SHEREE B10-0105

BLREFREAEBTOHD
1,2,3-Trichloropropane ® 7 > MZ#517 % 28 H MR ER DB 5EERER

2013 £ 3 A

LB

i 7"‘

— %

ALEREARERICEELEDOTY,

—~BREEEA (LRSI RS BREEy
So9f 3 A7 B

- HBEIE %@?m 3. f




B10-0105

B K

B

L 3R R e et ereee e s 4
2 BB R A e e ettt e e oo e eeeeee e 4
30 FRBRBETER .ot e e et e ee e 4
4. FRBRE AU oottt e e e e ee 4
S BB ottt e s oo e e e et ee oo 4
6. GLP EEZE oottt oo oo e e e e e eee e 4
To EIIITETE oo e e e e s oo ee e e eeneeen 4
B B R H B et e e e e s s eeeee e ee e eeeeeen 5
. B B T ettt e e s e s oo e oo oo oo 5
10, B R B R T U TS 3R et e oo e e e e e e 5
LL. BRI B DR ettt e e e e e et e oo eee e 5
12, B IR T B DD TFR oot e e et se e e e e e e oo e e eeeeeee e 5
3. B R ettt e e et e e ee e e e eeeeeeene 6
LA, BRBRATEE ettt et e e e oo 7
U i 7
LA 2 BB B et e oo 8
TA3 BERHEIMD .ot e 8
T4 BB BRI oottt e e e e e s eeeee e 9
15, FRBRTTEE oottt e et e s e e oo e e e eeeee e ee oo 9
15, B B DB B P B oot e e e e 9
153 BRETR oottt et et e e s ee s e e e e e eee e 10
154 BB B et et e oo e ee e e oo 11
155 RIS oot e 11
15.6 FEARZR —ARIREBBLER .ot 11
157 BBEBETEZT oottt e s e e e s e e e ee e 12
158 fAREETITE oottt et e e e e oo e eeeeeeee oo e 12
15.9 FEEEETAITE ooooeeeeeeereeeee et s ee e e ee e 12
15,10 FRIBZ 1ottt et e s e e e ee e eeeee oo 13
1511 HIIRAEZT ovooveee ettt e e eeeseeee e eeeee e oo oo 13
15,12 B ZBUIRTE oottt ee oo ee e 16
1513 BT IR TTEE oot e e e e ee e 19
16. REBREEDEEEICEELRIT L L BN 2BEEREURBEEE b OB ... 19
17, BRBRIIAR oot et e e e e e e e 20
171 I BRTB et e e e e s eee e 20
17.2 BB R IR et 20
17.3 BEBERRZE oo e 20




B10-0105

174 B B et eeene 20
17.5 FFEEEE oot 20
7.6 BRI coooeeeee ettt 20
177 HLIEIRET c.oooo ettt eseeeeee 20
17.8 JRERZEBIBRED oottt eeeeeeee 21
8. B R et ee e e 22
19, BB TR oottt ee s 24
Figures
1 BOAY WEIGHES ...ttt ettt e ee e e e ee s ee e s e seeas 25
2 FOOd CONSUMPLION ..ottt ettt ee e s e e e e eeene 26
Tables
1 Summary of general clinical ODSEIVALIONS .......cvvviiviuereieeiteeie et s e 27
2 Summary of detailed clinical ObSEIVALIONS...........c.oviveeieiieeeeeeeeeeeeeeeeeeee e eeee e ennn 28
3 Summary of functional OBSEIVALIONS. ........c.euviiiciieeet ettt 32
4 Summary of oAy WeIZHES.....o.ovieieieieeeieeeeeecee et rerennn 33
5 Summary of f00d CONSUMPLION ....vuerueiiierieiete et ee e e s s 34
6 SUMMAry Of UFNALYSES........ccouriieeeeieiriree ettt ettt eee s e e e s e eeens 35
7 Summary of hematological €XamMINAIONS ...........c.c.oveveviveeeeeeeeeeeeeeeeeeeeee e e 38
8 Summary of blood chemical eXamiNAtIONS ..............covevvieiumeeeeeieee e 42
9 Summary of absolute 0rgan Weights ............cocooieieiivivieiececeeeeeeeeee e e, 46
10 Summary of relative organ Weights........cocoeveueieieieiiececeeeeeeeee e 50
11 Summary of macroSCOPIC EXAMINALIONS. ........cvevereeecececr e seeeeee e ees et st eeeseeesesesesnes 54
12 Summary of histopathological eXaminations .................co.eueeeveeereeeieeeeeeeeeeeeee oo, 58
Appendices
1 General clinical observations of individual animals .............coooveeiuemeeeereeeeeeeeeeeeeeeeeeeeeean, 64
2 Detailed clinical observations of individual animals..................cooeceureereeeeereeeeeeeeee e 67
3 Functional observations individual animals ..............ccocceuiueueereeeeeeeeeeeeeee oo 70
4 Body weights of individual animals..............cccovoeiuiuieeeeeeeee et 71
5 Food consumption of individual animals ................oovoveeeeeeemreeeieeeeeeeeeeee oo 83
6  Urinalytic data of individual animals .............ccc..ooimiviermreeeeeeee oo 84
7 Hematological data of individual animals................oooeeeeeemeeireeeeeeeeeeeeeeeeee e 90
8 Blood chemical data of individual aNIMAlS .............o.oueueveeeeeeeeeeee e 102
9  Absolute organ weights of individual animals ................c.ococuevmeieeeeeeeereesee e 114
10 Relative organ weights of individual animals .............coooveevoeeeeeoeeeeeeeeeeeeeeeeeeeeeeee 126
11 Pathological findings of individual animals ...............cocc..oememreoiieeeeeeeeee e, 138



1.

B10-0105

*x= &
BEFRBEEMET OO D 1,2,3-Trichloropropane M7 » MIBiT 5 28 BREIREROHES
=R

HREREFLE

4 B —EMEAEMOEDE MM TR R EATRT ST

g —E8

PTTEH T345-0043 HEERIBEEAZFIT T EHE 1600 FiH
B ER

& B —EREEEMEEER MRS B AEERT

PTfEH T877-0061 K4oBEHBET A3 TH 822 &t
REBE®

1,2,3-Trichloropropane z 7 v MZ 28 HElE B ER DKL Lz & LR EHEOBEK
OREOEZBETHZ LITL Y, 1,2,3-Trichloropropane DEMLEZHA LT H I L% H
LT 5, £, BEFRREFTOZDORBZHIT 5.,

REBRIE
UT ORBRIELZSZEIZER LT,
a) [FRIEMESHELIRBROFECONT] (B 23 £ 3 A 31 B, EA&ZX 0331
575, TR 23-03-29 WEHE 5 5, RIAFMEFE 110331009 B) ICED S MHHEEH
W5 28 BRORERSEERR]
b) OECD Guidelines for the Testing of Chemicals, No. 407, October 3, 2008, “Repeated Dose
28-day Oral Toxicity Study in Rodents”

GLP 7
BWH Lo 7,

LABORATORY ANIMAL SCIENCE (i987) by the American Association for Laboratory Animal
Science ZZF I HRABMR A B L7z [ B BEEFBMERICE T 218 LWL T 0k
. fEet. BEZ2SZICURBRERMSER L A BEEFBMERICETHE] 11
> TREBRZER LT,

a) [EMWOERRUERICETHER) (BES 1055, BB 484)

b) [EREBMOFRRORELT I EROBRBICET 5% (REL SR 88 5. Ek
18 &)

o [HIEEEZIIRIT 2BMEREDOERICET ARG THRZEEETRE 71 5.
FRL 18 4E)

d) T[EBMEROBELRERIIEITIETA RIA ) (AREREZE. Fk 18 4F)

4.




8.

10.

11

12.

B10-0105

RBgeE

AERBR4E B 2012 & 9 A 20 H

AT B 2012 % 9 A 25 H

# 5-BA4s B 2012 4= 10 A 3 H

1Bl 5% B 2012 & 10 A 4 H

7H R 5 %A B 2012 £ 10 A 10 B

148 M&x5#%MET A 2012 £ 10 A 17 B

28 H i 51225 B 2012 4 10 A 31 B

AREGE T H 2034% 38 7H

REBRETE

5L H A (FrE #|BmE_H)

RBRBRERUEESHE

AR YE OB BE Ot
(B ORE - B A UERE TR, B ERORE, &5, —R
REZE, FEHE., BEENE. M2 RRESERUHEEREIC
DN TOERBREB IR L TEREEFFD)

REREREE K Og b
(Fltr, ARER., HEEERER REARFZIREIC OV TOR
HREEZICT L CEEEZED)

R ERELE zE H & T
(REE., MEFEIRE R CMIRAELFIREIC OV T ORKREE
Bloxt LCEEEZ D)

REBORE

ABREEE (EX),
LB I RE T 5,

=REEE (EAR), £7—F. ToOMOEF. EARARUERYEIX

REBRISABRME TR 10 FH L T2, 28 REHB T ORBME 0L EHITRER L2V,
REHMFRTROLE (MERE. BEXITRA) X, RBRECE L HEO LRET S,

SR EE DA

J0/3%E 3)%/75

HeEiE 8 shu B




B10-0105

13.8 &

1,2,3-Trichloropropane MM FERIREER ELCFRERICKIETEEIIOWTRFTS B
BT, LBET A MTA RTZA KR OECD 7 X M A FT 42 407 51228 HREIKIE
BOTkEEERBRLE ER L1,

