458 469
12 256 278 288 306 337 365 388 383 418 430
Mean 255 279 290 318 356 39 416 41t 441 451
SD ] 10 13 19 21 28 32 39 39 36

N (12) (12) G2 (2 (12) (12) 12) ®) ®) )




20007T278
Appendix 9-2  Body weight in male rats
30 mg/ke group _ _ _ _ Unit: g

Animal Day of administration

Nao. -3 1 3 8 15 22 28

101 266 295 304 335 376 413 438

102 244 274 288 317 313 401 . 418

103 250 273 282 309 345 375 402

104 251 272 284 305 341 370 383

105 261 285 285 328 31 404 427

106 263 287 295 320 348 376 386

Mean 256 281 291 319 359 390 409

S.D. 9 9 8 _ 11 16 18 22

(N) (6 (6 (6) (6) (6) (6) (6)
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Appendix 9-3  Body weight in male rats
100 mg/ke group ' Unit: g
Animal Day of administration
No. ' -3 ] 3 8 15 22 28
201 . 258 290 297 337 381 421 450
202 248 269 278 303 339 364 379
203 244 268 282 308 342 367 388
204 258 285 30 336 380 419 437
205 261 285 304 337 374 399 419
206 266 291 306 333 3563 369 394
Mean 256 281 295 326 362 380 411
S.D. 8 10 12 16 19 27 : 29

N ©) ®) ® ®) ®) ) )
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Appendix 9-4  Body weight in male rats
300 mg/kg group : . Unit: g
Animal Day of administration . Day of recovery
No. -3 1 3 8 15 22 28 1 8 14
301 242 261 260 270 299 - 318 334
302 251 273 268 278 320 348 369
303 271 303 296 324 366 392 409
304 272 299 297 330 383 426 431
305 264 290 300 330 382 411 439
306 248 276 - 288 305 365 © 380 400 . . : .
307 262 291 272 283 338 364 408 410 451 459
308 246 275 2n - 298 317 353 313 3n 408 419
309 250 278 266 286 322 346 353 351 388 398
310 244 275 245 280 333 317 381 388 415 424
311 263 284 277 293 331 355 373 3712 409 413
312 258 286 274 297 335 370 387 - 382 414 418

* *
Mean 256 283 275 298 340 372 388 380 414 422
S.D. 10 12 17 21 26 30 .31 19 21 20
(N) (12) (12 (12) (12) (12) (12) (12) (6) (6) (6)

%  Significantly different from control {(P<€0.05)
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Appendix 10-1 Body weight in female rats
_ Control group Unit: g
Animal Day of administration Day of recovery
No. -3 1 3 ‘ 8 15 22 28 1 g - 14
401 176 178 188 197 215 223 234
402 169 188 195 208 222 225 247
403 196 205 ' 205 224 239 255 269
404 180 190 197 207 228 243 254
405 188 198 201 207 223 238 245
406 192 200 197 205 218 233 243 . . .
407 193 217 208 227 . 246 263 278 273 281 289
408 . 189 200 207 222 239 255 271 265 290 301
409 190 192 200 211 223 235 249 246 259 258
410 186 200 200 213 . 224 246 261 264 270 279
411 19 203 208 218 241 254 274 269 289 291
412 183 192 202 205 233 250 250 254 261 273
Mean 186 197 201 212 229 243 256 _ 262 275 282
SD 8 10 6 9 10 13 14 10 14 15

N (12) (12) (12) (12) (12) (12) 12 ® ®) ®)
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Appendix 10~2  Body weight in female rats
30 mg/ke group ' Unit: g
Animal Day of administration
No. -3 1 3 8 15 22 28
501 185 190 199 211 230 240 255
602 193 . 196 207 224 244 260 273
503 177 181 193 202 222 231 247
504 186 190 199° 213 231 235 251
505 204 208 219 228 257 269 281
506 200 212 219 223 242 260 261
Mean 191 196 206 217 238 249 261
SD 10 . 12 11 10 13 16 13

) ® ®) ® ®) ®) ®) ®)
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Appendix 10—-3  Body weight in female rats
100 mg/ke group Unit: g
Animal Day of administration
No. -3 1 ' 3 8 15 22 28
601 196 202 208 217 232 238 253
602 181 184 188 186 203 208 214
603 189 190 202 212 231 238 247
604 173 180 182 193 205 210 228
605 196 T 209 212 210 240 253 265
606 193 203 ' 207 222 244 262 273
Mean 188 195 200 207 226 235 247
SD ‘ 9 <12 12 14 18 22 22

N) () ®) ) ®) ) () (6)
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Appendix 10-4  Body weight in female rats
300 me/kg group Unit: g
Animal T _ Day of administration : Day of recovery
No. -3 1 3 8 15 22 28 1 8 14
701 190 180 195 184 208 212 221
702 195 209 202 206 216 212 214
703 177 181 188 194 203 204 217
704 185 192 185 199 208 213 227
705 180 183 180 179 200 212 210 -
706 195 206 208 214 225 238 241 . . .
707 198 207 210 217 235 . 237 252 251 270 2712
708 189 205 190 209 231 239 258 258 287 - 288
709 : 197 207 192 - 206 228 240 246 247 274 282
710 190 196 190 205 224 206 23 226 256 261
M 170 188 179 193 190 202 206 209 225 235
712 " 183 193 196 201 221 229 243 - 239 247 250

* % ok %ok % ’
Mean 187 196 193 201 216 220 231 238 260 265
S.D. , 9 10 10 11 14 15 17 18 22 20
(N) {12) (12) (12) {12) (12) (12) (12) (6) (6) (6)

%  Significantly different from control (P<0.05)
#k  Significantly different from controf (P£0.01)
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Appendix 11-1 - Food consumption in male rats
Control group Unit : g/day
Animal Day of administration Day of recavery
No. -3"-1 ™ 173 2 3"g ¥ 8515  15™229 20798 ® 178 8"14
001 26.4 223 23.1 226 227 21.2
002 28.6 245 26.3 24.9 26.8 25.9
003 26.1 22.4 229 236 . 240 223
004 258 . 238 24.7 24.8 245 22.9
005 28.0 23.8 24.5 23.7 212 189
006 28.4 21.1 22.7 243 22.6 22.0 . X
007 28.4 25.9 25.8 274 27.1 26.5 31.0 29.7
008 245 205 215 21.6 22.4 204 256 27.5
009 26.3 239 24.0 23.9 238 23.0 28.1 215
010 ; 226 19.4 20.5 20.5 21.2 20.8 25.6 26.7
011 251 20.1 225 235 23.4 20.7 26.2 215
012 28.1 24.0 23.3 228 22.4 21.4 26.2 27.0
Mean 26.5 22.6 235 . 236 23.4 222 : 27.0 27.7
S.D. 19 2.0 1.7 1.7 1.8 2.2 2.2 1.1
(N) (12) (12) (12) (12) (12) (12) (6) (6)

Mean daily food consumption was calculated as follows :
2 2_day cumulative food consumption / 2
bl 5—day cumulative food consumption / 5
®  7-day cumulative food consumption / 7
9 6~day cumulative food consumption / 6




Appendix 11-2

30 mg/keg group

Food consumption in male rats

2000771278

Unit : g/day

Animal Day of administration

No. 3" ¥ 173 38 87159  15722% 297289
11 300 228 26.2 257 256 22.6
102 26.0 23.1 23.3 250 241 20.0
103 24.6 202 21.6 21.6 213 199
104 258 21.9 21.2 20.8 216 19.1
105 26.9 235 255 25.0 249 23.7
106 24.1 20.9 20.7 20.9 21.3 18.6
Mean 26.2 22.1 231 23.2 23.1 20.7
sS.D. 2.1 1.3 2.3 23 2.0 2.0
(N) (6) (6) (6) (6) (6) (6)

Mean daily food consumption was calculated as follows :

a)
b)
c)
d)

2-day cumulative food consumption / 2
5-day cumulative food consumption / 5
7-day cumulative food consumption / 7
6-day cumulative food consumption / 6
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Appendix 11-3  Food consumption in male rats
100 me/kg group ) Unit : g/day
Animal Day of administration '
No. -3"—1 ¥ 173 % 378" 816  15722% 22798 @
- 20 26.2 220 2456 235 23.6 21.6
202 23.7 216 214 21.8 220 19.9
203 25.2 239 23.0 23.1 233 19.8
204 247 22.6 24.0 24.6 243 231
205 : 28.2 259 270 24.6 22.6 19.2
206 28.6 25.8 254 21.7 20.7 21.1
Mean 26.1 23.6 24.2 23.2 228 20.8
S.D. 2.0 1.9 1.9 1.3 1.3 1.4
(N) (6) (6) (6) (6 (6) (6)

Mean daily food consumption was calculated as follows :
. ¥ 2-day cumulative food consumption / 2
5-day cumulative food consumption / 5
7-day cumulative food consumption / 7
6-day cumulative food consumption / 6



0
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Appendix 11-4  Food consumption in male rats
300 mg/kg group Unit :_g/ day
Animal__ Day of administration Day of recovery
No. -37-1 2 173 ¥ 3"g " g715% 157229 9979 ? 178 g"14 ¢
301 26.2 18.5 18.8 19.4 20.6 20.4
302 252 12.2 ~ 16.9 23.8 21.4 21.9
303 27.8 17.1 23.2 25.5 21.0 235
304 21.7 16.5 23.6 264 28.3 217
305 27.2 226 227 252 24.1 23.3
306 24.7 19.5 20.5 24.1 223 22.1 . .
307 . 26.9 13.8 163 240 25.8 245 297 29.3
308 25.1 16.4 19.9 19.9 21.2 21.7 27.8 25.8
309 26.7 149 188 22.4 206 197 25.6 258
310 25.2 7.3 17.1 23.4 23.0 18.5 265 27.1
311 26.8 14.4 18.1 21.7 21.5 22.6 ' 28.0 286
312 28.9 15.1 215 25.2 27.0 235 30.6 29.8

Fok Fok :
Mean 265 . 157 19.8 23.4 23.1 22.0 28.0 27.7
SD. 1.3 38 25 22 2.6 1.7 1.9 1.8
(N) {12) (12) (12) {12) (12) (12) (6) (6)

Mean daily food cor{sumption was calculated as follows :
2) 2-day cumulative food consumption / 2
k) -b=day cumulative food consumption / 5
?  7-day cumulative food consumption / 7
4 6-day cumulative food consumption / 6
** Significantly different from control (P<0.01)
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Appendix 12-1  Food consumption in female rats

Control group Unit : g/day

Animal Day of administration Day of recovery

No. - -3"~1"% 173" 3"g ¥ 8"15%  15722% 22" 9 178 © 8714 ¢

401 16.4 13.6 14.9 15.5 14.6 14.2

402 19.4 13.9 16.1 156 16.2 16.1

403 113 134 178 113 17.7 15.8

404 19.1 15.2 16.4 17.8 17.3 16.4

405 154 15.4 152 16.0 15.5 15.4

406 174 13.6 16.1 16.2 16.0 145 . .

407 19.9 11.8 17.2 17.3 17.6 15.6 18.3 213

408 20.7 165 = 183 18.2 180 17.4 221 210

409 168 - 15.5 16.5 16.9 15.9 15.4 189 19.6

410 17.1 14.0 15.8 164 16.5 14.9 ' 19.0 20.8
411 17.6 15.2 15.8 17.7 11.6 16.5 20.7 © 207

412 16.1 17.2 15.9 18.0 15.9 15.5 - 194 19.8

Mean 17.8 14.6 16.3 16.9 16.6 15.6 : 19.7 205

sSD. _ 1.6 1.5 1.0 1.0 1.1 0.9 14 0.7

(N) (12) (12) - (12) (12) (12 (12) (6) (6)

Mean daily food consumption was calculated as follows :
®  2-day cumulative food consumption / 2
b} 5-day cumulative feod consumption / 5
9 7-day cumulative food consumption / 7
9 6—day cumulative food consumption / 6
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Appendix 12-2  Food consumption in female rats
30 meg/kg group : Unit : g/day
Animal Day of administration '
No. =31 * 173 38~ 8715%  15722° 29729
501 18.7 15.2 16.4 16.9 17.3 16.4
502 19.6 18.3 - 177 18.6 17.6 18.1
b3 16.0 146 15.7 16.1 15.0 144
504 175 15.1 15.1 15.9 i3.8 138
505 19.5 18.7 18.1 20.6 20.0 18.2
506 18.7 17.2 17.0 17.7 19.0 15.3
Mean 18.3 16.5 16.7 17.6 171 16.0
SD. 1.4 1.8 1.2 1.8 23 1.9
(N) (6 (6) (6) (6} (6) (6)

Mean daily food consumption was calculated as follows :
2 2-day cumulative food consumption / 2
b) 5—day cumulative food consumption / §
' J-day cumulative food consumption / 7
o 6—day cumulative food consumption / 6



20007TT278
Appendix 12-3  Food consumption in female rats
100 me/kg group : Unit : g/day
Animal Day of administration
No. -37-1% 173 ¥ 3"g " 8716 15722 99728 ®
601 200 16.7 15.7 16.4 15.8 16.2
602 15.7 14.7 16.0 15.6 14.1 13.7
603 17.7 15.4 14.9 15.4 14.4 14.8
604 16.7 12.6 14.4 146 146 14.7
605 15.5 16.1 14.4 171 16.2 15.1
606 18.8 16.2 16.4 175 18.0 17.1
Mean 17.4 15.3 15.3 161 15.5 15.3
S.D. 1.8 1.5 0.9 1.1 1.5 1.2
{N) (6) (6) (6) (6) (6) (6)

Mean daily food consumption was calculated as follows :
9 9-day cumulative food consumption / 2

5-day cumulative food consumption / 5 -

7-day cumulative food consumption / 7

6-day cumulative food consumption / 6



2000TT278

Appendix 12-4 = Food consumption in female rats
300 mg/kg group Unit : g/day
Animal Day of administration : Day of recovery
No. .31 ¥ 173 ® 3"g ¥ 8"15° 157229 029798 ? 178 © g"14 ¥
701 18.4 16.1 11.1 171 16.5 17.2 '
702 18.1 12.4 9.1 16.9 13.2 15.0
703 ' 17.1 14.8 14.1 16.9 13.1 15.2
704 15.6 1.4 11.8 16.2 14.8 11.0
705 13.9 12.8 11.6 15.3 15.3 138
706 15.8 11.7 14.2 145 16.4 14.4 _ . .
707 16.3 147 11.9 17.4 18.2 15.0 21.0 212
708 18.6 8.8 13.4 17.3 17.4 17.2 21.1 21.2
709 19.1 105 14.2 18.6 20.4 16.9 23.4 21.8
710 16.2 12.4 14.4 17.0 14.6 12.2 - 23.1 21.6
711 : 17.4 9.5 11.8 13.1 153 1.9 20.4 19.4
712 16.4 125 141 - 112 16.3 16.1 20.7 19.8

- *k ok *
Mean 16.9 123 126 16.5 16.0 14.7 216 208
S.D. 15 22 1.7 15 2.1 24 13 1.0
(N) {12) (12) (12) (12) (12) (12) (6) (6)

Mean daily food consumption was calculated as follows :
e) 2-day cumulative food consumption / 2
b) 9-day cumulative food consumption / 5
9 7-day cumulative food consumption / 7
9 6~day cumulative food consumption / 6
*  Significantly different from control (P<0.05)
#*  Significantly different from control (P<0.01)
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Appendix 13-1-1  Urinary findings in male rats

— The 4th week of administration —
Control group
Animal  Water intake Vol. Col. S.G. pH Pro. Glu. Ket. Bil. Oce, Uro.
Na. {mL/16hr) (mL/16hr) {(Ehrich unit/dL)
001 25.2 10.7 Y 1.043 85 +— - + - - 0.1
002 45.0 28.2 Y 1.027 8.0 - - - - - 0.1
003 359 17.4 Y -1.035 8.0 +— - - - - 0.1
004 25.7 11.6 Y 1.044 8.0 A= - = - - 0.1
005 29.3 - 136 Y 1.038 8.0 - - +- - - 0.1
006 36.3 15.1 Y 1.038 8.0 - - - - - 0.1
007 229 9.0 Y 1.050 8.5 +- - + - - 0.1
008 374 26.3 Y 1.027 15 - - - - - 0.1
009 28.1 162 Y 1.036 85 - - + - - 0.1
010 44 .4 - 26.0 Y 1.027 8.5 - - - - - 01
011 144 8.6 Y 1.045 8.5 +- - + - - 0.1
012 28.0 11.2 Y 1.045 8.5 +— - + - - 0.1
Mean 311 16.2 1.038
SD 5.0 7.0 _ 0.008

) (12) (12) (12)
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Appendix 13-1-2  Urinary findings in male rats
= The 4th week of administration —
30 mg/ kg_g_;roup
Animal  Water intake Vol. Col. S.G. pH Pro. Glu. Ket. Bil. QOcc Uro.
No. (mL/16hr) (mL/16hr) (Ehrlich unit/dL)
101 29.2 19.2 Y 1.034 8.0 - - + - - 0.1
102 25.1 8.9 Y 1.047 8.0 - - - - - 0.1
103 20.5 8.6 . Y 1.052 8.5 +- - +— - - 0.1
- 104 20.5 B.7 Y 1.046 8.5 + - + - - 0.1
105 C 344 16.2 Y 1.036 85 - - — - - 0.1
106 271 14.3 Y 1.035 8.0 +— - + - +— 0.1
Mean 26.1 12.7 1.042
S.D. 53 46 0.008

N) ®) ®) (6)
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Appendix 13-1-3  Urinary findings in male rats

— The 4th week of administration —
100 mg/kg group
Animal  Water intake Vol. Col. S.G. pH Pro. Glu. Ket. Bil. Occ. Uro.
No. {mL/16hr) {mL/16hr) {(Ehrich unit/dL)
201 18.2 6.0 Y 1.054 8.5 + - - - - 0.1
202 24.3 11.0 Y 1.043 8.0 - - - - - 0.1
203 246 12.0 Y 1.036 8.5 +— - +- - - 0.1
204 30.0 14.4 Y 1.037 8.5 +— - +- - - 0.1
205 35.8 14.8 Y 1.037 8.5 + - + - - 0.1
206 22,7 10.2 Y 1.046 8.5 +— - +— - - 0.1
Mean 259 114 1.042
S.D. 6.1 3.2 0.007
(N) (6) (6) (6)




N) (12) (12) (12)
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Appendix 13-1-4  Urinary findings in male rats
— The 4th week of administration —
300 mg/kg group
Animal Water intake Vol. Col. S.G. pH Pro. Glu. Ket. Bil. Occ. Uro.
No. {mL/16hr) (mL/16hr) (Ehrlich unit/dL)
301 23.6 7.9 Y 1.050 85 + - - - - 0.1
302 28.2 124 Y 1.041 8.0 - - - - - 0.1
303 285 10.6 Y 1.047 8.0 - - +- - - 0.1
304 32.6 14.8 Y 1.037 8.0 +- - + - - 0.1
305 34.1 16.0 Y 1.037 8.0 - - - - - 0.1
306 40.2 | 14.0 Y 1.041 8.0 - - - - - 0.1
307 357 11.0 Y 1.046 8.0 - - - - - 0.1
308 325 18.3 Y 1.033 8.0 - - - - - 0.1
309 23.0 8.0 Y 1.062 8.5 - - - - - 0.1
310 43.6 23.6 Y 1.031 75 - - - - ~ 0.1
311 33.8 18.8 Y 1.035 8.5 - - - - - 0.1
312 331 10.4 Y 1.048 8.5 - - - - - 0.1
Mean 32.4 13.8 1.042
S.D 6.0 ' 47 0.007
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Appendix 13~2-1  Urinary findings in male rats

— The 2nd week of recovery -
Control group
Animal Water intake Vol. Col. S.G. pH Pro. Glu. Ket. Bil. Oce. Uro.
No. (mL/16hr) {mL/16hr) {Ehrlich unit/dL)
007 36.3 12.8 Y 1.045 8.5 - - - - - 0.1
008 : b2.4 334 Y 1.025 8.0 - - - - = 0.1
009 - 315 15.0 Y 1.036 8.5 +— - o+ - - 0.1
010 422 270 Y 1.030 8.0 - - - - - 0.1
011 21.8 82 Y 1.050 8.5 - - - - - 041
012 29.7 17.6 Y 1.039 8.5 - - - - - 0.1
Mean 35.7 19.0 1.038
SD 10.7 94 © 0.009

) ®) ®) (6
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Appendix 13-2-2  Urinary findings in male rats
— The 2nd week of recovery —
300 mg/ke group
Animal  Water intake Vol. Col. S.G. pH Pro. Glu, Ket. Bil. Oce, "Uro.
No. {mL/16hr) {mL/16hr) . (Ehrlich unit/dL)
307 340 11.8 Y 1.049 8.0 - - - - - 0.1
308 20,4 11.6 Y 1.041 . 85 - - + - - 0.1
- 309 21.7 10.6 Y 1.048 85 - .- +— - - 0.1
310 31.2 15.8 Y 1.041 8.5 I - - - - 0.1
31 41.9 240 Y 1.034 8.0 - - - - - 0
312 275 . 11.0 Y 1.053 8.5 + - + - + 0.1
Mean 295 141 1.044
S.D. - 8.1 52 ; 0.007

N (6) ) ®)
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Appendix 14-1-1  Urinary findings in female rats

— The 4th week of administration -
Control group A ‘
Animal  Water intake Vol Col. S.G. pH Pro. Glu. Ket. Bi.  Ocec. Uro.
No. (mL/16hr) _ (mlL/16hr) (Ehrlich unit/dL)
401 16.7 6.0 Y 1.045 8.5 - - - T - 0.1
402 174 6.4 Y 1.049 8.0 - - - .- - 0.1
403 195 5.1 Y 1.048 B.0 ~ - - - - 0.1
404 18.3 123 Y 1.036 8.0 - - - - - 0.1
405 18.6 10.4 Y 1.037 8.0 - - - - - 0.1
406 10.1 4.0 Y 1.066 85 - - - - - 0.1
407 8.6 3.0 Y 1.067 8.5 = - - - - 0.1
408 224 13.1 Y 1.035 8.0 +- - - - - 0.1
409 242 12.9 Y 1.034 8.5 - - - - - 0.1
410 123 6.0 Y 1.050 8.5 +- - - - - 0.1
411 15.4 9.3 Y 1.041 7.0 +— - - ~ - ‘ 0.1
412 29.7 17.2 Y 1.030 8.0 - - - ~ - 0.1
Mean 17.8 8.8 T 1.044
S.D - 59 4.4 0.011

Ny (12) (12) 12)
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Appendix 14-1-2  Urinary findings in female rats

— The 4th week of administration -
30 mg/ kg_group
Animal  Water intake Vol. Col. S.G. pH Pro. Glu. Ket. Bil. Occ Uro.
No. (mL/16hr)  (mL/16hr) ' (Ehrlich unit/dL)
501 16.6 54 Y 1.054 8.5 - - - - - 0.1
802 20.9 135 Y 1.035 8.0 - - - - - 0.1
503 29.0 17.6 Y 1.028 8.0 - - - - - 0.1
504 246 14.2 Y 1.030 8.0 - - - - - 0.1
505 19.6 8.2 Y 1.046 85 +- - - - - 0.1
506 14.9 8.1 Y 1.045 7.0 +— - - - 4 0.1
Mean 20.9 11.2 1.040
SD. 5.2 4.6 0.010

(N) (®) ©) ®)
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Appendix 14-1-3  Urinary findings in female rats

= The 4th week of administration —
100 mgf/kg group _
Animal  Water intake Vol. Col. S.G. pH - Pro. Glu. Ket. Bil. Qce. Uro.
No. (mL/16hr)  {mL/16hr) ' ' (Ehrlich unit/dL)
601 29.8 15.6 Y 1.035 B.5 - - - - - 0.1
602 19.4 11.4 Y 1.036 8.0 + - - = - - 0.1
603 194 13.0 Y 1.035 8.0 - - - - - 0.1
604 18.7 94 Y 1.038 85 - - - - - 0.1
605 212 11.6 Y 1.035 85 + - - S + 0.1
606 16.2 6.0 Y 1.060 8.5 - - - - - 0.1
Mean 21.8 11.2 1.038
SD. 5.4 33 : 0.006

) . (6) 6) ®)
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Appendix 14-1-4  Urinary findings in female rats
— The 4th week of administration —

300 mg/kg group
Animal  Water intake Vol. Col. S.G. pH Pro. Glu. Ket, Bil. Occ. - Uro.
No. {mL/16hr)  (mbL/16hr) (Ehrlich unit/dL)
701 15.3 89 Y 1.043 8.0 - - - - - 0.1
702 47.0 384 LY 1.018 1.0 - - - - - 0.1
703 26.9 10.8 Y 1.038 85 - - - - - 0.1
704 35.6 9.3 Y 1.038 6.5 - - - - - 01
705 23.1 174 Y 1.027 8.0 - - - - - 0.1
706 46.2 329 Y 1.020 15 - - - - - 0.1
707 29.9 92 Y 1.043 85 - - - - - 0.1
708 311 222 Y 1.028 85 = - - - - 0.1
705 0.8 : 92 Y 1.039 8.0 - - - - - 0.1
710 - 347 20.6 Y 1.030 8.5 - - - - - 0.1
711 249 13.0 Y 1.035 85 - - - - - 0.1
712 21.2 11.8 Y 1.040 75 - - - - - 0.1

Aok L #*
Mean 28.6 17.0 1.033
SD. 12.6 9.9 0.009 -
(N} (12) (12) (12)

*  Significantly different from control (P<0.05)
*¥ Significantly different from controt (P<0.01)
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Appendix 14-2-1  Urinary findings in female rats
~ The 2nd week of recovery —
Control group ,
Animal  Water intake Vol. Col. S.G. pH Pro. Glu. Ket. Bil. Oce. Uro.
No. (mL/16hr)  (mL/16hr) ' : ' {Ehrlich unit/dL)
407 24.1 _ 9.8 Y 1.047 8.0 - - - - + 0.1
408 11.2 8.0 Y 1.049 8.0 - - - ~ - 0.1
409 344 248 Y 1.026 8.0 - - - - - 0.1
410 17.4 9.4 Y - 1.046 8.0 - - - - - 0.1
411 27.2 18.8 Y 1.031 15 - - - - - 0.1
412 30.3 13.6 Y 1.038 8.0 - - - - - A
Mean 24.1 14.1 1.040
SD 8.5 6.6 0.009

) ®) ®) ®)
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Appendix 14-2-2  Urinary findings in female rats

= The 2nd week of recovery —
300 me/kg group
Animal  Water intake Vol. Col. “S.G. pH Pro. Glu. Ket. Bil. QOce. Uro.
No. (mL/16hr)  (mL/16hr) (Ehrlich unit/dL)
707 19.7 8.0 Y 1.049 8.0 - - - - - - 0.1
708 16.6 8.6 Y 1.046 80 . - - - - - ' 0.1
709 14.2 6.8 Y 1.053 8.0 - - - - - 0.1
710 28.1 154 Y 1.038 B.0 - - - - - 0.1
711 174 6.6 Y 1.052 8.0 - = - - - 0.1
712 20.7 8.6 Y 1.050 8.0 - - - - - 0.1
Mean 195 9.0 1.048
S.D. 4.8 - 33 0.005

) @ () ®)
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Appendix 15~1-1 Hematological findings in male rats