S BEEROBED Crl:CD(SD)7 v MZ a3 — L MIZFAfE S 72 1,2,3-Trichloropropane % 1 [E], 7,
143328 HEERBREIROZRE Lz, #EAEITX0 (=—0H) | 15 BRU'75 mgkg/day &
L. 1E, 7R 14 BERERICELT L5774 MEEIQIT 1 BEHT- D 4 1L, 28 BB SR
I 1 BEH Y SILEER Lz, BREHETREMC > VLT —RREEE. FAEIERE
EHEREZITV., SEREHEKTHRIC COY0,BEN ARMET CiE R L% L.
MEHRE, REFORERBCFREERTOTOORBEREEM L7, M T, 28 B
MREEICOW T, REHMTIFHEAR —RRBEER UHEEREZITV., BRERERD
BHICREBERL CRBREEZITo =,

—HCREEBIZE TIX, 15 XV 75 mg/keg B THFEBNE T R OVREE, 75 mg/kg B TR EIR
Ao ER, B - nABEOER. BEOBERL., TR R, ZERS . B({E, WEREEORHE
BIHHIT,

S —ARIREEBIE TIX. 75 mgkg BE TR, HEOEN, WERZ BN,

EETIL 75 mgkg BETHE 3 B B URBICEEN A Bz,

BEEE T3 75 mgkg B TH 5 3 B B URICEREIEEER A& b,

R TIX 15 RO 75 mgke B CTREDBER VREBEDRMENR S BN,

MEFARE CTIE, 75 mgkg BT 7 R0 28 AR ES£ IR RMERE L ROEME, 14 B
F&5%1 5 MCV ORE, 28 A& ERZIZ MCH XU MCHC DEEN A bivi,

MRAECFAIBETIL, 15 KU 75 mgkg # T 28 BEEERIZIZ LT F=VDOEE. 75
mgkg BHET 7 HEBEENOGRE VLV ECOEHE, 14 BEJBRS%2H ALT OFEHE. 28 B
BT AST OERERH BN,

FREEETIL, 15 mgkg BT 28 AR SR IZEBOMTEEDEME. 75 mgkgHETT B
MIREENOHFBEXVRIBORMEEDHME, MO S IIEEEDKEN A b,

T TIL. 15 mg/kg BT 28 HEREGBICHROEKR. 75 mg/kg BT 7 HEBREENORTF
&, 14 BEBRERZICEIBOERRA DN,

IR FRRAE TIX, 15 mgkg 3T 14 BB E®% 0 SHFIRO O E AEFFRIRRE R, 28
H i 5RICEBRORESMEM IR T .75 mg/kg BT 1 EHR 5% 0 b RO O E AMEFFHIZAER,
7 BEREE? CIFEO/NER AR bV ETFEEROEROBENMERET, 7 BE
BERITHEIRD 5 oML, 28 B HRERITUIBORFBELHEFEN & b,

HEERE CIIHBRMEREIC L AFEBIIA LN T-,

UEDEBY ., AEABREHFTIZIBWT 1,2,3-Trichloropropane D& 512 LV | #EHKOW)
06 P, PEIR,. BRARVEIB~OEERED b, RSHBOBINILE~DEEL
BT,
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14. BB
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a) BLHEFE
% 1,2,3-Trichloropropane
CAS & & 96-18-4
b) WETROe Y NEE
0 FR(bRR T3
ny hNEE DQO1
c) BERXE
EE=
c1/\h01
Cl
S FE C;H,Cl
TTFE 147.4308
d) MESE
i EE 99.5% (GC)

WREEE I LHE 100%E LTER D -7,
e) DEILFAMER

ARE 0.29 kPa/20°C
KRB FRE (BRRtE) TS
oA 156°C
FIRICBIT 2R EBE~ITWVWEAERKE
ZEME B REETIZBVWTIERE
BT 2R RES
B AR
T va—)b A
=7 AR
VA =2=5 VNN o
i = 1.3902 (2020) -
K 1.39

0 RESRMF
B LEREAERIIAN., BRMWEREZEORGEICTHIHRE Lz,
FEBREOERME  23~6.8°C (F&E&HE 1~10°C)
TRE ST R O fRIEE 005, 201246 H 19 H~201246 A 22 H
{RI5EE 007, 201246 A 22 H~20124 10 B 22 H
o) HBRMEOR—MEMREEETIZRIT 5 LEEEDOHER
YERBRMERR TEHE L7 [1,2,3-Trichloropropane D& EME, WERME IR DZEM R R
ErESRAE] (FRBREE X02-0265. FEGLP REB) ITBWTHER L.
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W23 whNDRETEMR L., $o. HBRWERITRAN%Z 7 BN TEROELEOEE
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143 fEHEY
' EBRIML L THRILSNEWTHY . —REERBRICIE S h, YR BERICBWT
bERT—F&2HRAELTVWS C:CD(SD)7 v M (SPF) # BAF ¥ —/L X « U \— B
By EZ—mnbAFELE, |
4 BEDOIET » Mo SSIEAF L, 17—V S0 SIEOBEFAT CARN 6 BE Z THRE -
Bt 24T o7, S biz, HEFE 1 BRICHESTA2AM 7 BB ETHHLL, T ToEM
WCEERHONRD 27 l2), BREIE LEEEL AV CRERBHIEEAMHBIE THYT
L. S1IEAHRBRICHER Lz, BoRIXRSEEE CENGE CHL L, BESTIZEY
AT DRI LT, F7o, SANLOEBRERAE TIX. — KRR OB
&R 1 EULBE L,
3. B TRNIEEAHMEA V7 28 L. BT RIIEFEEMITTERBI L, &7
— VI TV EMT. Ty 7 ITBREZEZERLTERT R LI,
&5 FRBRFOE OBEEI 5 B, FESERIT 1294~1577g TH V., £FOEERE
EOEHEEL0%DOHEEANTH D Z L 2R LT,



B10-0105

144 FABERE

Eid, B - BIEHIR T 22 0afET AR L@ L T, RE 21~25°C, fHMHEE 40~
70%. BREE 10~15 [E/FFR, BB A 70 12 BRRIRIRR (7 BRAUT. 19 BREAT) ICRE
LizA ) 7=V 2T AOREE (BREFHTIIREE 1. BEKTRIIETE 4) CE
U7c, BERUHEMREDERMEIX, FNE122.0~24.4°C K11 48.1~61.8% Th -7,

=V BESTENEAT UV ABEREKR 7 — (W260xD380xH180 mm) | FE4T1E
XA T VUV ABIEHER 7 —Y (W165xD300xH150 mm) %A L7z,

P UAI BRI TRER OB TR U BT R I3E 2 B OSEE TR LT,
SHiZ, B EFEETEN ORI ECRET AR LI, Hiss, 7 —VROT v
X, BRI LT, E72. T 74 M (LEL 7RO 14 BREEESD) (220 TR
REEICHHTARICL T v 7 2B LT,

FEHIERER MF (2 vy FES 120611 K T* 120808, AV =X VEERTE) %, &
BKIT B BT _EAKEKICREAKRE COBERIBEN 3~5 ppm & 725 & 5 IZREEERET b
Uoh (BF2—F v 27 R) ZIRMLEKEZ, ThENEBERIEZ, 8ERUHAE AR
MidA— b7 L—73E (121°C, 30 ) LiebozEznFnER L,

RN BET O DRAMO LT T — 5 # AF L OKRERERETE EMERFED H
BIR O OB ETRE] (1979) 25E10, YRBRMEHR CEDZEEENTHEZ L
PR Ly FREALE, |

FBIKIZOWTIE, BASEE O KEEEICET 244 (BEEFBESE 101 5)
ICHEML U2 K EREAE 2 EOHEETERL TR Y . BMARFIICAZ LERERERD
REBREEERETICAFLIRERERDS, AESOEELHIZLTWAZ L 2R LT,

15. RBR51E
151 HHRPEOREARE
AERTERR L LT, YRBMEH T 11,2,3-Trichloropropane @7 v MIBIT 5 7 BEX
EROREENERR] FEBRES P12-0105, JEGLPRER) »Ei L 7=, AERERRTIT
-V TCHR LB ER Y. BB 3T 558H O Crl:CD(SD)REZ ~ Rz 0. 50, 100
Y150 mg/kg/day DRET 7 BEER&S Lz, B5HB T RRESEELOEER
EZiTV, &R E 1 BRICHBROBEEEREZITo7, TOREFE. 50 mgkg/day LA
FORETHEREDET., ME. FREEORMER OFFHRIEX. 100 mgkg/day L EOFHE
THRERD, AERVEBEZOEKME, 150 mgkg/day THIR, BREEOFER UMK
O/ bivlz, S HIZ, 100 mgkg P EDOBETITRSRIOBERFIZ Y B FHEFHE
TROMERERD B 5Nz Z L 2vh, 100 mg/kg/day % 28 BRERER ST 5 & BRELL
RUEOEELEMFENRBTIMEERHS LB X,
L7cio> T, ARBRTIL 75 mg/kg/day 2R A& S L, IBAE L LT 15 mgkg/day 23R E
Lz, 2B, FHBRYBEITREELETH5WREMERSH -0, HEEREIT 10mlkeg & LT,
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152 EHERR
WRMERESHLE LT 2 AEHEZR T M BEROLE2 &5 T A EBEEZRE L.
Eo. BERMBRERCESHAERIC, 1, 7RO 14 BRBREZICEITIVT 74 Nt
BRIT 7z, LT, S BRI IBEE L BT 5,
V774 VEEORESEHFFOBEROEET —Z1X, 28 AHBREHICEDTERVE-