= End of administration -
Contro! group
Animal  RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. 10/ L) (g/dL) (%) (sec.) (sec) (0% ul) (10%/uL) St. Seg._ Eo. Ba. Ly. Mo.
001 805 16.3 48.3 115 20.9 93.0 110 0.0 11.0 0.0 0.0 88.5 0.5
002 792 16.5 412 11.9 19.8 165.7 133 0.0 15 1.0 0.0 91.0 05
003 ' 836 16.7 482 121~ 204 102.3 73 0.0 135 05 0.0 85.0 1.0
004 737 14.8 423 11.8 238 101.9 75 0.0 8.0 0.0 0.0 915 0.5
005 821 16.1 46.4 11.9 23.7 98.2 117 0.5 15 0.0 00 975 0.5
006 824 17.3 48.4 12.9 22.1 79.0 74 0.0 256 0.0 0.0 97.0 0.5
Mean 803 16.3 485 12.0 21.8 106.7 97 0.1 7.3 0.3 0.0 91.8 0.6
S.D. 36 08 2.2 0.5 1.7 30.2 .28 0.2 4.7 04 0.0 4.8 0.2

) () ®) 6) () ©) ) ) ®  ® ©® ®  ® (6
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Appendix 15-1-2 Hematological findings in male rats

— End of administration —
30 m;&-g_group
Animal RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. (10%/uL)  (g/dL) (%) (sec)  (sec) (10%/ub) @0/ uL) St.  Seg. Eo. Ba, Ly.  Mo.
101 850 17.8 50.2 15.9 28.0 104.1 130 0.0 8.5 0.5 0.0 90.5 0.5
102 779 19.6 44.7 12.8 19.4 92.3 66 0.0 25 1.0 0.5 96.0 0.0
103 806 15.7 44.8 11.6 273 106.9 88 0.0 3.5 0.0 0.0 96.5 0.0
104 ' 712 154 43.8 13.2 271 89.6 66 0.5 115 0.0 0.0 8715 05
105 813 16.7 47.6 14.4 19.1 14.7 59 0.0 8.0 0.0 0.0 915 0.5
106 843 17.2 48.7 20.0 31.6 84.0 ' 92 0.0 3.5 0.5 0.0 955 0.5
Mean . B11 16.4 46.6 14.7 25.4 91.8 84 0.1 6.3 03 0.1 62.9 0.3
3.D. 32 1.0 2.6 3.0 5.0 11.9 26 0.2 36 04 0.2 3.6 0.3

N) ®) ®) ®) () ®) (6) ®) . ® ® ® ® 6
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Appendix 15-1-3 Hematological findings in male rats '
= End of administration -
100 mg/kg group _ —
Animal RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. (10°/ L) (g/dL) (%) (sec)  (sec) (10%/ul) (10 uL) St.  Seg. Eo. Ba, Ly.  Mo.
201 791 16.0 45.6 18.9 31.0 . 907 87 0.0 5.0 0.0 ~ 0.0 95.0 0.0
202 821 15.8 44.9 16.8 25.9 100.9 62 0.0 45 0.5 0.0 940 1.0
203 813 16.2 46.2 15.6 271 90.7 67 0.0 75 0.0 0.0 91.5 1.0
204 761 16.0 449 13.7 3.2 1005 717 0.0 6.5 0.0 0.0 93.5 0.0
205 748 156 44.0 18.0 33.0 103.0 98 0.0 4.0 0.0 0.0 95.5 0.5
206 843 17.0 47.7 17.8 27.0 92.7 103 0.0 6.0 0.0 0.0 94.0 0.0
_ .
Mean 796 16.1 45.6 16.8 29.2 96.4 82 0.0 5.6 0.1 0.0 93.9 04
Sb. 37 0.5 1.3 1.9 29 5.6 17 0.0 1.3 0.2 0.0 1.4 05
(N) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6} (6) (6) (6

*% Significantly different from control (P<0.01)
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Appendix 15-1-4 Hematologica!l findings in male rats

= End of administration -
300 me/kg group _
Animal RBC Hb Ht PT APTT Plate. WBC "~ WBG differential count (%)
No. (10*/ L) (g/dL) (%) (sec.) (sec) (0% ul) @104/ uL) St. See. Eo. Ba. Ly. Mo.
301 819 17.4 49.1 219 326 94.0 77 0.0 6.0 0.0 0.0 94.0 0.0
302 801 16.6 43.6 23.9 3256 98.7 117 . 0.0 4.0 0.5 0.0 95.0 0.5
303 776 16.5 46.5 23.3 315 85.4 67 0.0 9.0 05 0.0 80.5 0.0
304 803 16.6 46.7 230 37.6 108.6 113 - 0.0 7.0 0.0 0.0 93.0 0.0
305 187 16.4 47.1 19.2 T 314 100.0 113 0.0 3.0 0.0 0.0 96.5 0.5
306 821 16.0 45.4 23.1 30.1 995 136 0.0 45 0.0 0.0 95.0 0.5
Mean 801 16.4 46.4 224 326 97.7 104 0.0 5.6 02 0.0 940 03
SD. 18 0.6 1.8 1.7 2.6 1.7 26 0.0 22 0.3 0.0 2.1 0.3
(N) (6) {(6) (6) (6) (6) (6) (6) (6) (6) (6} (6) (6) (6)

¥ Significantly different from control (P<0.01)
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Appendix 15-2-1 Hematologica! findings in male rats

' ~ End of recovery —
Control group
Animal RBC Hb Ht PT APTT Plate, WBC ' WBC differential count (%)
No. (10*/ul)  (g/d) (%) (sec) _ (sec) (10%/uL) (10%/uL) St. __ See. Eo. __ Ba. Ly.  Mo.
007 801 15,6 444 10.8 17.9 106.3 116 - 05 5.0 0.0 0.0 94.0 0.5
008 811 16.4 46.5 10.8 18.2 11641 121 0.0 a5 05 0.0 96.0 0.0
009 831 16.1 46.4 12.0 224 . 107.2 - 82 0.0 15 0.5 0.0 915 0.5
010 833 16.9 484 13.8 23.7 935 85 00 19.0 05 0.0 80.0 0.5
o1 820 16.1 454 10.2 13.3 114.8 101 0.0 9.0 - 0.5 0.0 90.5 0.0
012 851 16.6 47.9 12.7 25.4 92.3 88 0.5 11.0 0.5 0.0 87.5 0.0
Mean 825 16.3 46.5 11.7 20.2 104.9 99 0.2 9.3 0.4 0.0 89.9 0.3
5D, 18 0.5 1.5 1.4 45 10.0 17 0.3 5.6 0.2 00 - 5.7 0.3

o) ®  _®  ®  _®  ®  ® @ ®_ ® _©® © ® @
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Appendix 15-2-2 Hematological findings in male rats
= End of recovery —
300 mg/ke group
Animal RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. (10*/uL)  (g/dL) (%) (sec)  (sec) (10%/uLl) (10%/uL) St.  Seg Eo. Ba. Ly.  Mo.
307 782 15.9 46.4 116 22.2 111.2 120 0.0 6.5 1.0 0.0 92.0 05
308 810 15.3 44.6 121 23.1 893 104 0.0 12.0 05 05 86.5 0.5
309 831 15.8 46.5 © 132 16.1 1110 100 0.0 12.0 05 0.0 875 0.0
310 789 155 44.1 111 17.9 100.3 78 0.0 19.5 6o 00 80.0 0.5
311 834 16.3 483 12.9 232 1014 77 0.0 12.5 05 0.0 87.0 .00
312 762 15.5 448 . 123 22.0 105.7 95 0.0 14.0 1.0 0.0 845 0.5
" :
Mean 801 15.7 458 12.2 20.8 103.2 96 0.0 12.8 0.6 0.1 86.3 0.3
S.D. : 29 0.4 1.6 0.8 3.0 8.2 16 00 - 42 0.4 0.2 3.9 0.3
(N) (6) (6) (6) (6) (6) (6) (6) ' (6) {6) (6) (6) (6) {6)

*  Significantly different from control (P<0.QS)
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Appendix 16-1-1 Hematological findings in female rats

= End of administration ~
Control group :
Animal RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. (10 uL)  (e/dL) (%) (sec)  (sec) (10%/ub) (10%pL) St. Seg.  Eo. _ Ba. Ly. __ Mo.
401 686  14.1 38.4 9.1 12.1 125.1 78 0.0 9.0 0.0 0.0 90.0 1.0
402 766 14.9 42.1 103 18.4 96.1 67 0.0 55 0.0 0.0 94.5 0.0
403 745 15.7 43.4 9.4 1.7 85.5 41 0.0 5.0 1.0 0.0 84.0 0.0
404 687 15.0 39.9 9.3 13.4 115.7 70 0.0 8.0 0.5 0.0 91.0 0.5
405 751 - 154 42.9 93 12.7 88.7 91 0.0 4.0 0.0 0.0 95.5 0.5
406 836 16.2 46.1 9.6 15.2 118.7 94 0.0 4.0 0.5 0.0 95.5 0.0
Mean 745 15.2 42.1 85 13.9 106.6 74 0.0 5.9 0.3 0.0 93.4 03
S.D 56 0.7 2.7 04 25 15.4 19 0.0 2.1 04 00 24 0.4

Ny ®) (6) ®) ®) ®) ®) ®) ® _ ® ® ®  ® 6
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Appendix 16-1-2 Hematological findings in female rats

— End of administration —
30 mg/kg group
Animal RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. (10%/p ) (g/dL) (%) (sec)  (sec) (10%ul)  (10%ub) St.  Seg. Eo. Ba. Ly. _ Mo.
801 660 14.3 37.7 9.3 13.1 100.9 111 0.0 25 0.0 0.0 97.6 0.0
502 ' 716 14.1 39.0 9.7 15.0 106.5 72 0.0 3.0 0.5 0.0 96.5 0.0
503 723 14.9 41.6 94 125 111.6 38 0.0 20 0.5 0.0 96.9 1.0
504 808 15.5 42.8 9.6 18.3 122.6 101 0.0 556 0.5 0.0 94.0 0.0
505 . 789 15.9 454 9.0 1.2 1116 55 0.0 35 0.0 0.0 96.0 0.5
506 737 16.0 42,1 9.1 14.2 116.9 115 0.0 3.5 0.0 0.0 96.5 0.0
Mean 739 15.1 41.4 9.4 14.1 111.7 82 0.0 3.3 0.3 0.0 96.2 0.3
SD 53 0.8 28 03 25 76 32 0.0 1.2 03 - 00 1.2 0.4

) ®) ®) ®) ®) ®) () ®) ®  ® ® ©® © 6
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Appendix 16-1-3 Hematological findings in female rats
— End of administration -
100 me/ke group : :
Animal RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. (10°/pl)  (e/dL) ) (sec)  (sec) (10%/pL)  (10%/uL) St Seg.  Eo. _ Ba. Ly. __ Mo.
601 713 14.9 419 . 92 13.3 98.1 54 0.0 2.0 0.5 0.0 915 0.0
602 785 158 45.1 9.7 18.9 814 74 0.0 4.0 1.0 0.0 95.0 0.0
603 708 14.7 395 9.7 18.8 93.4 51 0.0 1.5 0.0 0.0 98.5 0.0
604 797 16.4 457 9.8 15.8 1104 73 0.0 4.0 05 0.0 95.5 0.0
605 742 150 42.3 9.8 11.3 101.4 72 0.0 1.5 0.0 0.0 98.5 0.0
606 752 16.6 44.6 95 - 13.7 97.2 - 85 0.0 7.0 0.0 0.0 93.0 0.0
* .
Mean 750 156 432 9.6 15.3 97.0 68 0.0 33 0.3 0.0 963 00
S.D. 36 08 2.4 0.2 3.1 9.6 13 0.0 2.1 0.4 0.0 2.2 0.0
(N) (6) (6) (6) (6) (6) (6) (6) (6) (6) (&) (6) (8) (6)

*  Significantly different from control (P<0.05)
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Appendix 16~1-4 Hematological findings in female rats
= End of administration —
300 mg/kg group
Animal RBC Hb Ht PT APTT - Plate. WBC WBC differential count (%)
No. (10*/ 1) (e/dL) (%) (sec)  (sec) (10°/ul) (10%/uL) St.  Seg Eo. _ Ba. Ly. Mo,
701 758 15.4 418 - 9.1 12.3 113.3 56 0.0 15 0.5 0.0 980 - 040
702 826 170 458 12.9 27.0 123.0 70 0.0 1.0 a5 0.0 98.5 0.0
703 750 15.3 42.6 10.4 19.3 105.9 41 00 . 40 0.0 0.0 95.5 05
704 627 134 35.7 98 17.6 98.6 90 0.0 5.0 0.0 0.0 945 0.5
705 767 16.2 423 9.9 220 986 84 0.0 4.0 0.0 0.0 96.0 0.0
706 791 16.4 44.2 9.0 9.6 106.0 101 ' 0.0 0.0 0.5 0.0 99.0 0.5
Tk : *
Mean 783 . . 156 420 102 18.0 107.6 74 0.0 2.6 0.3 0.0 96.9 0.3
S.D. 68 1.3 34 1.4 6.4 9.3 22 0.0 2.0 0.3 0.0 18 0.3
(N) (6) (6) (6) {6) (6) (6) (6) (6) (6) (6 (6) (6) (6

*  Significantly different from control (P<0.05)
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Appendix 16-2-1 Hematological findings in female rats

= End of recovery —
Control group
Animal RBC Hb Ht PT APTT Plate. WBC WBC differential count (%)
No. (10'/ul)  (g/dL) (%) (sec)  (sec) (10%/pL)  (10%/uL) St.  Seg. Eo. Ba. Ly.  Mo.
407 728 14.8 40.4 9.7 11.8 105.4 93 0.0 5.0 0.5 0.0 94.5 0.0
408 759 15.6 43.1 8.6 11.1 113.7 66 0.0 235 05 0.0 735 25
409 720 155 1.3 97 15.6 111.6 62 0.0 16.0 0.0 0.0 8356 0.5
410 695 144 40.0 9.5 13.6 100.4 49 0.0 9.5 0.0 0.0 90.5 0.0
411 BO6 16.0 452 9.3 14.6 83.8 76 0.0 11.0 1.5 0.0 86.5 1.0
412 742 15.1 43.5 8.5 10.0 98.9 66 0.0 45 1.0 0.0 94.0 0.5
Mean 742 15.2 423 93 12.8 1023 69 0.0 11.6 06 00 871 08
S.D. 38 0.6 20 0.6 22 10.8 18 0.0 1.2 0.6 0.0 19 09

(I:l) (6 (6 (6) (6) (6 (6) (6) (6) ((-i)' (8) (8) 6 (6)
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Appendix 16-2-2 Hematological findings in female rats
= End of recovery ~-
300 mg/kg group
Animal RBC Hb - Ht PT APTT Plate. WBC WBC differential count (%)
No. (10*/ x4 L) (e/dL) % (sec)  (sec) (10%/uL)  (10%/uL) St Seg Eo. Ba, Ly. Mo,
707 743 15.1 420 9.1 12.9 105.4 51 0.0 10.5 0.5 0.0 88.0 1.0
708 780 16.0 45.5 9.1 12.7 123.1 ) 0.0 12.0 0.0 0.5 815 0.0
708 764 15.7 447 - 99 13.8 111.8 64 0.0 75 1.5 05 90.5 0.0
710 708 14.8 41.6 9.3 123 116.1 80 0.0 6.0 1.5 - 00 925 0.0
711 790 153 43.7 10.1 15.3 108.7 46 0.0 16.5 05 00 825 0.5
712 768 16.0 45.3 8.8 10.8 129.6 71 0.0 5.0 15 0.0 93.0 0.5
*® : .
Mean 759 15.5 43.8 9.4 13.0 115.8 67 0.0 9.6 0.9 02 89.0 0.3
S.D. 30 0.5 1.7 0.5 1.5 9.1 17 0.0 43 0.7 0.3 3.9 04
(N} (6) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6)

*  Significantly different from control (P<0.05)
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Appendix 17-1-1  Blood chemistry findings in male rats
‘ - End of administration -
Gontrol group
Animal GOT GPT GLU BIL UN CRE CHO TG TP ALB
No. (U QU (meg/dl) (me/dl) (me/dl) (mg/dl) (mg/dl) (mg/dl)  (e/dl)  (g/dl)
001 - 695 23.6 164 0.04 12.9 0.46 45 374 6.11 2.59

" 002 71.0 28.4 137 0.06 12.2 039 51 31.0 5.88 2.37
003 66.0 242 327 - 005 11.7 0.34 47 33.7 6.09 2.56
004 57.1 19.5 116 0.04 147 T 037 he 13.9 5.60 2.31
005 78.9 212 - 12 0.06 1356 0.38 50 12.2 5.87 251
006 58.7 16.1 118 0.05 12.3 0.30 48 2.9 5.80 2.34
Mean 67.9 23.2 129 0.05 129 0.37 50 23.0 5.89 245
S.D. 9.1 4.7 19 0.01 1.1 0.05 4 12.3 - 019 0.12

N) ®) () ®) ®) ®) ) ) () ®) (&)
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Appendix 17-1-2 Blood chemistry findings in male rats

— End of administration -
30 me/kg group
Animal GOT GPT GLU BIL UN CRE CHO TG TP ALB
No. UL  (U/L)  (mg/dl)  (me/dl) (me/dl)  (me/dl)  (me/dl)  (me/dl)  (g/dl)  (e/dL)
101 67.2 26.7 138 0.04 9.9 0.29 53 57.6 6.08 2.46
102 67.0 21.6 125 0.04 12.7 0.39 52 204 5.57 222
103 66.7 244 128 0.05 134 . 0.36 55 31.0 5.73 2.33
104 68.3 26.4 120 0.05 13.6 0.32 712 129 . 6.05 - 249
106 61.2 20.7 115 0.05 12.7 0.32 64 34.5 6.18 2.54
106 75.1 244 134 0.05 124 0.39 59 17.8 - 558 248
Mean 67.6 240 127 0.05 124 0.35 59 29.0 5.87 242
S.D. 45 . 25 9 0.01 1.3 0.04 8 16.2 0.27 012

(N) (6) (6) (6) (6) (8) (6) (6 (6) (6 (6)
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Appendix 17-1-3 Blood chemistry findings in male rats
- End of administration —
100 me/ke group
Animal GOT GPT GLU BIL UN CRE . CHO TG T ALB
No. (u/L) (U/L)  (me/dL) - (mg/dl) {(mg/dl) (mg/dL) (mg/dl) (mg/dl)  (g/dL)  (e/dL)
201 63.4 26.4 135 0.04 12.7 0.44 62 80.6 533 2.39
- 202 70.3 41.2 133 0.03 141 0.34 53 201 - b.96 274
203 59.9 216 126 0.03 11.6 0.32 42 24.0 283 265
204 62.9 29.3 119 0.04 13.7 0.28 61 26.7 5.43 2.37
205 64.5 224 116 0.05 135 0.32 68 36.8 592 = 2928
206 71.8 334 121 0.04 11.6 0.30 67 26.0 5.80 2.48
*
Mean 65.5 30.1 125 0.04 129 0.33 59 35.7 5N 249
SD. 4.6 656 8 .01 1.1 0.06 10 227 0.27 0.18
{N) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6)

*  Significantly different from control (P<0.05)
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Appendix 17-1-4 Blood chemistry findings in male rats
= End of administration -
300 mg/kg group
Animal GOT GPT GLY BIL UN CRE CHO TG TP ALB
No. (/L) (1u/1) (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) (mg/dL)  (mg/dL) (g/dL) {g/dL)
301 70.5 26.5 135 0.06 17.2 0.37 62 17.7 5.54 236
302 66.2 277 99 0.05 158 0.29 57 21.8 5.26 2.21
303 70.6 29.4 107 0.06 - 13.6 0.37 70 136 6.33 2.61
304 88.3 33.7 112 0.05 10.9 0.37 b2 154 §.22 2.60
305 ' 76.6 384 136 0.06 1386 0.38 78 28.0 5.06 260
306 72.8 37.3 141 0.05 14.8 0.44 99 19.0 5.82 2.55
* Hok
Mean 74.2 322 722 0.06 143 ° 0.37 70 19.3 5.86 249
S.D. 1.3 50 18 0.01 2.2 0.05 17 5.1 0.4 0.17
(N) (6) (6) (6) (6) (6} (6) (6) (6) (6) (6)

*  Significantly different from control (P<0.05)
¥ Significantly different from control (P<0.01)
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Appendix 17-2-1 Blood chemistry findings in inale rats

= End of recovery —
Control group
Animal GOT GPT GLU BIL UN CRE CHO TG TP - ALB
No. (1U/1) (1u/L) (mg/dL)  (mg/dL) (mg/dL) (mg/dL)  (mg/dL)} (me/dL) _(g/dL) " (g/dL)
007 82.0 342 143 0.08 21.7 0.44 53 . 30.7 5.65 245
008 86.7 248 140 0.07 175 0.49 66 246 574 232
009 79.7 28.9 1317 0.06 15.4 048 50 21.0 6.00 224
010 82.8 24.8 143 0.07 14.8 043 67 41.6 5.94 2.44
011 68.9 247 137 0.08 15.0 042 84 41.7 6.32 245
012 88.7 371.7 160 0.07 20.1 0.48 41 31.7 5.98 234
Mean 815 292 - 143 0.07 174 0.46 60 329 5.94 2.37
SD. 7.0 5.6 9 0.01 29 0.03 15 10.1 0.23 0.09

) ®) ®) ®) ®) () ®) ® - ® ®) ®)
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Appendix 17-2-2 Blood chemistry findings in male rats
= End of recovery -

300 mg/kg group
Animal GOT GPT GLU BIL UN CRE - CHO TG TP ALB
No. (u/L) U/L)  (mg/dL) (me/dl) (mg/dl) (me/dl) (mg/dl)  (mg/dl)  (g/dL)  (g/dL)
307 7.7 397 - 148 0.05 18.9 0.54 74 38.8 5.51 233
308 68.7 213 126 0.06 17.8 039 . 76 345 6.22 249
309 705 25.0 143 0.05 15.4 0.44 57 29.5 5.48 225
310 76.5 21.8 131 0.05 206 0.37 I 22.3 5.99 2,34
311 714 320 136 0.06 176 0.39 48 25.8 - 617 2.57
312 76.3 - 27.1 120 0.07 18.7 (.38 73 18.6 5.84 2.43

* ok :
Mean 735 28.8 134 0.06 18.2 042 67 28.3 6.87 240
S.D. a7 6.3 10 0.01 1.3 0.06 11 7.6 -0.32 0.12
(N) (6) (6) (6) (6) (6} (8) (6) (6) (6) (6}

*  Significantly different from control (P<0.05)
*k  Significantly different from control (P<0.01)
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Appendix 18-1-1 Blood chemistry findings in female rats
= End of administration —

Control group .

Animal GOT GPT GLU BIL UN CRE CHO TG TP ALB
No. (1U/L) {lu/L) (meg/dl)  (mg/dL)  (mg/dL)  (mg/dL) {mg/dL) (mg/dL)  (g/dL) (g/dL)
401 67.5 16.2 140 0.04 13.7 0.42 44 5.1 5.91 2.53
402 76.9 234 124 0.05 134 0.35 o8 34 5.69 2.62
403 65.6 20.1 119 0.05 153 - 039 b6 6.6 6.15 2.67
404 62.1 21.6 128 0.04 13.1 0.38 61 9.6 5.69 2.69
405 61.1 17.6 106 0.08 16.8 0.40 32 35 5.44 2.28
406 73.9 20.7 114 0.07 16.9 0.31 53 3.3 5.67 257
Mean 67.9 19.9 122 0.06 149 0.28 51 53 576 2.56
S.D. 6.4 2.6 12 0.02 1.7 0.04 1 25 0.24 0.15

(hi) (6) ~ (6) (6) (6) (6) (6) (6) (8) (6) (6)
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~ Appendix 18-1-2 Blood chemistry findings in female rats
— End of administration -

30 my’k%ggroup

Animal GOT GPT GLU BIL UN CRE CHO TG TP ALB
No. u)  (U/L)Y - (me/dl) (me/dl) (mg/dl) (mg/dl) (mg/dl) (me/dl)  (g/dl)  (g/dL)
501 59.9 15.3 135 0.04 153 0.41 48 5.6 8.60 231
502 61.9 21.2 133 0.05 15.8 0.45 44 5.2 5.63 244
b03 65.3 226 145 0.0 113 0.40 7 © 65 6.06 2.13
504 56.0 17.3 123 0.06 125 0.42 75 i6.8 5.67 257
505 53.7 243 138 0.05 13.2 0.36 61 11.4 6.26 2.68
506 73.9 27.9 111 0.07 16.3 0.44 B6 5.9 647 2.73
Mean 61.8 2i4 131 0.0 14.1 0.41 65 8.6 592 258
S.D. 7.2 4.6 12 0.01 20 0.03 17 4.6 0.41 017

(N) (6) (6) (6) (6) (6 (6) (6) (6) (6) (6
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Appendix 18-1-3 Blood chemistry findings in female rats

— End of administration -
100 mg/kg group
Animal GOT GPT GLU BIL UN CRE CHO TG TP ALB
No. {u/L) (u/L) (mg/dL) (mg/dL)  (mg/dL) {mg/dL) _ (mg/dL)  (mg/dL) _(g/dL) (g/dL)
601 60.7 22,6 137 0.04 13.1 0.438 82 9.3 6.13 2.64
602 64.1 234 121 0.05 16.1 0.41 62 10.5 6.13 - 292
603 66.3 201 110 0.05 16.8 0.39 61 50 . h.86 242
604 56.0 17.1 109 0.05 171 0.33 67 15.1 5.72 2.64
605 63.6 21.9 108 0.05 14.2 0.41 74 10.8 623 264
606 52.5 16.8 139 0.06 16.0 0.42 90 9.5 6.34 257
Mean 60.4 20.3 121 0.05 15.6 0.41 73 10.0 6.07 2.64
S.D. 51 28 14 0.01 1.6 0.05 12 3.2 0.23 0.16

N) ®  ® %) ®) (6) ®) ®) ) 6) 6)

\I
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Appendix 18-1-4 Blood chemistry findings in female rats
— End of administration —
300 meg/kg group
Animal GOT GPT GLU BIL UN CRE CHO TG ™ ALB
No. Uzt  (U/)  (me/dl)  (mg/dl)  (mg/dl)  (me/dl)  (mg/dl) (mg/dl) (e/dl)  (g/dL)
701 63.3 23.2 113 0.08 15.4 0.39 80 231 577 235
702 570 23.2 83 0.05 10.5 0.27 65 11.6 5.36 2.19
703 65.3 224 101- 0.06 120 0.36 86 9.7 6.16 2.48
704 57.9 220 117 0.05 14.1 0.37 . 66 158 596 2.68
705 57.0 210 76 0.05 14.2 0.31 97 214 5.25 235
706 58.8 21.7 " 103 0.06 16.0 0.37 140 18.0 6.18 2.47
* _ kk *k
Mean 59.9 223 . 99 0.06 13.7 0.34 89 16.6 5.78 242
S.D, 35 0.9 16 0.01 2.1 0.04 - 28 5.3 040 0.17
{(N) (6) (6) (6) (6) (6) (6) {6) (6) (6) (6)

*  Significantly different from control (P<0.05)
%k Significantly different from control (P<0.01)
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Appendix 18-2-1 Blood chemistry findings in female rats ‘
— End of recovery —

Control group :

Animal GOT GPT GLU BIL UN CRE CHO TG TP ALB
No. U/L) _ AU/L)  (me/dl) (mg/dt) (me/dl) (me/dl) (mg/dl) (me/dl)  (g/dL)  (e/dL)
407 98.7 31.2 144 0.09 19.9 056 . 91 425 6.15 2.61
408 83.3 325 151 0.06 19.3 . 0.52 70 19.6 6.36 2.83
409 68.9 24.6 119 0.08 18.8 0.44 50 9.5 5.89 245
410 73.1 255 128 0.06 19.4 048 75 155 6.20 277
411 67.7 24.9 110 0.07 19.0 0.63 86 10.0 6.21 - 284
412 70.4 18.4 127 G.11 19.0° 0.45 77 20.7 6.52 217
Mean 710 21.2 130 0.08 19.2 0.51 15 19.6 6.22 - 2N
S.D 120 6.6 15 0.02 04 0.07 14 121 0.21 0.15