77
st RERE |BRERE %&%ﬁ%ig{ﬁf ENL7/E
(mg/kg/day) | (mL/kg) | ¥EE(w/iv%) (B &)
AR (1 ERE) 0 10 0 4(1- 4)
EiER (7 BERE) 0 10 0 4(5- 8
AR (14 BRA®RS) 0 10 0 4(9 -12)
AR (28 B #®S) 0 10 0 5(13 - 17)
EAE 1 E&RS) 15 10 0.150 4(18 - 21)
KEE (7 BERS) 15 10 0.150 4 (22 - 25)
| EAE (14 BEES) 15 10 0.150 4 (26 - 29)
B | [EH=E (28 BE&E) 15 10 0.150 5(30 - 34)
| wmAE (E&RE) 75 10 0.750 4 (35 - 38)
2 | 5HE (7 BlE%E) 75 10 0.750 4 (39 - 42)
=HAE (14 BFE#RS) 75 10 0.750 4 (43 - 46)
EA=E (28 HE#EE) 75 10 0.750 5(47 - 51)
153 #5K

2) HBRMEROFARL MRE
WBRMBEETEL, I EENZ TEMESE, 20%, a— lElzTERL
0.750 WA% D BRI EIR R TR Ui, & BT, 0.750 wiv% DR E il D —3 & BB L.
a—UREMZTHERL, 0.150 W% DEBRER > RE L=,
AL EERECHEBRMEBRE OCBREICAVDEEIT 7 2B 2N F /NS
JL. HBRYMERBEECKRRE 7I2THET (EENE 3~7°C, HFA%H 1~10°C) TfF
E Lz, HBRMERIFAREE 11 BUNICER L,
N TRE LTI B REOHEBDERE CEAIT, &5 B LR EICLERER L RE
BEAOEY L, HEEE CTEERE CERLBEICHVW .,
b) BRMEROEEEOHR
2.00 BT 0.0400 w% DB ER DGFTRE TD 12 AEOREMEZ, YRBRMRIC
BT X02-0265 THRAZ7a<w hF 77 1— (GC) 12X VFER LT,
METRE TS 13 BRICHIE LB EIRED ., FARES OBIERE IS L 2.00
K TR0.0400 wvY% D HEERE IR TEIZI 100% K% TN 103% & 100£10% LR TH o722 &
N, REZET TR BEAZETHS Z EMNER SN,
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¢) BREIZAVWOEBRWEROIRERER
PIENCFHE L 72 0.750 KT 0.150 W% DB BEROARE R OIRE Z | BARMR
IZRWT X02-0265 T GCIZ X W FER LTz,
BIE LB B R E AR EMEITH L 0.750 R 1N0.150 wh% DBBRMER TEhTh
101% &% T8 100% & 100£10% N ThHhoT27-, IR T2 L HEL TREICH
VT2,
154 & &5

1EL, 7. 4328 BEIER 1 B, BHEEARES Lz, 5T 911~11251Z1To7
BEIIIXT M AT T (FE) FRO T RERE (FAE) AV, BEL
TTERFOEERZEIZ, 10ml/kg THRE LT,
15.5 —IREEEE
BEHEFIIER 3 B (&5a1. B5ES~1 BHE%. &5 2~6 %) | £FEEE
—RRERBIE LT,
15.6 M2 —okess

28 ARFREEEICOVWT, BRERMRNC 1 B, REFMBRITE | HOHEE TREDER
RBE LT, RERRROBEIBMICEE RETVWES) 2EMT. BPOLTEZ
AT o7tk RBEESHBITE 2WIRE (BRiE) TIT-7

T=UNbEY | T —VIIFEEANTYLL, BRI HTETORG (B
HTBEORIG LB SRUHEF) #, 227V v 7 ETHHE

it Lo Tom BEERERIETOFE, EORE (IE. %m’?ﬁ’b&tﬁ%&’%
- | HAD | RERUHECRE (BE. BRROFT/—F) | RO&
B RE, BEREHEEOELER) | MERODIMOFEZEE
)% 90 cmx60 cm DELES LIz 1 SEMUE G 45 LUR) BE ., B8,
TU—FATO | EEME, Rk, SITORE. RIGHAH. BE - B - 8. FRT
TEIOBE BROERETBOAELEER

1 yEOHERE (Eo) ERUHEREE (RO7—A1E) ZHIE

-11-
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15.7 HpERRE

28 BREIBRERIZOVWT, #54HE BE5E2 EE) 01 H, KEOEE2RE L,
FUSHER OB A Beil 2 — R RS L AR IC BB S R T & 2 VR EE TR LT,

B 3 cm (IZR— /A DR ZEOT 4 BERE LI DR

B s xary v oo
B ¥ |EETERBL UL XORSER T L S ECIHE
Rt | B %

TR Y I TRO 13 BRERZHRATLL EORISEBE
BALRH |REFTEo %, BILICEE S (L EOREDEELBE

Jo

ZH K 30cm DFE D, BOERE EICLIREBTERE LIz D
ERRS | BRERICOREZBE

_— BAIA—FFGC2 (AAT 4 R) ZAV., FIKEROBEOEN% 2
EEIE L, 5 TRl

7 v NAEEBERIEERE ACTIMO-10 (77 /) 2AV., B
BEREHE DIEENEZ 1 B (10 2 FRT 6 B HIE L., FRIME (42.6 cmx26.5
cm OFEFEZHEE S om R CRA) MU ZEHR T

158 FEHIE
EFNZONT, BFEMRF PR T X) A0, TEOBIEELRE L,
- BESTH
- BE51,3,7, 14, 21 RU'28 HE
- BERBEOMIIE (FTEND OWHEL. ERIRE)
159 EEERE
7. 14 KO 28 BEBEHIZOVWT, BFLEILXE (FA NI TR) AV, TR0 H
WCEEEXRE LR,
- BT EOREER
- FE 13,7, 14, 21 KO8 HEOREE
BE 7, 4KRU21 HEBICIEREENERICEEZHEL., BRECKEELEIE LT,
BELIHERLEEENOLERTEAFMTO 1 BEHEEESRD -, 2B, FHEH
ICHERZAT OB OV TUIEREEDOHZRIE L, EORTR B EEORE X Th 20

27,
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15.10 JRIRZE
a) & &
28 BRI EREICOWT, &5 28 H H OFEIT W 150xD 200xH 263 mm O E A3
TVIBREREL, BEPUKRUEERRETER = TOR 16 BROERR 2R
L7z,
b) BMEEBERVFE
BN LEBREAVKREOEE ZHIE Lz, RILEIIHBER VS HERZREL
TFER. BRAEH CHRYE OB SICEE LB REBD b iz, [EAER
WZDOWTIHREEZ TR o7,

H H RS HEs
JRE (Urine volume) ARV AL BEHE —
38 (Color)
VB0 (Turbidity) PIRE B
RiZFEE (Uosm) KRETE A
pH
ZH (Protein) ABARIE
7 b AE (Ketones) FEBREITITI T TAT A v 7 A (=2 | —
& (Glucose) v AR) EFER)
#in (Occult blood)
PR1E¥E (Urinary sediment) Sternheimer ZE{5 B

ERAM%E A BENREREF OM-6040 (7—7 LA)
B: VAT LEMTEREE BX41 (£ V 2 /RR)
15.11 MiEMRE
a) Mk ORBRERE |
FRBECOVWTEEKBREEOFENOEA L, BH (BRI 16~20 FEREE) |
COL/O, 1BE T A FFEE (CO»0,RE=4:1) T CHEHRENR»DREOLBVEML., &
ERBEER L, 2B, 37 74 FEIZOWTIMEEDREHERI TR o T, F
7o, 28 BEIEERIC OV TIE, N7 APV RNARNIE (BAXRY hy - Froxy
V) ERWTIIRZHEER LEERMA L, EIR T2 BEFLLESBER . -20°C T 24 BRE
FLT, Z0%, -80°C TRE L. NI4T 4 2% FE L CLem i MmERiTrscTic

L7,
AR ERI 1B
EDTA-2K #MEEM A SB-41 (2 v hEE G1056, A A w7 R) TH
4 I ‘
L7 ik

SZABEZF N U LATZKF (o vy FES WEQ6248, FIYLHlise T %)
m #E | ©3.2w%KEERE 100 uL #5I0 L7- 0 T A BB TRl L B Doy EE
(3000 r.p.m.x10 mins) L CHE7=1m3E

M & | W7 ARERE THML LEOHBE (3000 rp.m.x10 mins) L CHEME
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b) MEFRIRE
2k CIEEZ AVWREDER ZRIE LT, 774 POV TIET e br ey
R R OVEE LR D b n R 77 AF BRI OREIIfThed oz, £, $TOE
BIZOWTHRBAE TE ). 2% BV BHRIERIIIER Lo 7,