) (6) &) ®) (6) 6) ® . (6 ®) (6) ®
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Appendix 18-2~2 Blaod chemistry findings in female rats '

- End of recovery ~
300 mg/kg group
Animal GOT GPT GLU BIL UN CRE CHO TG TP ALB
No. (Iu/L) (UL}  (mg/dl) (me/dl) (mg/dl)  (mg/dl)  (mg/dl)  (meg/dL)  (a/dL) (g/dL)
707 - 833 214 116 0.08 178 0.54 112 27.1 6.48 2.68
708 51.7 1715 127 0.05 15.0 0.46 94 415 6.13 2.65
709 63.5 25.7 133 0.07 16.3 0.40 98 26.1 6.07 2n
710 70.7 27.4 102 0.07 21.9 0.51 69 6.7 6.48 2.73
1 M7 21.9 130 0.05 17.8 0.48 77 58 6.24 274
712 65.9 21.6 138 0.06 19.8 0.47 76 20.0 6.05 2.76
Mean 67.8 225 124 0.06 i8.8 048 88 21.2 ' 6.24 272
SD 104 34 13 0.01 1.9 0.05 16 13.6 0.20 0.05

(N) ®) ®) 6) ®) ® 6 ®) ®) ®) ®)
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Appendix 19-1-1 Gross pathological findings in male rats

— End of administration -

Control group

Animal

No. Findings

001 No abnormalities

002 ‘ No abnormalities

003 No abnormalities '
004 No abnormalities

005 No abnormalities

006 No abnormalities
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Appendix 19-1-2 Gross pathelogical findings in male rats

— End of administration -
30 mg/kg group
Animal
No. Findings
101 Spleen : Elevated area, from surface, Local, Indistinct boundary, Increase in number of the follictes from cut-surface
102 No abnormalities ‘
103 No abnormalities
104 No abnormalities
105 No abnormalities

106 No abnormalities
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Appendix 19-1-3 Gross pathological findings in male rats

= End of administration -

100 mg/keg group

Animal

No. Findings

201 No abnormalities
202 . No abnormalities
203 No abnermalities
204 No abnormalities
205 No abnormalities

206 No abnormalities
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Appendix 19-1-4  Gross pathological findings in male rats

= End of administration —

300 me/ke group

Animal

No. Findings

301 No abnormalities
302 No abnormalities
303 No abnormalities
304 No abnormalities
305 No abnormalities

306 No abnormalities
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Appendix 19-2-1 Gross pathological findings in male rats

— End of recovery —

Control group

Animal ,

No. Findings

007 No abnormalities
008 No abnormalities -
009 No abnormalities
010 No abnormalities
011 No abnormalities

012 No abnormalities
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Appendix 19-2-2 Gross pathological findings in male rats
— End of recavery - '

300 meg/kg group

Animal

No. Findings

307 No abnormalities
308 No abnormalities

309 No abnormalities

310 No abnormalities

3N No abnormalities

312 No abnormalities
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Appendix 20-1-1 Gross pathological findings in female rats

= End of administration —

Contro!l group

Animal -

No, Findings

401 : No abnormalities
402 No abnormalities
403 . No abnermalities
404 No abnormalities
405 ‘ No abnormalities

406 No abnormalities
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Appendix 20-1-2 Gross pathological findings in female‘rats

— End of administration —

30 me/ke group

Animal

No. Findings

50 - No abnormalities
502 No abnormalities
503 No abnormalities
504 No abnormalities
505 No abnormalities

506 No abnormalities
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Appendix 20-1-3 Gross pathological findings in female rats

— End of administration —

100 mg/ke group

Animal

No. Findings

601 No abnormalities
602 No abnormalities
603 No abnormalities
604 No abnormalities
605 No abnormalities

606 No abnormalities
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Appendix 20-1-4 Gross pathological findings in female rats

— End of administration -

300 mg/kg group

Animal

No. Findings

701 No abnormalities
702 No abnormalities
703 No abnormalities
704 No abnormalities
705 No abnormalities

706 No abnormalities




Appendix 20-2-1

Control group

2000TT278
Gross pathological findings in female rats
- End of recovery —

Animal

No. Findings

407 No abnormalities
408 No abnormalities
409 No abnormalities
410 No abnormalities
411 No abnormalities
412 No abnormalities
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Appendix 20-2-2 Gross pathological findings in female rats

- End of recovery —

300 mg/kg group

Animal

No. Findings

707 No abnormalities
708 No abnormalities
709 No abnormalities
710 No abnormalities
711 No abnormalities

712 No abnormalities




200077278
Appendix 21-1-1-1 Absolute organ weights in male rats
~ End of administration -
Control group
Body o Adrenal Kidney Testis Epididymis

Animal weight  Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Left Right

No. () (g) (mg) (8 (2 (g (@  (mg (mg ® @ O (g) {e)

0o 378 2.07 520 1.24 1.224 11.5 0.767 26 24 1.24 120 156 1.58 0.49 0.52
- 002 412 2.11 560 1.31 1.242 11.1 0.649 30 25 130 129 156 1.59 0.47 0.51

003 411 2.01 594 1.43 1.225 12.5 0.676 38 40 133 140 153 152 0.52 0.54

004 403 2.06 325 1.36 1.294 12.3 0.738 34 33 140 140 167 159 053 0.54

005 356 2.03 358 1.28 1.184 9.4 0.590 35 28 1.09 1,18 158 159 0.50 0.53

006 355 1.94 502 1.37 1.207 10.5 0.657 33 38 134 138 153 153 0.53 0.54

Mean 386 2.04 477 1.33 1.228 11,2 0.680 327 N3 1.28 1.31 157 157 0.51 0.53

s.D. 27 0.06 110 0.07 0.037 1.2 0.064 42 6.7 011  0.10 005 003 0.02 .01

() ®) ® ©® (6 ® 6 ® 6 (6 ©® (6 ©® 6 ©®  ®
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Appendix 21-1-1-2 Absolute organ weights in male rats
— End of administration —
30 mg/kg group
Body Adrenal Kidney " Testis Epididymis

Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Left Right
No. {g) (g) {mg) (2 (g) (2 (g) (mg)  (mg (g} (g (g) {g) @ (2
101 408 2.09 621 1.48 1.243 13.7 0.978 30 28 149 158 172 1.73 0.54 0.60
102 386 2.07 491 1.22 1154 121 0.651 30 25 1256  1.31 163  1.62 0.57 0.61
103 378 210 363 1.09 1.184 114 0.516 36 30 135 1.34 147 147 0.48 0.44
104 361 1.99 430 1.24 1.184 10.9 0.549 30 29 139 147 1.1 1.74 0.54 0.55
105 397 2.06 440 1.48 1.347 13.7 0512 - 26 25 1.41 155 164 159 0.60 0.61
106 357 2.03 519 1.25 1.139 10.2 0.488 29 3 137 1.4 149  1.62 0.53 0.54
Mean 381 2.05 4717 1.29 1.209 12.0 0.616 . 302 280 138 144 1.61 1.63 0.54 0.56
S.D. 20 0.04 89 0.16 0.077 1.5 0.187 33 25 008 0.1 g11 0.0 0.05 0.07

(N) (6) (6) (6 (6) (62 (8} (6) (8) (é) (62 6 (6 (6 (6) (6)
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Appendix 21-1-1-3 Absolute organ weights in male rats
— End of administration - |
|
100 me/kg group 1‘
Body _ Adrenal Kidney Testis Epididymis i
Animal weight - Brain Thymus Lungs Heart ° Liver Spleen Left Right Left Right Left Right Left Right |
No. (g) (g) (mg) {g) (g (&) () (mg)  (mg) (g} (g) (g} (g) (g) (g) 1
201 416 2.1 520 1.29 1301 152 0.693 28 24 1.31 1365 ° 157 156 0.50 0.58 |
202 355 2.01 461 1.19 1.086 13.1 0.518 28 26 - 136 141 142 150 0.56 0.52 1
203 369 1.99 439 1.33 1,087 14.2 0.683 21 27 132 142 1.69 167 0.48 0.49 1‘
204 415 211 417 1.45 1.202 149 0.624 27 25 1.63 1.65 1.61 1.9 0.53 0.53 i
205 390 1.91 505 _1.29 1.312 15.2 0.509 26 23 1.38 144 154 150 0.53 0.55 |
206 31 2.08 423 1.38 1.286 13.4 0.609 32 31 1.33 1.32 148 1.46 0.49 0.60 |
- ok ’

Mean 386 2.04 461 1.32 1.212 14.3 0.606 280 260 13% 143 155 158 052 0.55

sSD. . 25 0.08 43 0.09 0.105 09 0.079 2.1 2.8 012 012 010 0.08 0.03 0.04

(N) (6) (6) (8) (6) (6) (8) (6) (6) (&) (6) (6) (6) (6) (6) (6)

#%  Significantly different from control (P<0.01)
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Appendix 21-1-1-4 Absolute organ weights in male rats
— End of administration —
300 mg/kg group
nBody Adrenal Kidney Testis Epididymis

Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Left  Right

No. (&) (2 (mg) (g) (& (g (2 (mg)  (mg) (& (g) (& (g) _ () (g)

301 206 . 1.84 447 1.01 0.868 13.3 0.428 21 20 107 1.08 146  1.50 0.43 047

302 323 203 359 1.12 1.014 13.2 0.566 27 26 1,21 1.27 162 1.62 0.50 0.52

303 314 205 328 1.28 1.146 15.5 0.426 24 25 146 146 1.80 1.78 0.55 0.55

304 394 1.95 373 1.26 1.220 17.2 °  0.630 32 34 155 1.59 146 157 0.50 0.44

305 39 1.96 348 1.27 1.135 16.8 0542 - 28 28 1.31 1.32 147 146 0.47 0.47

306 352 1.92 336 1.17  1.061 14.5 - 0.563 ° 30 32 1.31 1.25 145  1.49 0.50 0.55

Mean 355 . 1.96 314 1.19 1.074 15.1 0.526 270 275 132 1.33 154 157 0.49 (.50
-SD. 39 0.08 44 - 0.11 0.124 1.7 0.082 4.0 50 . 017 0418 014 0.2 0.04 0.05

(N) (6) (6) (6) (6) (6) (6) (6) 6 (6 6 B - (| () (6) (6)

*  Significantly different from control (P<0.05)
%%  Significantly different from control (P<0.01)
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Appendix 21-1-2-1  Relative organ weights in male rats
= End of administration ~
Control group
Adrenal Kidney Testis Epididymis

Animal Brain Thymus ' Lungs Heart Liver Spleen Left Right Left Right Leit Right Left Right
No. (g%) _ (mg%h) (g%) (g%) (g%) (gh) _ (me%)  (mgh) (g%) (g% (g%) (g% (%) (%)
001 0.548 138 0.328 0.324 3.04 0.203 6.88 6.35 0328 0.317 0413 0418 0130 0.138
002 0.512 136 0.318 0.301 2.69 0.158 128 6.07 0316 0.313 0.379 0.386 0114 0.124
003 0.489 145 0.348 0.298 3.04 0.164 9.25 8.73 0324 0.341 0372 0370 0127 04131
004 0.511 81 0.337 0.321 305 0.183 8.44 8.19 0347 0.347 0414 0395 0132 0134
005 0.570 101 0.360 0.333 264 0.166 9.83 7.87 0306 0.331 0444  0.447 0.140  0.149
006 (.546 141 0.386 0.340 2.96 0.185 930 10.70 0377  0.389 0431 0.431 0.149  0.152
Mean 0.529 124 0.346 0.320 2.90 0.177 8.50 8.15 0333  0.340 0.409 0.408 0132 0.138
SD. 0.030 26 0.024 0.017 0.19 0.017 1.19 1.82 0.026 0.028 0.028 0.029 0012 0.011
(N) (6) (6) {6) (6) (6) (6) (6) 6 (6) (6) (6} (6 (8) (6)
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Appendix 21-1-2-2  Relative organ weights in male rats '
— End of administration —
30 mg/_kg_group
Adrenal Kidney Testis Epididymis

Animal Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Left Right

No. (g%)  (mg%) (g%)_ (g%) (g%) (g%  (mg%)  (mgk) (%) (g%) (g%) (g%) (g%) (g%)

101 ~0.502 152 0.363 0.305 3.36 0.240 7.35 6.86 0365 0.387 0422 (0424 0.132  0.147
102 0.536 127 0.316 0.299 3.13 0.169 1.77 6.48 0324 0339 0422 0420 0.148 0.158

103 0.556 96 0.288 0.313 3.02 0.137 9.52 7.94 0.3567 0.354 0389 0.389 0122  0.116

104 0.551 119 0.343 0.328 3.02 0.162 8.31 8.03 0385 0407 0474 0.482 0.180 0.152

105 0.519 P11 0.373 0.339 3.45 0.129 6.55 6.30 0.355 0.390 0413 0401 0151  0.154

106 0.569 145 0.350 0.319 2.86 0.137 8.12 8.68 0384 0.395 0.417 0454 0.148  0.151
Mean 0.639 "125 0.339 0.317 3.14 0.161 7.94 7.38 0362 0.379 0.423 0.428 0.142 0.146
S.D. 0.025 21 0.032 0.019 0.22 0.041 1.00 0.97 0.023 0.026 0.028 0.034 0012 0.015

(N) (6) (6) (6) (6) (6) (6) (6} (6) (6) (6) (6) (6 (6) (6)
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Appendix 21-1-2-3  Relative organ weights in male rats
— End of administration -

100 mg/kg group

_ Adrenal Kidney Testis Epididymis
Animal Brain Thymus Lungs Heart Liver  Spleen Left Right lLeft Right Left  Right Left Right
No, &% (me%) (%) e (g% @h  (mg%)  (mgh) (%) (g% @) (g% % (%)
201 0.507 125 0.310 0313 3.65 0.167 6.73 577 0315 0325 0377 0375 6120 0.139
202 0.566 130 0.335 0.306 3.69 0.146 7.89 7.32 0.383  0.397 0400 0.423 0.158 0.146
203 0.539 119 0.360 0.295 3.85 0.185 7.32 7.32 0368 0.385 0458 0453 0130 0.133
204 0.508 100 0.349 0.290 3.59 (.150 6.51 6.02 0393 0.398 0.388 0.383 0128 0.128
205 0.490 129 0.331 0.336 3.80 0.131 6.67 590 0.354 0.369 0395 0385 0136  0.141
206 0.561 114 0.372 0.347 3.61 0.164 8.63 8.36 0.358 0.356 0399 0.394 0132 0.162

Kok

Mean 0.529 120 0.343 .315 372 0.157 7.29 6.78 0360 0372 0403 0.402 0.134 0.142
S.D. 0.031 1 0.022 0.023 0.13 0.019 0.83 1.04 0.027 0.028 0028 0.030 0013 0.012
(N) ()] (6) (62 (8) (6) (6) (6) (6) (6 (6) (6) 6) (6) (6)

*k  Significantly different from control (P<0.01)
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Appendix 21-1-2-4  Relative organ weights in male rats
— End of administration -
300 mg/ke group
T : Adrenal Kidney Testis Epididymis
Animal Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Left Right
No. (g%)  {(mgh) (g% (%) (g%) (gh)  (mg%)  (me¥) (gh) (e%) (%) (g% (g%) (g%)
301 0.622 151 0.341 0.293 4.49 0.145 7.09 6.76 0.361 0.365 0493 0507 0.145 0.159
302 0.628 111 0.347 0.314 4.09 0.175 8.36 8.05 0375  0.393 0502 0502 0.155  0.161
303 0.5b48 - 88 0.342 0.306 414 0.114 6.42 6.68 0390 0.390 0481 0476 . 0147 0.147
304 0.495 95 0.320 0.310 4317 0.160 B.12 B.63 0.393 0.404 0371  0.398 0127 0112
305 0.501 102 0.325 0.290 4.30 0.139 7.16 7.16 0335 0.338 0376 0.373 0120 0.120
306 0.545 95 - 0,332 0.301 4,12 0.160 8.52 9.09 0.372  0.355 0412 0423 0.142  0.156
. KK #*

Mean 0.557 107 0.335 0.302 425 0.149 7.61 173 0371 0374 0439 0447 - 0.139 0.143
SD. 0.057 23 0.011 0.009 0.16 0.021 0.84 1.01 0.021 0.026 0.060 0.056 0013 0.021
(N) (6) ()] (6) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6) {6)

*  Significantly different from control (P<0.05)
*k  Significantly different from control (P<0.01)



200077278
Appendix 21-2-1-1 Absolute organ weights in male rats
— End of recovery -
Control group
Body ' ) Adrenal Kidney Testis Epididymis
Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Left  Right
No. (&) (2) (mg) {g) (& (g} (&) (mg} _ (mg) () (g) @ (= (® (&
007 482 1.98 592 1.39 1.401 12.4 0.874 32 31 - 1.36 1.36 1.7 - 1.75 0.63 0.64
008 397 1.93 467 1.37 1.398 125 0.815 28 29 . 1.20 1.19 1.08 1.63 0.55 0.56
009 437 2.19 530 1.49 1.294 10.6 0.766 38 33 1.31 1.37 1.58 1.60 0.57 0.57
010 381 202 387 1.31 1.101 10.0 0.660 25 26 . 1.18 1.23 1.69 1.74 0.66 0.58
011 443 2.09 534 1.43 1179 . 11.8 0.629 35 30 1.45 1.38 1.56 1.62 0.62 0.63
012 400 2.08 381 1.30 1.245 10,7 0.764 35 30 1.30 1.30 1.82 1.83 0.65 0.69
Mean 423 205 482 1.38 1.270 11.3 0.791 322 29.8 1.30 1.31 1.66 1.70 0.61 0.61
S.D. 38 0.09 86 0.07 0.120 1.1 0.093 49 2.3 0.10 0.08 011 009 0.04 0.05

) ® __ ®  ® (6 ® () ®  ® @ & ® (6 ®  (®
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Appendix 21-2-1-2 Absolute organ weights in male rats
' ~ End of recovery -
300 mg/kg group
Body : Adrenal : Kidney Testis Epididymis

Animal weight  Brain  Thymus Lungs Heart Liver Spleen Left  Right Left Right Left Right Left Right
No. (@ () (mg) (2 (e (g) (g) (mg)  (mg) (2 (g) (2) () (8 (g)
307 430 1.98 b86 1.28 1.334 11.8 0.664 35 30 1.33 1.29 1.57 1.09 0.59 0.62
308 393 1,98 343 113 1.139 10.9 0.676 25 27 148 . 1.39 1.50 1.56 0.51 0.53
309 368 1.98 517 1.16 1.235 9.5 0.661 32 31 1.25 1.30 1.60 1.63 0.50 0.55
310 395 1.96 397 1.65 1.373 11.3 0.788 - 43 41 1,78 1.72 143 1.52 0.56 0.60
311 383 2.10 321 1.24 1.319 104 0.619 26 25 1.32 1.40 1.57 1.53 0.55 0.48
312 392 1.89 425 1.22 1.268 11.5 0.719 33 32 1.45 1.43 1.56 1.56 0.50 0.56
Mean 394 1.98 432 1.26 1.278 10.9 0.688 323 310 1.44 1.42 1.54 1.56 0.54 0.56
S.D. 20 0.07 102 0.15 0.084 08 0.059 6.6 55 0.19 0.16 0.06 0.04 0.04 005
(N) (6) (6} () (6) (6) (6) (6} (6) (6) (6) (6) (6) (6) (8) (6)

*  Significantly different from control (P<0.05)
*k  Significantly different from control (P<0.01)




20007TT278

Appendix 21-2-2-1  Relative organ weights in male rats

— End of recovery —
Control group
_ Adrenal Kidney Testis Epididymis
Animal Brain  Thymus  Lungs Heart Liver Spleen Left Right Left  Right Left  Right Left Right
No. (g%}  (mgh) (gh) (g% (g%) (gh)  (mgh)  (mek) (g%) (%) (%) (g%) (g%) (%)
007 - 0411 123 0.288 0.291 2.57 0.181 664 - 643 0.282 0.282 0363 0.363 0131  0.133
008 - 0.486 118 0.345 (.352 3.15 0.205 7.05 7.30 0.302 0.300 0398 0411 0139 0141
009 0.501 121 0.341 0.296 2.40 0.175 8.70 7.55 0300 0314 0362 0.366 0130 0.130
010 0.530 102 0.344 0.289 - 262 0173 6.56 6.82 0310 0323 0444 0457 0173 0.152
o011 0472 121 0.323 0.266 2.66 0.142 7.90 6.77 0327 0312 0352 0.366 0.140 0.142
012 0.520 95 0.325 0.311 2.68 0.191 8.75 1.50 0.325 0.325 0455 0.458 0.163 0.173
Mean 0.487 113 0.328 0.301 2.68 0.178 7.60 7.06 0308 0309 0396 0.404 0146 0.145
sS.D. 0.043 12 0.022 0.029 0.25 0.021 0.99 0.45 0017 0.016 0.045 0.045 0018  0.016
(N\) (6) (6) (6) (6) (6) {6) (6) (6) (6) (6) (6) (6) (8 (8)
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Appendix 21-2-2-2  Relative organ weights in male rats
- End of recovery —
300 mg/kg group ‘
Adrenal Kidney Testis Epididymis
Animal Brain  Thymus  Lungs Heart Liver Spleen Left Right Left' Right Left Right Left  Right
No. (g%) _ (mgh) (g% - (W) (g% (g%)  (mgh)  (megH) (g%) (%) {ah) (g%) (g%} (g%)
307 0.460 136 0.298 0.310 2.14 0.154 8.14 6.98 0309 0300 . 0365 0370 0137 D144
308 0.504 87 0.288 0.290 2.77 0.172 6.36 6.87 0377 0354 0382 0.394 0.130  0.135
309 0.538 140 0.315 0.336 2.58 0.180 870 842 0340 0.353 0435 0.443 0.136  0.149
310 0.496 101 0.392 0.348 2.86 0.199 1089 10.38 0451 0435 0362 0.385 0.142 0.192
an 0.548 84 0.224 0.344 2,72 0.162 6.79 6.53 0.345 0.366 0410 0399 0.144 0125
312 0.482 108 0.311 0.323 2.93 0.183 8.42 B.16 0.370  0.365 0,398  0.398 0.128 0.143
* *

Mean 0.505 109 0.321 0.325 2.77 0175 - B.22 7.89 0.365 0.362 0.392 0.398 0136 0141
S.D. 0.033 24 0.037 0.022 0.12 0016 1.61 1.43 0048 0.043 0.028 0.024 0.006 0.010
{(N) {6) (6) (6) (6) (6} (6) (6) (6) (6) (6) (6) (6) (6) (6)

*  Significantly different from control (P<0.05)
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Appendix 22-1-1-1 Absolute organ weights in female rats
= End of administration -
Control group
Body Adrenal Kidney Qvary
Animal weight Brain Thymus Lungs Heart Liver Spleen Left  Right Left Right Left  Right Uterus
No. (g (@  (mg) ) (g) (g) (& (mg) _ (mg (g (2 (mg)  (mg) )
401 215 . 1.92 389 0.98 0.783 6.5 0.566 31 32 0.79 0.77 55 59 0.61
402 233 1.90 522 1.02 0.787 6.7 0.479 33 31 0.84 0.81 45 40 1.14
403 253 1.94 357 1.12 0.829 1.6 0.399 30 33 0.85 0.93 47 37 0.58
404 238 1.83 450 0.94 0.781 7.1 0.532 42 29 0.80 0.80 54 44 042
405 235 1.91 366 112 0.775 6.3 0.519 33 53 0.82 0.87 57 63 0.45
406 224 2.01 425 1.03 0.682 6.2 0422 33 34 0.80 0.81 45 43 0.43
Mean 233 1.92 418 1.04 0.773 6.7 0.486 33.7 37.0 0.82 0.83 50.5 41.7 0.61
8.D. 13 0.06 62 0.07 0.049 05 0.065 43 8.3 0.02 0.06 54 10.7 0.27
(N} (6) (6 (8) (6) (6} (6) (6) (6) (6) (6) (6) (6) (6) (6)
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Appendix 22-1-1-2 Absoclute organ weights in female rats
— End of administration -
30 mg/ke group
Body Adrenal Kidney Ovary
Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left Right “ Left Right Uterus
No. (g) (& (mg) (g) (2 (g) () (mg)  (mg) (g) {2 (mg)  (mg) (g)
501 238 2.00 504 1.06 0.792 7.3 0.688 36 35 0.90 0.83 43 51 0.53
502 266 1.79 420 1.01 0.856 8.2 0.553 30 26 0.76 0.82 56 62 0.51
503 224 1.76 394 1.00 0.769 73 0.504 37 35 0.80 0.82 43 37 0.74
504 232 1.93 341 0.93 0.778 7.5 0.489 34 30 0.78 0.76 40 46 0.54
505 265 1.96 623 1.13 1.015 8.4 0.459 - 30 3 0.88 0.92 55 51 on
506 246 1.87 631 1.13 0.817 7.9 0.517 45 38 0.88 0.86 57 58 0.28
" ;
Mean 244 1.89 486 1.04 0.838 7.8 0.535 353 325 0.83 0.84 49.8 50.8 0.57
Sb. 15 0.10 122 0.08 0.092 05 0.081 5.6 43 0.06 0.05 7.3 88 0.13
(N) (6) (6) (6} (6) (6) {6) (6) (6) (6) (6) (6) ()] (6) (6)

*  Significantly different from contro! (P<0.05)




2000TT278
Appendix 22-1-1-3 Absolute organ weights in female rats
= End of administration —
100 mg/kg group
Body Adrenal Kidney Ovary
Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Uterus
No. (g) (8 (mg) (&) (g) (& & (mg)  (mg) & (2 (mg) _ {(mg) )
61 231 1.87 415 1.05 0.786 8.4 0.392 38 34 0.80 0.84 36 47 1.15
602 199 1.91 423 0.97 0.726 7.0 0371 36 31 0.76 0.79 37 39 0.39
603 234 1.93 369 0.99 0.712 1.6 0.378 33 33 0.82 0.78 41 49 0.51
604 211 1.81 347 0.97 0.759 7.3 0.451 34 34 0.79 0.78 32 39 0.79
605 240 2.07 453 1.01 0.835 8.8 0.608 35 32 0.83 0.84 54 48 0.44
606 255 1.98 537 1.11 0.791 9.1 0.416 49 45 0.94 0.98 76 64 0.60
%k .
Mean 228 1.93 424 - 102 0.768 8.0 0.436 315 348 0.82 0.84 46.0 4137 0.65
S.D. 20 0.09 67 . 0.05 0.045 09 0.089 59 5.1 0.06 0.08 16.5 9.2 0.28
(N) ()] (6) (6) (6) _(6) (6) (6 (6) (6) (6) (6) (6) (6) (6}

*k  Significantly different from control (P<0.01)



2000TT278
Appendix 22-1-1-4 Absolute organ weights in female rats '
- End of administration -
300 mg/kg group
Body Adrenal Kidney Ovary

Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left  Right Left Right Uterus

No. ) (g) (mg) (g) (8) (2 (& (mg)  (mg) (&) () (mg)  (mg) (&

701 207 1.81 369 0.85 0.764 8.8 0.327 31 34 0.82 0.87 44 38 0.40

702 198 1.80 415 0.90 . 0.682 9.6 0.402 39 34 0.83 0.83 32 42 0.54

703 199 1.82 315 0.97 0.623 84 0.465 31 33 0.72 0.76 37 27 0.86
© 104 203 1.81 324 0.90 0.777 10.3 0478 37 32 0.88 0.88 47 52 0.62