" B 5 ¥ HaE
RIERE (RBC) R R EFARIE
~ESmEUEE (Hb) YT UARNETBE R
RBC x MCV
~ b2 Uy ME ) —
SEHRIMERAFE (MCV) K RERIE
Hb
EHRMEA~E S B & (MCH) ox10’
. ' B x10° C
EHFRMERANE 7 2 B URE (MCHC) RBC x MCV
1f/RER (Platelet) KRB RIE
IR M ERE LR (Reticulo) RNA @ik
HiLE#E (WBC) Ta—H% A hA N —ik
BHmmEE5ZE (Differentiation of leukocyte)
ZFEk (Neutro) . U 738k (Lymph) .
SFEERR (Eosino) . AFHIEEEK (Baso) 7a=YA P2 )R
HBEE (Mono) . RAEFEREER (LUC)
7o bo s EUEEE (PT) FEEZ{LRAm S
FELHS F oo RS T AFUREE (APTT) | M (s bat P

BRERE Cizid4am, DITixmigErHEH
FEAMEE C REMKRFRELEE ADVIA 120 (' — 2V X)
D: £ B EMKEBERIERELERE STA Compact (A= « XA T 7 ) AT 4
v 7 R)
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¢) MEAELFHRE

B10-0105

MBEZAVWTKREOERZEIE L, T 74 FEEIZOWTIXT AT X UBT I/
NG RT 25—, T5=20TI/) NV AT 25—F TATIME T+ R T 75—
Y. REEE JLTF2URUREIIAEVEZREIEL. Z2OMOEBIZEIE Lo

7o
" A \ 5k BaE
T TIRTS S RTEATET TR Gy i ssce mimas
77=7) 7 A7 25— (ALT) | UV & ISCC EE{LXIIGIE
TN VET+ A7 752 —E (ALP) p-Nitrophenyl phosphate %
2l x=X7 7 —E (ChE) Butyrylthiocholine iodide £
FINE N T URARTFH—E (pGTR) | T EUAI -earboxy-d:
@=L 2Fa— (T-Cho) COD-ESPAS i E
MU 2 TR R (TG) %(;-ESPAS 7Y e —/LiE
R¥EZEE (BUN) Urease * GIDH &
7 V7 F =2 (Creatinine) Creatininase * F-DAOS %=
#EH (T-Protein) Biuret £
77 2 (Albumin) Bromocresol green &
] Albumin
A/G Et (A/G ratio) T - Protein — Albumin o
m#E (Glucose) Hexokinase * G-6-PDH £
BEULEY (T-BIil) BERiE
#AETHER (TBA) BRI 27U Tk E
M L (IP) Fiske-Subbarow ¥
HIs A (Ca) OCPC &
FTrU oA (Na) Crown-Ether JEEHRIE
BY A (K Crown-Ether JEEARIE F
() MO J&iE

RS E A{tFBEOIERE 7170 & (B L 8ERT)
F: EfEE /SR PVA-EX T (A&T)
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15.12 FREZEARE
a) H &
FRBEICOVWTHEKESAOEROWTN O EMZIZ, Ei% EHREINRD & H

L CRE ST, FFR, B, KT, BEEE MiE, EEROCEREL ZORAFITD
WTRRBBIE Z1T o7z,

b) MHEBEDKUREEENE
(a) Y774 MEf

1[E, 7% 14 BEBEEEIZOWT, HIRRICREORE - Mz HER L,

5 E FRE - AR
FEIR 25 % Bz
CHEES FiFfig*
D+ MER ofig*
W R 2R = e
TR R REEL R LR, PEEERTSI R, ISIZERTIAR
PR R fod* (KB, /MR OMEZ 2 10)
eI BRE (RBRE) . PR, My
NHWFR TEEr, PR (ER/MEEED) | BIF

B PEIBEENC 10%FHEEER L~ ) VREEA L, BRSO [*) 241
eaBEIE. BERXIIRFRICEET DANCEFRE (V) URX) TEELZH
E LTz, Blg. BREEUEREELEIEEZHAICAIEL, EFOEFEEH L
BIBIXERELY £ L& &inﬁﬂfé bf:o HERNRIIREO—HEEDTREL, B
%%ih&¢¢% BB I 10% T B E AL~ U IRICETE L.
ﬁa\zt®%%mawaﬁﬁbfﬁg%wmbtoE%%MEbtﬁﬁmowf
X, SEEBICHE LEAEREICEMEELEL L,

-16-
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(b)28 H FEJ® 58
FIREFIZIREDORE - R EER LT,

5 M ZRE - AR

FEIR 28R B K. M

WALER HETR. B, B (+2EBE»SER. XM= REFT) .
BENR. FFiE

O MER Lofige

W R R g, BERE

p— FEEL* | RERL BiRx REEERUSIAR*. HIMZERTIIAR*
BE (BERLTED)

FERER Jix CRBM, /DR OB ZEte) . BB, LB

R R (KEEE) . IREY v/ 51, IBRIEY > g0, g,
il g+

W H TEE, BRE (LE/MEEZED) | BIT

R IREK

£ - BHER B CRBEE) . & (KERE)

BE - R | IR

ek JE. MERUENT 10%FEEE AL~ ) UIREEARICERL, RO
BB 10%FHEREE AL~ Y VIEREEALTCRIRICEE L%, RESEATEREL
770

FRBELIAN D T 244 L7 BB 13 BERUIRFRIBET 2RNCEFRE (F
VRV DR) TEEZRIE L, B, BRERURBE LEIELRZR 4 IZEEL.
EEOEHEFEH L, BIBIERZ2T O THIE Lz, FREIMIBIIRED—
HEZOTHEELL, BEIIEERZ SO TRENZ R THRELTERL, EE%
BIE L7z, BRI LR/ MEZED TRED DB TIZ 10%FERE L~ U &
RIZBEL, B, EAOEEZKENOHIHEL CEERZRE L, EEZHE L
FRBEICOVWTIE, B RICEIE L ELXERICESEELEL LT,
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¢) HREDEE K MR

K L-HE - Hikid. UToO L) CBEERURELE,

frigid, EEZRIER. MUIEEOF RIS (FIARMAI & Z O Rl 2 s S BRI
R>T) 2~3 mm BOKMEMA 4 BERR L, BETRAEBFTAICE L, 2&TH50
HENISgUTTHD Z & 2ERE. TNENEED § FELL LD RNAlater® (Ambion,
Inc) [ZRESE, 1.5g 2B 25HEIERMA O 2 IR LR Lz, A2k
&, -80°C THRA L7z, IMIEEDEETREERITAMMLOTRE DR B4R UE
D DEZ 10%FHERESR L~ VK TEE LT,

B, EEXICEEXBER., AAIOFRENLABEL ST X 5 ITEMT 4~5
mm P& DA Z R L7z, A2 OWEZ R RV, EFTIo L, ¥45%
18 3 mm CAPIZHEY) U RNAlater |Z329E Lz, &Y 0¥ HILEE, BIENE, BB/
RUOREZSTTH 7Y 7 L ZRZER RNAlater IZBIE LT, Y O SIKE
%, -80°C THRAF L7z, EMIT 10%FEREF L~ U VETEE LZ, EEVTRLIO
FITIREDBTRO DNTHEL. REEE 10% T ERE R L~ Y VIR CTEE L. Kt
BT RHAEMENT R O-80°C FHRERFICH LT,

FBRIT, EEMNXICEELZBIER., FA% 4 550, EH 0¥45% RNAlater (22
‘LT, R O¥SIKEHE, -80°C TREFELRE, EAIIEETE Y MY VIETEEL
77

BREFI, BEEXAER. EALVEETEY P Y VETEELE,

FEZERTS AT, EERIER, ERTIH L., —F % RNAlater [ZRE LT, V13 10%
hERE R L~ ) IR CEE L, '

WX, EEZBIEHR., KB LEAFZI— iR (AF ) —: 7 oafLsEBREREES
=6:3:1) IZRIE LT, TDH, KT TSEERHREE 5 Lz, Bk ¥ ) — LT #L
o SHIKIRTTIRE D LML, 1 R EIC2E, Rk ) —A2THmLTE,
KKIMTT—BRIRE 5 L7tk ATy ) — L EFESHL 4°C TREL-, BELER
BHIREF 2 RE L THERBIRZFICEMN L,

REEE X, R %2 RBEE 2 O KB BRI E CHER Lz, @29k L. RPMI1640

(Life Technologies) 5 mL TEEEZHEVHL, 70 um DA v =2 %@L Ta=hLFa
—ZIZEIR L7z, 4°C TiEls (1100 rpm, 5 55f) #. EEx#BWE, BESZ 2 mL ©
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) | ZFEV#iE S
FREIRE TIEARIZ-80°C THBRAF LTz, FANIEEE 25T X 5 ITER L, 10%H g
AR~ ) SRTEE L,