705 194 1.79 2N 0.98 0.680 88 0.354 42 41 0.84 0.83 32 45 0.47

706 220 1.96 571 0.94 0.681 9.4 0.419 29 36 0.76 0.84 40 49 0.42

Aok * #k _ :

Mean 204 1.83 378 0.92 0.701 8.2 0408 34.8 35.0 0.81 0.84 38.7 422 0.55

S.D. 9 0.06 107 0.05 0.058 0.7 0.060 6.2 3.2 0.06 0.04 6.2 8.9 0.17

(N) (6) (6) {6) (6) (6) (6) ()] (6 (6) (6) (6 (6) (6) (8)

%  Significantly different from control (P<0.05)

%k Significantly different from control (P<0.01)



_ 2000TT278
Appendix 22-1-2-1  Relative organ weights in female rats
- End of administration —
Control group
Adrenal Kidney Ovary

Animal Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Uterus
No. (g%)  (mgh) (g%) (g%) (g%) (g%) (mg%)  (mgk) (g% (et (mg%) __ (mg%) (g%)
40 0.893 181 0.456 0.364 - 3.02 0.263 ‘1442 1488 0.367 0.358 25.6 274 0.284
402 0.815 224 0.438 0.238 2.88 0.206 1416  13.30 0361 0348 193 172 0.489
403 0.767 141 0.443 0.328 3.00 0.158 11.86 13.04 0.336 0.368 18.6 14.6 0.229
404 0.769 189 0.395 0.328 2.98 0.224 1765 16.39 0.336  0.336 221 18.5 0.176
405 0.813 156 0477 0.330 2.68 0.221 1404 2255 0.345 0370 243 26.8 0.191
406 0.897 ~ 190 0.460 0.304 2.77 0.188 1473 15.18 0.357 0.362 201 19.2 0.192
Mean 0.826 180 0.445 0.332 2.89 0.210 1448 15.89 0.361  0.357 21.8 20.6 0.260
S.D. 0.058 29 0.028 0.019 0.14 - 0.036 1.86 3.49 0.013 0.013 29 53 0.119
(N) (6) (6) (6) (6) (6) (6) (6) (6) (6) (8) (6) (6) (6)



2000TT278
Appendix 22-1-2-2  Relative organ weights in female rats
- End of administration -
30 mg/kg group
Adrenal Kidney Qvary

Animal Brain  Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Uterus
No. (g%)  (mg%) (%) () (g%) (%) (mgh)  (mgh) (gh) (g%) (mgh)  (mghk) (g%)
501 0.840 212 0.445 0.333 3.07 0.289 15.13 141 0.378 0.349 20.2 21.4 0.223
502 0.699 164 0.395 0.334 3.20 0.216 11.72  10.16 0.297 0.320 21.9 24.2 0.199
503 0.786 176 0.446 0.343 3.26 0.225 1662 15.63 0.357 0.366 19.2 16.5 0.330
504 0.832 147 0.401 0.335 3.23 0.211 1466 1293 0.336 0328 17.2 19.8 0.233
505 0.740 235 0.426 0.383 317 0.173 1132 11.70 0332 0347 20.8 19.2 0.268
506 0.760 257 0.459 0.332 3.21 0.210 18.29 1545 0.358  0.350 23.2 23.6 0.154
Mean 0.776 199 0.429 0.343 3.19 0.221 1461 1343 0343 0343 204 20.8 0.235
s.D. 0.054 43 0.026 0.020 0.07 0.038 2.1 2.21 0028 0.017 2.1 29 0.060
(N) (6) (6 (6) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6)




20007T278
Appendix 22-1-2-3  Relative organ weights in female rats
- End of administration -
100 mg/kg group
i Adrenal Kidney Ovary
Animal Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left  Right Uterus
No. (g%)  (mg%) (g%) (%) (g%) (g%) (mg%)  (mgh) (g%) (g%) (mgh) _ (mek) (g%
601 0.810 180 0.455 0.340 3.64 0.170 1645 14.12 0.346 0.364 15.6 20.3 0.498
602 0.960 213 0.487 0.365 3.52 0.186 18.09 1558 0.382 0.397 18.6 19.6 0.196
603 0.825 158 0.423 0.304 3.25 0.162 1410 1410 0350 0.333 175 209 0.218
604 0.858 164 0.460 0.360 3.46 0.214 1611 16.11 0374 0370 15.2 18.5 0.374
605 . 0.863 189 0421 0.348 3.67 0.253 1458 13.33 0346 0350 22.5 20.0 0.183
606 0.776 211 0.435 0.310 3.57 0.163 19.22 17.65 0.369 0.384 29.8 25.1 0.235
*

Mean 0.849 186 0.447 0.338 3.52 0191 1643 15.25 0.361 0.366 19.9 20.7 0.284
SD. 0.063 23 0.025 0.026 0.15 0.036 1.97 1.54 0.016 0.023 b5 2.3 0.125
(N) (6) (6) (6) (6) (6) (6) (6 (6) (6) (6) (6) (6) (6)

*  Significantly different from control (P<0.05)




200077278
Appendix 22-1-2-4  Relative organ weights in female rats
— End of administration —
300 me/kg group
—f : Adrenal Kidney Ovary
Animal Brain Thymus Lungs Heart Liver Spleen Left Right Left  Right Left Right Uterus
No. (g%  (me®) (g% & (g% @ (g  (meh) &% % (mg®  (mgh (e%)
701 0.874 178 0.411 0.269 4.25 0.158 1498 1643 0396 0.420 21.3 184 0193
702 0.909 210 0.455 0.344 485 0.203 1970 1717 0419 0418 16.2 21.2 0.273
703 0.915 158 0.487 0.313 422 0.234 1558 16.58 0.362 0.382 18.6 13.6 0.432
704 - 0.892 160 0.443 0.383 5.07 0.235 1823 15.78 0433 0433 23.2 25.6 0.305
705 0.923 140 0.505 0.351 454 0.182 2165 2113 0433 0428 16.5 23.2 0.242
706 0.891 260 0.427 0.310 4.27 0190 1318 16.36 0.345 0.382 18.2 22.3 0.191
Lo * *k
Mean 0.901 184 0.455 0.345 453 0.200 1722 1724 0398 0411 19.0 20.7 0273
S.D. 0018 44 0.036 0.029 0.36 0.030 3.19 1.96 0037 0023 2.8 4.2 0.090
(N} (6) (6) (6) (6) (6) (6) (&) (6) (6) (6) (6) (6) (6)

* Significantly different from control (P<0.05)
*%  Significantly different from control (P<0.01)




2000TT278
Appendix 22-2-1-1 Absolute organ weights in female rats
- End of recovery -
Contro! group
Body _ : Adrenal Kidney QOvary

Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Uterus

No. 3] (g (mg) (2 e (&) (g) (mg)  (mg) (2 (g) (mg)  (mg) e

407 270 1.99 - 430 1.06 0.865 15 0475 37 33 0.92 0.94 39 34 0.54

408 277 1.97 - 337 1.06 0.899 8.1 (.559 43 40 0.84 0.90 51 63 0.43
- 409 243 2.03 330 1.20 0.910 6.3 (.559 37 46 0.87 0.93 46 69 0.46

410 264 1.99 279 1.08 0.876 7.9 0.486 43 45 0.93 0.98 36 47 0.62

411 281 1.72 420 1.03 0.887 7.3 0.554 . 36 30 0.79 0.81 57 51 0.41

412 256 1.84 329 1.14 0.787 7.1 0.440 38 36 0.82 0.85 46 55 0.70

Mean 265 1.92 354 1.10 0.871 .14 0512 390 38.3 0.86 0.90 45.8 615 0.53

S.D. - 14 012 59 0.06 0.044 0.7 0.052 3.2 6.5 0.07 0.06 7.1 10.3 0.12

(N} (6) (6) (6) (6) (8) (6) (6) (6) (6) (6) (8) (6) (8 ()




200071278
Appendix 22-2-1-2 Absolute organ weights in female rats
‘ — End of recovery ~
300 mg/kg group :
Body Adrenal Kidney Ovary
Animal weight Brain Thymus Lungs Heart Liver Spleen Left Right Left Right Left Right Uterus
No. (g) (g) (mg) () (g) (g) (g) (mg)  (mg _(g) (g) {mg)  (mg) (g)
707 255 2.05 427 1.1 0.899 8.1 0.581 40 40 0.92 0.9 42 50 047
708 269 1.88 402 1.10 0.920 7.9 0.567 38 36 0.92 0.94 48 49 0.48
709 260 1.93 471 1.22 0.912 7.8 0.601 34 32 0.95 0.97 43 43 0.50
710 243 1.92 465 1.10 0.800 7.2 0.500 40 39 - 0.79 0.83 38 48 0.42
711 - 216 1.84 419 1.14 0.802 6.4 0.457 34 32 0.72 0.74 41 51 0.92
712 229 1.93 427 0.94 0.802 7.1 0.500 44 43 0.75 0.73 39 49 0.73
: : *

Mean 245 1.93 435 1.10 0.856 - 7.4 0534 383 310 0.84 (.85 418 48.3 0.59
S.D. 20 0.07 27 0.09 0.060 0.6 0.057 3.9 445 0.10 0.10 35 28 0.20
(N) (6) (6) (6) (6) (6) (6) (6) (6) (6) {6) (6) {6) (6) (6)

*  Significantly different from control (P<0.05)




2000TT278
Appendix 22-2-2-1 Relative organ wéights in female rats
- End of recovery -
Contro! group
Adrenal Kidney Ovary
Animal Brain Thymus  Lungs Heart Liver Spleen Left Right Left  Right Left Right Uterus
No. (g%)  (mg%) (g% (g%) (%) (%) (mg%) _ {mg) (g%) (g% {mgh)  (mgk) (g%)
407 0.737 159 0.293 0.320 2.78 0.176 13.70  12.22 0341 0.348 14.4 12.6 0.200
408 0.711 122 0.283 0.325 292 0.202 1562 1444 0.303 0.325 184 221 0.1585
409 0.835 136 0.494 0.374 2.59 0.230 1523 1893 0358 0.383 18.9 243 0.189
410 0.794 108 0.409 0.332 2.99 0.184 1629 17.05 0352 03N 13.6 17.8 0.235
411 0.612 149 0.367 0.318 2.74 0.197 1281 1068 0.267 0.288 20.3 18.1 0.146
412 0.719 129 0.445 0.307 2.77 0.172 14.84 14.06 0320 0.332 18.0 21.5 0.273
Mean 0.728 134 0.415 0.229 280 0.184 1473 1456 0324 0.341 17.3 19.5 0.200
s.D. 0.072 19 0.047 0.024 0.14 0.021 1.27 3.04 0.034 0.034 21 4.2 0.048
(N) {6) (6) (6) (6) - (6) (6) 6.00 (6). (6 (8) (6) (6) (6)




‘ 2000TT278
Appendix 22-2-2-2  Relative organ weights in female rats
= End of recovery —
300 ma/ke group
Adrenal Kidney QOvary
Animal Brain Thymus  Lungs Heart Liver Spleen Left Right Left Right Left Right Uterus
No. (g%)  (mgih) (g% {g%) (gh) (g%)  (mg%) (mg¥) (g% (%) {mgh) _ (mgk) (g%)
707 0.804 167 0.435 0.353 3.18 0.228 16.69 15.69 0.361  0.357 16.5 19.6 0.184
708 0.699 149 0.409 0342 2.94 0211 1413  13.38 0342 0349 17.8 18.2 0.178
709 0.742 181 0.469 0.351 292 0.231 13.08 1231 0365 0373 16.5 16.5 0.192
710 0.790 191 0.453 0.329 296 0.206 1646 16.05 0325 0342 15.6 198 0.173
711 0.852 194 0.528 0.371 2.96 0.212 1574 1481 0333 0343 19.0 23.6 0.426
712 0.843 186 0410 0.350 3.10 0.218 1921  18.78 0328 0319 17.0 214 0.319
: $ok * *
Mean 0.788 178 0.451 0.349 3.01 0.218 15.72 1517 0.342 0.347 17.1 19.9 0.245
S.D. 0.059 17 0.045 0.014 0.10 0.010 2.11 2.26 0.0t7 0.018 1.2 25 0.104
(N) (6) (6) (6) (8 (6) {6) 6.00 (6) (6) (8 (6) (6) (6)

*  Significantly different from control (P<0.05)
%  Significantly different from contrel (P<0.01)



. 2000TT278
Appendix 23-1-1 Histopathological findings in male rats
- End of administration -

Control group

Organ and tissue _ |Findings ——————————w—_______ Animal No.] 001 | 002 [ 003 | 004 | 005 | 006
Liver Hypertrophy of centrilobular hepatocyte — - — - — -
Microgranuloma + + + + - +
Apoptotic necrosis of hepatocyte - + + + - +
Brown pigmentation C— — — — — -
Kidney Basophilic tubule — - — — - —
Vacuolation of tubular epithelium, proximal — - — - - -
Protein cast — — — — - -
Mononuclear cell infiltration, cortex —+ + — — —
Thyroid Hyperplasia/hypertrophy of follicular epithelium — - - — - —
Ectopic thymus — — — — - —
Lungs(Bronchi) Foam cell accumulation, alveolar space + — + + + —
Monenuclear cell infiltration, perivascular + + + — — —
Microgranuloma - - -~ — — -
Osseous metaplasia of alveolar wall — — - - - —
Calcification in artery — — + + + -
Hemorrhage - - + - - -
Bronchiolar/alveolar hyperplasia - - — - — -
Trachea Mononuclear cell infiltration, submucosa : — + — - — —
Heart _ Fibrosis of myocardium, septum o . — - — — — -
Monocnuclear cell infiltration - | +¥] — — — —
Stomach Mononuclear cell infiltration, glandular submucosa — — — - — —
Epididymis Mononuclear cell infiltration, interstitium — — — — — -+
Prostate Mononuclear cell infiltration, interstitium — - — — + +
Laryngopharynx, Urinary bladder, Thymus, Spleen, Mandibular lymph node,
Mesenteric lymph node, Submaxillary gland, Sublingual gland, Tongue, Esophagus,
Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Testis, Seminal vesicle, No abnormalities
Coagulating gland, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,
Sciatic nerve, Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

— : No change + : Slight change
° right ventricular wall




2000TT278
Appendix 23—-1-2 Histopathological findings in male rats
~ End of administration —
30 mg/kg group -
Orgen and tissue _ |Findings ___ — —————— Animal No.| 101 | 102 | 103 | 104 | 105 | 106
Liver Hypertrophy of centrilobular hepatocyte + + + + + +
Microgranuloma ' + + + + - +
Apoptotic necrosis of hepatocyte + =+ + -+ — +
Kidney Basophilic tubule — - — - - —
Vacuolation of tubular epithelium, proximal - — — — — —.
Mononuclear cell infiltration, cortex — 4 — -+ — —
Thyroid Hyperplasia/hypertrophy of follicular epithelium + — + -+ + —
Spleen Follicular hyperplasia of lymphocyte ++ . . . .