PRl EE 2 BIER . FOE ) O AR TIE 1~2 mm OMERE T % 1 B L . RNAlater
(CRIE L7, R VI3 S mm BIFR CH 0 IAAZ AN 21T 10%FHEEE R L~ U VKT
BEE L7 v

fapix, EEZBEH. EFTIHL. —F % RNAlater [ZBEL, BV I3 10%5
PERRE R~ U VI CEE LT,

TEMKIT, EEZREER. RNAlater IZRE L 72,

RNAlater {228 L 72 % #4813 RNAlarer Z BRI EE S/ 57250 4°C T4 BB L
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7o, RNAlater |IZiRIB S EToE £-80°C THFE L, F7A T A ZA&FEE L LA
BT FERTIC AT L7z, -80°C BAERE LIZMRRIC oW TH FIATA A2@EH L TE
EMEFHREITITFERTICEMNS Uiz, 238, BIRIZ OV TIX RNAlater IRESET-REET
4°C T4 FEEIRE 5%, MR 2 L COREZR T CHERE L, WEERTH
FERTE LTI N T A ¥ o R—CR MBI ZE RN CE M LT,
TOMDOIEE - MRIT. 10%FHEEE L~ Y VIRCTEE L.
d) JREERBFAIRE
(@) Y771 MEE
1E, 7Kk 14 HAREGHEORBEROEAERICOWT, i TR, BE.
AZRE, BBE (RBRE) | Mg, MK OEIB DT 7 0 o EBEGIY R 2R L.
A~ hRVY e =F Yy (HE) $efath, KEEMENICRE L, B (KEE)
FEE D H UETIC 10%I8EE - S~ U RIS L ABUR 24T 77,
EHIZ, 1 BEREEHTIIFRICOWT, 7 R0V 14 B RRSE TR ORI
DOWT, BAEN TEBRNEOREICEE L-BbhiEbhiz-n, KAERICS
WT HREEBREIREZIT- 12,

(b) 28 H &G
 MEERVERAEFICONT, B BMEROTEERZRVTERRLEZT TR
BOUTHEBDONT 7 4 o EBETEI A ER L, HE et KEFERENICREL
oo BROVERE (KEEE) 138919 B LANC 10%EEEE - R~ ) VRIS X ABUK 24T
oy o |

7z, Bl DEECEBICOWTIE, SAEH TERDEOREICEELLE
bbb =iz, BRAEFIC SV T LIREERZIRERIT -7,
15.13 #EEHFHIHE

FE, BEE, ). BREDE. MRFORE, MRECEORE, RE. RESTE
EOBREEEORBICOWTIL, Bartlett 1512 X 2ELBRELZITV., S%EEKETES
DO b T25E 11X, Dunnett I X 2BREEIToT, E5EMNRD HNRWVESIT/
Y XZ7 A MY v 7 @ Dunnett ¥EIZ X DREEIT - 72, REREK (o) RUOBHRELEK (F

DT —NE) X/ /3T A MY v 7 @ Dunnett IBIC L ABREZ T 7=,

16. ABAGEDEEMEICZE L RIT LI L BEON 2 BREER R URRHEEY O 0%

RBREEOEEEICEEZRIE L EDN 2BEERKURBETEE D OBRBLUIIZR D
LIz o T,
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17. HEREAE
17.1 —f%fR#E (Table 1. Appendix 1)

75 mg/kg BET B FEENR T 28 17 B, FREREGEA 23 16 B, AR 12 B, FLiE2 8 fi,
& - OABEOIBEN 9 Fl, BEOIENR 76, RN 6 fl, R, EEED. HERCHE
HHEOBENE 1 licH S, 15 mgkg BT B REHE TN 3 F T 1 FlH
vz, R, ®E5% 15 LRI —BER L%, &5 2~6 FEHEZ OBERICEES
BIN2Ztbdbolo, HBRETIEEFIIRDONR o7,

172 FEAl72—fXikEE (Table 2. Appendix 2)

75 mg/kg BETHE 1 BICHRIED S FlF 1§, &5 3 BB ICHEHEOFEND 3 Fl, FER
2, 5 4B EBICHEOFEND 3 FICA BT, FEERER OBERESIC OV TIIkER
MEBRSBHICEELREINITED bneh o7, STRETIIET IO b oT,

173 #sEfRZE (Table 3. Appendix 3)

B 3EHERITITB VT, 15 mg/kg B TRIE 20~50 45 ORI ICE B2 KE. 75 mg/kg
BECHIE 20~40 2 ORSPIHICE B2 EER % b s B EIREED R WEB Th o 72,
BAOCOWTIIEBRMERSHICEEREFED ONT | RUSEREIZBW T HHERY
BERSHAUTRECEFIIRD bNRh o7,

174 {& E (Fig. 1. Table4, Appendix 4) |

75 mg/kg BETHRE 3, 7, 14, 21 RO'28 A EICHEREE (TR ZxBED 92.0%.
84.1%, 80.6%. 81.7%K 1N 78.6%) & Hiviz, 15 mgkg BEICH BEREENIFED bIL72d
>77,

17.5 1EgEE (Fig. 2. Table 5, Appendix 5)

75 mg/kg BT E 3, 7, 14, 21 X128 B B ICEE R EEXTEEER (%ﬂ%nﬁ%’
BED 75.1%. T4.6%. 80.9%. 89.9%K% N 89.6%) 23A& BT, 15 mgkg BECABLREENL
RO LN oT,

17.6 JR#ZE (Table 6. Appendix 6)
15 XN 75 mghkg HECTREOFERBERVREFEZEEDEERBENS A LN, £ DM
DBREEBIZOWVWTIE, HRYERSEROBEICETIIRD O 2027,
17.7 MERKRE
a) IMEZFAIRE (Table 7. Appendix 7)
| S HE IR ERERICEEREHIIERD b o7,
7 BEREFHIZBWT, 75 mygkg B TRRFRMEELROFTEREEL A DN, 15
mg/kg HTIIHBEREIIRD b2 -T2,
14 BB EEIZBW T, 75 mgkg BETMCV OB EREERSL BN, 15mgkg BT

XEEREEBIRD O o7,

28 BREEEICB VT, 75 mgkeg B TRMEREOFEE Z2EIE. MCV, MCH, MCHC
T OB R MBS OB B R EMES A BT, 15 mgkg B CIIHEEREEOFTER
EERL BT,

-20 -
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MRAECFRIRZ (Table 8, Appendix 8)

| ERSHE IR ERSHICAEEREZENEED b b o,

7 BREBREEIIBO T, S mgkg TR E YV LV EVOFEERSENA BN, 15 mgkg
HTIIEEREHIIRD bR T,

14 BREBREEIIBWT, 75 mgkg HETALT RURE VAV EVOFERBENRA LI
2o 15 mghkg HETIXTAEREIIRD biviehr ol

28 BB SEIZBV T, 75 mgkg BETAST, ALT RUME I LV E L OFBREEN
HHNTIED, 15 RN TSmgkg BETI VT F oV OFEREERA DN,

17.8 HEFNRBRE

)

b)

JFEEE (Table9 XU 10, Appendix 9 &\ 10)

1 EHREH TR EREHCEREREBIRD b1 oT7,

7 BEZREEIIBV T 75 mgkg HETHIBROMEMEEDAE 2 HE HREED 123.7%) .
PR DA R UM EEDH B REME CHBEED 59.0%K T 70.7%) | BIBOHESEE
DEEREE FREED 132.6%) B3RO OILIEH, BEH A GEENEFERKME R
D 84.0%) ERL, BEKVEEOHENSEECHEREME. MOMMEECEERSE
NHELNT, 15mghkg BETIIAEREHIRD SN2hoT,

14 B B SBIZB VT 75 mgkg B CHIBROFE EE DA E 2 B E GTREED 128.3%) |
BIEOETEEDEEREME CHBED 61.4%) . BIBROMHEECEEREME (3R
BED 147.9%) BROOLNIIED, BEBEENFTERIERE CHREED 75.0%) ZR L.,
DR, R B, BWRE O TEEOENEZOHE B LKME., HRIZERISLIE O K O
HEEOFEREME, BE. R BR LERUMOMMEEOFEREEL A LN,
15 mg/kg B TILOIBE OB AIZERTSLIR O EEOH E KM, FIRBEOMEST K UHEX
EEOHEREENR A LN,

28 B EBIZHBV T 75 mgke B CHIBOMEMEZEDH B 72 Bl (RHEEED 143.2%) .
JEEDHE R O EED R B REME CHREED 49.1% KT 65.8%) | BIBOENEER
DEBREME RHBREEOD 125.0%) HRD biLZIiE, B AFRENFEERIKME et
D 75.7%) ERL, L. R, RBE AR, BEMR. FRZERSIE. MR OTEE
DN EEOFEREME. BREOHEN K UMM EEDHE BEREME. BERE UMKOHEXTE
EDEERBENLA LN, 15 mgkg B TIHIMBEOENEECFE RIEME (HRED
76.6%) 3T LI,

#| % (Table 11, Appendix 11)

| B EH THIERYEREHR O REICEAT IR O o7,

7 BEIBREEIZRBW T, 75 mgkg B THIBOERA 4 fiF 3 Flicx bz, 15 mgkg
HEOSBETIIEEIIRO bR,

14 B EEEEHCEV T, 75 mgkg BECIFIROEARD 4 F1205 . BB OmEMEDERA
2HNCH BT, 15 mgkg R URBHETIXEFTITRD behoT,

28 AT EERIZIB VT, 75 mg/kg BECTHIROERD 5 i 4 G124 Bz, 15 mg/kg
BETIIFROERD 1 BllcH bNTIiEZ. TEEOERD 1 fllcAH b, TRETIX
BB OREEEH K OERO T AEOERNE 1 fllA b,
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c) AEMRFAIRZE (Table 12, Appendix 11).

1 B SEICBNT, 75 mgkg BETHIRO OVE AMEATHIRZIE R (BRE) 25 4 45l 2 4
RO bz, ARETIIEFITFEDON T, 15 mgkeg BIZB W T HREZIT - 72K
WIZEEITA LN T2,

7 BRI EEITE VT, 75 mg/kg BETHIRO O E AMERFHAIIE K (BRE) 28 4 5445,
NEERLERFRERES b D R FEME (BRE) 22 fl. BIRORESNELIKT (PEE) 24
Bl 5 ol (BRE) 23 1 GICR® biiz, STRETIIBIROBEEERY 1 flicAbhiz,
15 mg/kg BETITREZ T o IFIRE CBIRICEE XA SNz h oz,

14 BRFREGHIZBWT, 75 mgkg B THIRO OE AR (EE~FEE) &
OVNERODEFRIES b ETENE @E~FEE) 246026, BEROBNMEMET
(BE) 23 HIIRD bniziEh, FRO/NAZFEN 1 Flick bz, 15 mgkg BETIE
FFi& D OVE AVERFBRAE R (BREE) 21 FICRD T, RECIIBROBMEERR
URROREEFEBESFELE 1 HlIcH BN, _

28 HRERSEICBWT, 75 mgkg FETHIBRO OV ALK (EE~FEE) &
O/NZERDMEFMR S bV EFEE BE~FTEE) | BIROMELET @EE~F
L) 35 Bl LDIROTRBIELFHEESE (BRE~HEE) 2 4 FlICFE3H 5Nz, 15 mg/kg
BT, RO E AMERFAREIER (BREE) 232 6, MIROB/MEMET (ERE) 281
BHNIFRD BALTZIED, FFIBO/NAZERED 2 i, REMATHRAEEF 1 FlichH bivl-,
FREETIL, FFIRO/NAZERESD 2 Fl, IRE OB EREEEE R OVEROBEEIRNE 1
FlZH BTz,

18. & £

TERDEITERREAIDO 1 2TH Y, BHEROT = 2OKRER. EEAIROBIEAR & LT
RSN TV, BERTXEIEFHEOTEEE LTERAER TS (IARC, 1995) , %
DAMEIZDWTIE, & N TRAFTSZIELLE LN TORWA, EREMW CI3+4 72 5E
PRI TS & L CEBERSAMZEHES (International Agency for Research on Cancer, IARC)
DEERANEFTHETIZZ L —7 2A (B MIH L TERL BERAMERSH D) ITHBEESNTWD
(IARC, 1995) , EBEMWIEAVERBAMRRE LTI, v AR0T v Fa AV 2 &
FRHREOBRERBRNITON TR, ~ UV AOMHETHIE., FFREUA—F—. METokE
ROFE, 7y FOMETOBERORIE., ECOEER, BME OB, M TR R UL
DIEEORADRRE SN TS (NTP, 1993) . ARBRIZEW CRIERMER 52 X Y T,
D, PR MR R~ OB ET CICRIBE~DEENRD bz,

FRIBICRT 3 288 L LT, 75 mgkg BEIZBWT, 7 BRIBREEZDHEMEEDEEE VW
IRAVEER 23 A b, REMEFERMRETIE, 1 EREE» OO E AR, 7 B
BEZD D/NEFLETHEIR bV ETFEERRD b, REEEOEMCEVEEERN
REBHEDO EFBH Oz, OEAMEFRRERE VNER.LHELS b ) R FEEITSEY A5
BZOFEICLIBELCHELEEZL NN, 7TEHBREENOREY LV OEE. 14 B
M&E% 5 ALT OFEE, 28 BRHRERZICAST OBENA SN Z b, BISHEELT
TTRLFEEBVE L EE X, 2B, FE~OFEIL, 15 mgkg BEIZBWTYH 14 B
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BEH DU AMEFRIEER, 28 BEBRESEZICHIEAERE L TRED LR,

DRSS T 288 L LT, 75 mgkg BT 28 B RERESEZICBREELBELRIRD biviz,
F7o, MRAEERREIZBVT 75 mg/kg BT 28 BE®REZICA bz AST OEEIL, T
EEICMA T OHOBEEL T THOLEL, HRYEIRERSICLV LREEZS| & &
L EBFEOIICIIUE A LFERER OVEER A BN L HE STV 5 (Merrick et al.,
1991) , ARBRIZBWTEE SN LHERSREEO/NMNRENSZRET I TRD b, 1B
EOHRELRFOELLEEZ DN,

PRI X 2B E L LT, 75 mgkg BT 7 BREE%ED SN UIESEEDNKE, 585
EMERTAERD b, MKRFORE TH LN OO (7 K128 B BEE5#%0ORR
FRMERELRDIRIE, 14 028 HEH 5% O MCV OE(E, 28 B # 5% o MCH & U'MCHC
DIEE) &HET, HRBEOELIGERANTRE SN, 2B, FRICBVTIWTho
B SR TEICLABRFNELIIRD b o 2, BIE~DOEEIX, 15 mykg BIZBW
Th 28 BERSZICGENEEDOERAROAEABRFIRE COMAEMET L LTRDH
niz,

FRBRA~DOEEL LT, 75 mgkg HETARERUOMERALNTZ, 7. 15 K75 mgkg
HETHRENRA LN, &E 2~6 BEZICHBEINZI b, BRRA~DOERIZLS
LD EEXT, BT, ISmghkg HETAHALNZE - ORABEDEN, WEHOBENE OMEREE
OB, RIECHEFELICFTR EEBZ bIE, 15 KN T5 mgkg BETH DIV REDHRER
UREBEZEDIKE, 7 VT F= DEMEIR., FRYEOBHEE X IIF#SE~DEEL R~ ET
LEATHDARENEZ DN, HRRA~ODEBIZLVZREZST-FREELEETE
AQTAR

BEHFFIC 15 RO 75 mgkg BETHBE I N BFEEHET. 75 mgkg BETH BT MEE
Bgid. FIR. EEES. RE. FEREEEOEMEL, TR, DR, MEX OHERIC
MNTOEMEELEELLFTRLEZON, £/, 7 BHBEE%HDD 7S mgkg BETA ML
WA LIZEMEEZ DN DEIBORNEEOEEN A DA, REMABRFENRE TIX
EERRDOONRD-T-Z b, BEFENERITNSWEHE L, 20O/, 7 BHEE
#IT 75 mgkg HTERBE CRBROENEEDIKE, MOMMEEORME. 14 BEREHIC
15 2O 75 mg/kg B CLIERE O RIZENIBOET EEDRE. 75 mgkg BETHE, BHELE
FEROBMOBMEEOEME. BEEE, WREOCTEREOCHEIIEEDRME, HRIZEN RO
X EEOKME, 28 BT EHIC 75 mgkg BET UMK, BE, BEEE, BEEASIE. T4
IR, BB, MERUOTEEOENEEDKE. BEOHEIEENEME., MOBEITEED
BEPLLNEN, WTINLAES BEENE LWEELZR L, REABRFIBREZThR)
ST R T EELDSOEBICRENE B RD Do/l bnd | FEEMEICEEL
REB BT, 2B, 14 K128 HRMREGRIZ 75 mgkg HTH LN BROBANEEDR
BIZOWTIE, HBRVEDOER~DOEECTH LRSI RO, MIRAELFNRER D
REMARFIIRECRBVWCEEEL2 R THELREEIRD N hoT- 2 &b, Big~0
EZNEZE IR AEREICEE L-EB) L HET Lz,

BEMRAT XIS EEHEK TRICA DN ZOMOELIT, AEBERFEEDOLRWEETH
HZ L, MIZEETAEMBROLNZNI L NIBARREREL LTHAREINEFRT
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BHDHILENDL, ERYMERE LIIEEDCLRVEREE T,

UEDLBY | FARBRCIIEBRDEREIC L W ESHH O DT, Mg, Rk
VEIB~DOEEPRD o, BREHRORMITMB~OER LA LN, TOMOTE(LE
H. FERERR, AREESR. RES. B Bk ABR~OREIIRE SR 1o,

19. &k

IARC (1995) TARC monographs on the evaluation of carcinogenic risks to humans. 63, 223-244.

Merrick BA, Robinson M, Condie LW (1991) Cardiopathic effect of 1,2,3-trichloropropane after
subacute and subchronic exposure in rats. J Appl Toxicol, 11, 179-187.

NTP (1993) Toxicology and carcinogenesis studies of 1,2,3-trichloropropane (CAS No. 96-18-4) in
F344/N rats and B6C3F; mice (gavage studies). NTP TR 384.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0 15 75
Male ss ss ss
179 17 17
No abnbrmalities detected 17 14
Decreased spontaneous locomotion 3 17
Decreased respiratory rate 16
Incomplete eyelid opening 12
Salivation 1 8
Lacrimation 1
Decreased stool volume 1
Soft stool 1
Staining around nose and mouth 9
Staining chest 7
Restlessness 6
Moist hair (chest) 1

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 2

Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations (scoring scale for detailed clinical observations)