— : No change + : Slight change ++ : Moderate change * : Not examined



2000TT278
Appendix 23-1-3 Histopathological findings in male rats

- End of administration -

100 me/ke group

Organ and tissue Findings e — Animal No.} 201 | 202 | 203 | 204 | 205 | 206
Liver Hypertrophy of centrilobular hepatocyte + ++ + + + +
Microgranuloma + + + + - +
Apoptotic necrosis of hepatocyte + + 4 -+ — +
Kidney Basophilic tubule i — + — -
Vacuolation of tubular epithelium, proximal - - — + - -
Mononuclear cell infiltration, cortex — -+ — - + —
Thyroid Hyperplasia/hypertrophy of follicular epithelium + — + — 4 +
Spleen Follicutar hyperplasia of lymphocyte . . . y

— : No change < : Slight change +: Moderate change * : Not examined



2000TT278
Appendix 23-1-4 Histopathological findings in male rats : -
~ End of administration —
300 mg/kg group -
_Organ and tissue __|Findings ___ — ——————u Animal No.| 301 | 302 | 303 | 304 | 305 | 306
Liver Hypertrophy of centrilobular hepatocyte ++ + ++ ++ ++ ++
: Microgranuloma - + + + - —
Apoptotic necrosis of hepatocyte - 4 + + - —
Brown pigmentation — - - + — —
Kidney Basophilic tubule : —_ +4- + + + -
Vacuolation of tubular epithelium, proximal + - + - - -
Protein cast -+ — — 4 — +
Mononuclear cell infiltration, cortex — + — - - —
Thyroid Hyperplasia/hypertrophy of follicular epithelium ++ ++ ++ + ++ +
' Ectopic thymus — — — -t — -
Lungs{Bronchi) Foam cell accumulation, alveolar space -+ -+ - + + +
Mononuclear cell infiltration, perivascular + - + + - -
Microgranuloma - — — -} e —
Osseous metaplasia of alveolar wall - - - =+ — -
Calcification in artery — -+ - + + +
Hemorrhage — — — — -+ —
Bronchiolar/alveolar hyperplasia - — — - + —
Trachea Monocnuclear cell infiltration, submucosa — — — — — +
Heart Fibrosis of myocardium, septum - + - - — —
Mononuclear cell infiltration ~ 42 2 — — —
Stomach Mononuclear cell infiltration, glandular submucosa + — — — — -
- Epididymis Moncnuclear cell infiltration, interstitium — — — — - —
Prostate Mononuclear cell infiltration, interstitium -+ — — -+ — —
Laryngopharynx, Urinary bladder, Thymus, Spleen, Mandibular lymph node,
Mesenteric lymph node, Submaxillary gland, Sublingual gland, Tongue, Esophagus,
Ducdenum, Jejunum, lleum, Cecum, Colon, Rectum, Testis, Seminal vesicle, No abnormalities
Coagulating gland, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,
Sciatic nerve, Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

— : No change + : Slight change ++ ; Moderate change
» right ventricular wall, septum
b papillary muscle 7



2000TT278
Appendix 23-2 Histopathological findings in male rats
— End of recovery -
Group Control 300 mg/ke
Organ and tissue Findings Animal No.] 007 | 008 | €09 | 010 ] 011 {012 | 307 | 308) 309 310 | 311{ 312
Kidney - Basophilic tubule -l —f{=-1—-/-1!-1+|+}1+|+=]|+]|+
Protein cast -t-t-1-!1-|=-1-t—=—tr—=-14+1-1-
Mononuclear cell infiltration, cortex — |l + |+ + | ==+ =1+ +]+] -
Thyroid Hyperplasia/hypertrophy of follicular epithelium -!l-!1-]1-}}=-1=-1+|+]+}-=-14+1] =
Remnant of ultimobranchial body -1l =—i=-1-1—-|=-]l+1=1—=-1—
Lungs(Bronchi) Foam cell accumulation, alveolar space -+l 4+ -1+ —=-—t++1+]+]+] -
Mononuclear cell infiltration, perivascular - -{=-]+]+i=-|=-f{-=-1+|+] -1+
Osseous metaplasia of alveolar wall . el Bl Bl BRdl Bl BEll Il B 1 Bl el
Calcification in artery -l -t1t+1+] =t —=1—-14+]- — | —
Hemorrhage -l jit+ti=|{=-—}t=|=]1=]-|—=-1-1-
Heart Fibrosis of myocardium, septum +{-fi-1-1-1-1-1=-71+1-=-1=1T-=
Mononuclear cell infiltration - -1 =|l=1l=1=|=1=1=14% -| -
Sublingual gland Mononuclear cell infiltration, interstitium - l-1=-1-4f{I—=1-1-1-=-1-t—-14+1i-
Cecum ___|Mononuclear cell infiltration, mucosa |l -]l =-l=}{+fi-]1=1=-1—-}—=-1]—-1-=
Epididymis Mononuclear cell infiltration, interstitium -l -1t —=--1 = =1=-1—=1—=-1—-1+
Prostate Mononuclear cell infiltration, interstitium + |l -] =-]—-—f{+i{=|=--t—-—=-1-=1T-=
Skin Significant lesion ' ‘ . . - . . . . —
Laryngopharynx, Trachea, Urinary bladder, Thymus, Spleen, Mandibular lymph node,
Mesenteric lymph node, Liver, Submaxillary gland, Tongue, Esophagus, Stomach,
Duodenum, Jejunum, lleum, Colon, Rectum, Testis, Seminal vesicle, ‘ No abnormalities
Coagulating gland, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,
Sciatic nerve, Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

— : No change + : Slight change ++ : Moderate change *: Not examined
2 septum '




200071278
Appendix 24-1-1 Histopathological findings in female rats
— End of administration -
Control group
Organ and tissue Findings — Animal No.| 401 | 402 | 403 | 404 | 405 | 406
Liver Hypertrophy of centrilobular hepatocyte — — — - — -
Microgranuloma + - - + + +
Apoptotic necrosis of hepatocyte — — — - + -+
Kidney _ Basophilic tubule - — — - — —
Vacuolation of tubular epithelium, proximal . - - — - — -
Mononuclear cell infiltration, cortex — + + — — +
Thyroid Hyperplasia/hypertrophy of follicular epithelium — - — — - -
Remnant of ultimobranchial body ) + — - -+ —
Lungs(Bronchi) Foam cell accumulation, alveolar space i — — - — -
Mononuclear cell infiltration, perivascular b + -+ + + +
Osseous metaplasia of alveolar wall — — — — — —
Laryngopharynx Neutrophil infiltration, submucosa — + — — - —
Heart Mononuclear cell infiltration — — | +¥] = - —
Thymus Epithelial tubule + -_ — — — —
Mandibular lymph node |Lymphocytic hyperplasia — — — — - —
Esophagus Degeneration of muscle fiber - - + — - -
Mononuclear cell infiltration, muscular — - + — — —
Ovary Luteal cyst - — - - — +
Sciatic nerve Inflammatory cell infiltration, paraneurium — + — — — —
Skin Significant lesion
Trachea, Urinary bladder, Spleen, Mesenteric lymph rnode, Submaxillary gland,
Sublingual gland, Tongue, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, No abnarmalities
Rectum, Uterus, Vagina, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,
Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

— : No change -+ : Slight change * : Not examined
% right ventricular wall, aortic



2000TT278
Appendix 24-1-2 Histopathological findings in female rats

- End of administration -

30 mg/kg group

Organ and tissue Findings Animal No.! 501 | 502 | 503 § 504 | 505 | 506
Liver Hypertrophy of centrilobular hepatocyte + +4- + + + -+
Microgranuloma + + + - + +

Apoptotic necrosis of hepatocyte + + + — -+ +

Kidney Vacuolation of tubular epithelium, proximal — + -+ — — +
Mononuclear cell infiltration, cortex — + —_ -+ — -

Thyroid Hyperplasia/hypertrophy of follicular epithelium . + + — —_ + -
' Ectopic thymus —_ —_ — — — -

Remnant of ultimobranchial body - - — —_ — -

Mononuclear cell infiltration — — — — _ -

— : No change =+ : Slight change



- 2000TT278
" Appendix 24-1-3 Histopathological findings in female rats
— End of administration —
100 mg/kggroup
_Organ and tissue___|Findings —— ————ov________ Animal No.] 601 | 602 | 603 | 604 | 605 | 606
Liver Hypertrophy of centrilobular hepatocyte + + + + + +
Microgranuloma — + — + - +
Apoptotic necrosis of hepatocyte — + — + - +
Kidney Vacuolation of tubular epithelium, proximal - + + - - -
Mononuclear cell infiltration, cortex — -+ — + — —
Thyroid Hyperplasia/hypertrophy of follicular epithelium + - - - + ++
Ectopic thymus + - — - — -
Remnant of ultimobranchial body - + — — - —
Mononuclear cell infiltration -+ — — — — —
— : No change =+ : Slight change ++ ; Moderate change



- 2000TT278
Appendix 24-1-4 Histopathological findings in female rats '
— End of administration — '

300 meg/kg group

Organ and tissue Findings _. Animal No.| 701 | 702 | 703 | 704 { 705 | 706
Liver Hypertrophy of centrilobular hepatocyte + ++ + s + +
Microgranuloma — — -+ 4 + +
Apoptotic necrosis of hepatocyte — — + + + .| +
Kidney Basophilic tubule — - — + + -
Vacuolation of tubular epithelium, proximal -+ -+ + + + 4+
Mononuclear cell infiltration, cortex — — — — — —_
Thyroid Hyperplasia/hypertrophy of follicular epithelium -+ ++ + + + +
' ' Remnant of ultimobranchial body — — — —_ — —
Lungs(Bronchi) Foam cell accumulation, alveolar space — + + + + —
Mononuclear cell infiltration, perivascular — + - — - -
Osseous metaplasia of alveolar wall - — — - + +
Laryngopharynx Neutrophil infiltration, submucosa — — — — — —
Heart Mononuclear cell infiltration - — - — — —
Thymus Epithelial tubule C— + — —_ — —
Mandibular lymph node_ |Lymphocytic hyperplasia ) - — — - — -+
Esophagus Degeneration of muscle fiber - + — -+ —_ —
Mononuclear cell infittration, muscular — + — + — —
Ovary Luteal cyst - — — — — e
Sciatic nerve Inflammatory cell infiltration, paraneurium — - — — — —
Skin _ Significant lesion : — — -
Trachea, Urinary bladder, Spleen, Mesenteric lymph node, Submaxillary gland,
Sublingual gland, Tongue, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, No abnormalities
Rectum, Uterus, Vagina, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord, '
Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

— : No change -+ : Slight change ++: Moderate change * : Not examined
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Appendix 24-2 Histopathological findings in female rats
= End of recovery —
Group Control 300 mg/ke
Organ and tissue M Animal No.| 407 | 408 { 409 [ 410 411 [ 412 7071708 [ 709 [ 710} 711 [ 712
Liver Hypertrophy of centrilobular hepatocyte ' — -l -l—-—]l =1 =-—]=-|+]|—-—1-1]--
Kidney Mononuclear cell infiltration, cortex - ==-1-1-1=-1=-1T+1T+]=T~=1=
Thyroid Hyperplasia/hypertrophy of follicular epithelium = -] —-1—=-1-]-=-14+1-=-T1T-=-1T=14+
Lungs(8ronchi) Foam cell accumulation, alveolar space - =T =1 F [ F T F[FI ¥ FTI=T=T1T=
Mononuclear cell infiltration, perivascular +|+{+ )+ |+ F+|F+]=-VF]+]+F] =
Calcification in artery — |l =l +t=-] = =] -}t =} =) ] <=1 =
Thymus Epithelial tubule — = =] == == =1 =1-=1T+
Mesenteric lymph node Lymphocytic hyperplasia — -] -1 -1 =-1TFl =T =1=1T=1=1=
Sublingual gland Ductal hyperplasia — | -] -7 -TFV1 =1 =fF=T=71T=T=1T=
Tongue Mononuclear cell infiltration, submucosa — |+ =1~ -=-1=1"-=-T-=1T=7T=1T=71T=<
Ovary Luteal cyst - =14+t =-1-1T-=-1T-=<1=1=1T1T-=_1<=
Follicular cyst -l -] = =] ===+ =|—-] =1 =
Corpus albicans - -t -1+l -t == =1 =] =[] =1 =
Skin Significant lesion . — T = 1"=71T=

Laryngopharynx, Trachea, Heart, Urinary bladder, Spleen, Mandibular lymph node,
Submaxillary gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, -
Rectum, Uterus, Vagina, Cerebrum, Cerebellum, Medulla oblongata, Spinal cord,
Sciatic nerve, Pituitary, Parathyroid, Adrenal, Sternum, Femur, Bone marrow

No abnormalities

— : No change

=+ : Slight change

* : Not examined
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