B10-0105

Removal from cage Ease of removal -2 No reaction
-1 Very easy
0  Easy (slight resistance)
+1  Difficult
+2  Very difficult
Vocalization 0  None
+1  Vocalization during handling.
+2 _ Continuous vocalization
Handling obsevations ~ Muscle tone -1 Decreased
0  Normal
+1  Increased
Subnormal temperature - Absent
+  Present
Piloerection - Absent
+  Present
Staining hair - Absent
+ Present
Unkempt hair - Absent
+ Present
Paleness - Absent
+ Present
Reddening - Absent
+  Present
Cyanosis - Absent
+ Present
Lacrimation - Absent
+ Present
Exophthaimos - Absent
+  Present
Pupiliary size -1 Miosis
0  Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+  Present
Observation in arena Posture 0 Normal
+1  Crouching position or hunchback position
*+2 _ Prone position or lateral position
Motor activity -2 Significantly decreased
-1 Decreased
0  Nommal
+1  Increased
+2  Significantly increased
Respiration 0  Normal
+1  Slightly insufficiency
+2  Moderately insufficiency
+3__ Severely insufficiency
Lid closure - Absent
+ Present
Gait - Normal
S  Staggering gait
T  Tip toe gait
P Shuffling (paralytic) gait
GD  Gait disturbance
Tremor/twitch/convulsion 0 None
+1  Tremor
+2  Twitch or convulsion
+3 _ Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior - None
C Circling
G Grooming
S  Snifiing
H  Head bobbing
Abnormal behavior - None
S  Self-biting
B Backing
C  Circling
R Rolling
W Writhing
V  Vocalization
ST  Straub tail
T Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 15 75 0 15 75
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 0 1 0
iﬁ;g 0 5 5 5 5 4 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 4 4 5 4 5 5
Vocalization  +1 1 1 0 1 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
L L. 5 5 5 5 5 5
Staining hair N 0 0 0 0 0 0
. 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening | 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanasis + 0 0 0 0 0 0
o - 5 5 5 5 5 4
Lacrimation + 0 0 0 0 0 1
- 5 5 5 5 5 5
Exophthalmos . 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
s - 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
) - 5 5 5 5 5 5
Secretion . 0 0 0 0 0 0
i} 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 5 5 5 5 5 4
+1 0 0 0 0 0 1
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
. +1 0 0 0 0 0 0
Respwatlop 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure . 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
in arena Tremor/
twitch/ +1 o] 0 0 0 0 0
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Sewtpe © 09 ) 000
behavior S 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal G 0 0 0 0 0 0
. R 0 0 0 0 0 0
behavior W 0 0 0 0 0 0
Y 0 1} 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 04109 0.2+04 0.0+0.0 0.0£0.0 0.0 £0.0 0.0 £0.0
Urination ® 04105 06+£1.3 0.6 £0.9 0.2+04 0.2+04 0.6+0.9
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing 2 week Dosing 3 week
Dose (mg/kg/day) 0 15 75 0 15 75
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Esseof ] g 5 5 5 5 5
Removal removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 2 5 5 3 5 5
Vocalization +1 3 0 0 2 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 - 0
. . - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L. L - 5 5 5 5 5 2
Staining hair . 0 0 0 0 0 3
L 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation eddening 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis . o 0 0 0 o 0
o - 5 8 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos . 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- - 5 5 5 5 5 3
Salivation N 0 0 0 0 0 5
. - 5 5 5 5 5 5
Secretion . 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 4] 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 1
Motor activity 0 5 4 4 5 5 4
+1 0 1 1 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
L +1 0 0 1] 0 0 0
Respiration 2 o 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure . 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 [¢] 0 0 ¢} 0
Observation CBD g g g g g g
inarena  Tremor/
twitch/ +1 0 0 0 0 0 0
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g g 8 g
behavior
S 4] 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal C 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
W 0 0 0 0 0 0
\ 0 0 0 0 0 o]
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation” 0.4 0.8 1.0+1.4 0.4 £0.5 0.6 +0.9 0.0£0.0 0.0+0.0
Urination 04 +0.8 0.4+£0.5 0.0 £0.0 0.4 £0.9 0.0+0.0 0.2+04
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 15 75
Number of animals 5 5 5
-2 0 0 0
Ease of g g g g
Removal removal +1 0 0 0
from cage +2 0 0 0
0 3 4 5
Vocalization +1 2 1 0
+2 0 0 0
-1 0 0 0
Muscletone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
. . - 5 5 5
Piloerection + 0 0 0
L L. 5 5 2
Staining hair . 0 0 3
.- 5 5 5
Unkempt hair + 0 0 0
- 5 5 5
Paleness + 0 0 0
Handling . - 5 5 5
observation Reddening + 0 0 0
Cyanosis N 5 5 5
+ 0 0 0
. - 5 5 5
Lacrimation . 0 0 0
- 5 5 5
Exophthalmos N 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
_— - 5 5 5
Salivation + 0 0 0
I - 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 0 0
+2 4] 0 0
2 [1] 0 0
-1 0 0 o]
Motor activity 0 5 5 5
+1 ] 0 0
+2 0 0 0
0 5 5 5
_ +1 0 0 0
Respiration +2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure . 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P o] 0 0
Observation GOD g g g
inarena  Tremor/
N +1 0 0 0
twitch/ +2 0 0 0
convulsion +3 0 0 0
- 5 5 5
Stereotypic g g g g
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B 0 0 0
Abnormal g g g g
behavior W 0 0 0
\Y 0 0 0
ST 0 0 0
T 0 0 0
Defecation” 0.6£1.3 0.0 £0.0 0.0+0.0
Urination & 0.0 0.0 0.0+0.0 0.020.0
a): (count/min) * significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 15 75
Number of animals S S 5
-1 0 0 0
Approach contact/ 0
fouch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
. +1 0 0 0
Sensorimotor ) 0 o 5
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupiltary refiex 5 5 5
- 0 0 0
+
Air righting reflex 5 5 5
- 0 0 0
. Forelimb (g) 334 £87 349 £ 42 332£32
Grip strength
Hindlimb (g) 475 + 46 425+ 78 395 + 29
0-10 (min) 172 +79 178 £72 171 £ 58
10-20 (min) 107 £69 116 £49 121 £43
... 20-30 (min) 102 +26 26+32 ** 48 +28 *
Motor activity . - .
[[nteNal] 30-40 (mln) 79 £34 17 £ 21 23124
40-50 (min) 72 +28 16+20 * 34 +43
50-60 (min) 54 + 57 41 55 51 +23
Total 587 +199 393 £148 448 = 101

*: significantly different from vehicie control at p<0.05, **: significantly different from vehicle control at p<0.01

Scoring scale for sensorimotor function

Approach contact/touch response -1 No reaction
0 Normal
+1 Hyper reaction
Pinna response ' -1 No reaction
0 Normal
. +1 Hyper reaction
Sensp rimotor Pain response (tail pinch) -1 No reaction
function
0 Normal
+1 Hyper reaction
Pupillary reflex + Normal
- Abnormal reaction
Air righting reflex + Normal

- Abnormal reaction
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 15 75
(mg/kg/day)
Administration 1 142.09 143.61 142.71
period 7.12 (17) +7.15 (17) 5.77 (17)
3 159,18 157.18 146.42 **
+7.98 (13) . 19.04 (13) 19.37 (13)
7 194.03 192.08 163.11 =
+12.63 (13) +13.76 (13) +16.73 (13)
14 259.20 252.37 208.92 **
+18.35 (9) . 122.82 (9) +25.18 (9)
21 314.34 312.08 256.72 *
126.85 (5) +42.76 (5) 131.23 (5)
o8 364.58 362.32 286.38 *
+25.56 (5) +55.80 (5) +33.18 (5)

Values are shown as Mean * S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis. *
* Significantly different from vehicle control at P<0.05.

**  Significantly different from vehicle control at P<0.01.
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Table 5

Twenty-eight-day repeated-dose oral toxicity study in rats B10-0105
Summary of food consumption (_g/rat/day) : Male
(mg?f;fjay) 0 15 75
Administration 1 19.10 20.34 19.69
period
+ 166 (13) + 2.00 (13) + 203 (13)
3 19.38 18.96 14.56 *
+ 217 (13) + 1.92 (13) t 2.82 (13)
7 21.72 21.80 16.20 **
£ 217 (13) + 259 (13) + 3.95 (13)
14 23.03 23.00 18.64 **
t 242 (9) + 273 (9) + 358 (9)
21 22.91 23.44 20.59
~+ 216 (5) + 3.60 (5) + 3.55 (5)
28 22.32 23.20 19.99
+ 1.38 (5) t+ 435 (5) + 266 (5)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 15 75
. 5.4 142 * 19.8 *
Urine volume (ml) £2.1 (5) 5.0 (5) £15.1 (5)
1248.2 695.0 * 628.6 *
/L. . .
Uosm (mOsmiL) £361.3 (5) £255.3 (5) +407.6 (5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0105
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 15 75
ltems No. of animals 5 5 5
Color

SY 0

Y

YB 4 0 2
Turbidity

Clear 5 5 4

Cloudy 0 0
pH

6.0 3

6.5 2 3
Protein

- 0 3

x 1

1+ 4
Glucose

- 5 5 5
Ketones

- 0

+ 3

1+
Occult biood

- 4

2+

Color: SY: Slightly yellow,Y : Yellow,YB:Yeliow-brown.



Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0105
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 15 75
ltems No, of animals 5 0 5
Urinaly sediment
Red blood cells
0 5 — 5
White blood cells
0 5 -— 5
Epithelial cells ?
' 0 — 4
1-5 —
Casts ® .
0 5 — 5
Crystals ©
- — 3
+ 2 — 1
1+ 3 — 1

9. Number of cells/1 Oviews(x400).
®: Number of casts/18x18 mm?.
9:Incidence of crystals/18x18 mm>.
—:Not examined.
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Table 7-1 | Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Hems Dose One-day treatment
(mg/kg/day) 0 15 S

RBC (x10%uL) Zig:? @) I:iig ) :gzg )
Hb ' (g/dL) lf:; (@) l?ig (4) lg:;: (4)
Ht (%) :::3? (@) iiﬁgg @ :i:ég (4)
Mcv (L) iigg @ 2323 4 EJ;S 4
MCH (pg) 1222 (&) igjg @) ig;ﬁ (4)
MCHC (g/dL) 053 w08 @ s @
Platelet (x10%7pL) lﬁgiﬁ @ Eigi @ 1‘223 @
Reticulo (%) l:gg (@ :11:‘11 ?g 4 Egg 4
WBC (x10%/uL) i;?:g @) éfgg ) :;gg @
Differentiation of leukocyte

Neutro (%) llgg @) lgfg ) gg?f (4

Lymph (%) ﬁg 4) igjgg @ ig.:;: @

Eosino (%) iggi @) ig;i (4) iggg ()

Baso ) w02 ) om @ 0@

Mono %) o8 @ a2 @ 28t @

Luc (%) st () s044 (& w015 9

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle contro! at P<0.01.
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Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Seven-day treatment
(mg/kg/day) 0 15 &
RBC (x10*L) Zgii I ig;: 4 Z;Z 4
Ho (9/dL) 2099 () ot @ £ @
Ht (%) :g? @ ig:gg @) iﬁz @
MV ) o @ tes @ s @
MCH (pg) igg: (4 42_-823 4 l?g; )]
MCHG (g/dL) o @ 0o @ 05 (0
Platelet | (x10%/pL) 12;:3? @ 323? ) 11'5/:22 )
. Reticulo (%) l??f (4) tgig 4) ;Z T4)

WBC (x10%/uL) ;gggg ) :zggg @ gg:ﬁg @
Differentiation of ieukocyte

Neutro (%) ' l;:g? @) zgg [ igigg 4

Lymph (%) :g;g () 2223 ) zzgg C)]

Eosino (%) ig;g @) tgfg ) igg: )

Baso ) 2019 (4 1102 @ a1t @

Mono (%) o128 4 011 @ By

Luc (%) iéjgf @ i;:z: @ tég @

Values are shown as Mean % S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose Fourteen-day treatment
(mg/kg/day) 0 15 5

RBC (x10%L) Z;g? @ .Zg:? 4) 12312 4
Hb (g/dL) lg:g: @ 13132 ) lg;: @
Ht (%) i;gg @ :;:?Z @ ::',2? @)
ey () 6 @ res S @
MCH (pg) lg:;g @ lggg 4 lg:gi (4)
MCHC (g/dL) ot @ ro54 (& st @
Platelet (x10%pL) lﬁ:?i @ lij:gg @ E:ﬁ @
Reticulo (%) ig:;g @ :tg:gg 4) .._.2:;3 @
WBC (x10%pL) lggfg 4 l?i:i 4 lg;g: 4)
Differentiation of leukocyte

Neutro (%) lgg? (@) lzgg @ :gg (4)

Lymph ) T2 @ 70 @ 21 @

Eosino (%) ig:?: @ igjgg @ :tg:gg @)

Baso (%) ig:gg @) ig::g @ ingg (4)

Mono (%) igg:; @ :}jg: (4) ﬂs)grg @

Luc (%) i;;g (4) t;;: @ -*j:)i @

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 74 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematologica!l examinations:Male
ems Dose Twenty-eight-day treatment
(mg/ka/day) 0 15 75

RBC (x10*/uL) 1?22 ) glg ®) 2222 Ts)
Hb (g/dl) ope 5) o0t (5) oy ®)
Ht , (%) ::32 (5) i?z (5 igﬁ )
MCV (fL) 2‘1‘23 ) 3(2)3 (5) :22; *(5)
MCH (Pg) lf}i? 5) lg:gg ®) ::;;g TS)
MCHC (g/dL) 23122 ) Zgg ®) iigg *(5)
Platelet ' (x10%uL) 1?23 (5) ;??23 (5) 122;2 (5
Reficulo (%) 0% 6 030 & 048 ®
WBC (x10%/uL) l:gi: (5) lgggs (5) lgigs (5)
Differentiation of leukocyte

Neutro (%) l:;: 5) l;;g (5) lggf (5)
} Lymph (%) :?;g (5) 1:?2 (5) Zglg‘; (5)

Eosino (%) ig:g? (5) iggé (5) ig:?g (5)

Baso (%) tg:;[; (5) ;tg:ﬁ *;5) ig:gg (5)

Mono (%) ié?/g (5) 152:21 (5) igii (5)

Luc (%) ig:gé (5) -L-:):gg (5) ;:23 (5)
PT (sec) lf?f ) lg:;g (5) lg:;g (5)
APTT (sec) iggg ) iigﬁ (5) lgig (5)

Values are shown as Mean t S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.

-41 -



B10-0105

Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 15 75
102.3 108.0 86.8
AST (urLy £15.4 (4) 225 (4) £135 (4)
. 37.8 41.5 37.0
ALT oL +10.2 (4) 7.5 (4) +8.3 (4)
1133.0 1301.8 1512.3
ALP (o) +368.6 (4) 1353.5 (4) +162.8 (4)
11.78 12.03 12.65
BUN (mg/dL) £2.90 (4) $2.24 (4) +0.93 (4)
- 0.145 0.128 0.118
Creatinine (mg/dL) £0.021 (4) £0.005 (4) £0.015 (4)
- ' 0.083 0.090 0.083
g /d
T-Bil (mg/dL) £0.026 (4) £0.028 (4) £0.017 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 15 75
93.5 90.8 84.0
AST (ui) £95 (4) £73 (4) 42 (4)
353 37.3 33.8
ALT (o) 4.0 (4) 6.0 (4) 4.6 (4)
948.8 1053.3 893.8
ALP (ur) £3425 (4) +163.6 (4) £121.3 (4)
10.85 9.80 13.45
BUN (mg/dL) £270 (4) £0.77 (4) £3.00 (4)
- 0.155 0.158 0.148
Creatinine (mg/dL) 0.019 (4) £0.013 (4) £0.017 (4)
. 0.070 0.063 0.115 =
_Bil / :
T8I (mg/dL) £0.022 (4) £0.005 (4) £0.017 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle contro! at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 15 75
71.0 70.3 77.5
AST aur) 6.0 (4) 9.4 (4) 8.4 (4)
25.5 28.3 38.5*
ALT () +2.6 (4) 5.9 (4) 9.3 (4)
778.5 818.8 791.5
ALP aur) +183.0 (4) +111.2 (4) +161.0 (4)
8.40  8.38 7.93
BUN (mg/dL) +1.86 (4) +1.36 (4) £0.21 (4)
- 0.195 0.168 0.165
Creatinine (mg/dL) . +0.024 (4) £0.015 (4) +0.010 (4)
. 0.068 0.058 0.105 *
T-Bil mg/dL.
: (mg/dL) £0.010 (4) £0.010 (4) £0.024 (4)
Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
. Dose Twenty-gight-day treatment
(mg/kg/day) 0 15 s

AST qun) 250 ) 0 ® 248 6
ALT quny e s s a7 6
ALP (L) Jgﬁﬁg (5) i;??:; (5) t?gg:g (5)
che auny st ®) s 73 ®
y-GTP QUL ig?: (5) ig:g (5) t;lg )
T-Cho (mg/dL) iﬁjﬁ (5) i:i; (5) 12:3 ©)]
TG (mg/dL) j::g ®) lﬁiﬁ (5) i;:g )
BUN (mgfdL) lggg ) lgi; (5) i?gg (5
Creatinine (mg/dL) igﬁﬁf: (5) igﬁ;g "(5) i:g'.zg *;5)
T-Protein (g/dL) igj;‘é 5 ig:?g (5 igtgg (5)
Albumin (g/dL) iﬁ:g (5) 13?: (5 igfg ®)
AJG ratio Q) igg;? (5) igts)gg (5) :l:gg?fg ()
Glucose (mg/dl) lg?g (5) g;g (5) :1;22 (5)
T-Bil (mg/dL) ig:ggg () ig:g?: (5) tg:gg? *(*5)
TBA (umoliL) 41080 5) Josped (5) oy ®)
IP (mg/dL) lﬁ??, (5) ligg 5 l§§§ )
Ca (mg/dL) l§g§ (5) l;;; (5) ::CZJ;(BJ (5
Na (mEqIL) i o o
K (mEafl) ,;ZZSZ (5) tg:;g (5) ig:gg (5)
cl (mEq/L) 12?:28 5) 1:2:32 ) 12?:;2 ®)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 15 75
U 4.388 4523 4713
iver ©@ £0.313 (4) £0.273 (4) £0.166 (4)
0.633 0.618 0615
Heart © £0.038 (4) £0.043 (4) £0.019 (4)
: 0.610 " 0.700 0.635
Kidney(R) © +0.037 (4) £0.093 (4) £0.025 (4)
. 0.598 0.670 0.605
Kidney(L) @ +0.066 (4) +0.084 (4) £0.024 (4)
Kidnove @ 1.208 1.370 1.240
4 9 £0.101 (4) £0.176 (4) £0.037 (4)
. 0.660 0.660 0.643
Testis(R) © £0.020 (4) +0.070 (4) £0.074 (4)
. 0.650 0.648 0.638
Testis(L) @ £0.029 (4) £0.053 (4) +0.081 (4)
Testes @ 1.310 1.308 1.280
g +0.048 (4) +0.120 (4) £0.153 (4)
I 0.070 0.080 0.080
Epididymis(R) (@ £0.008 (4) £0.008 (4) $0.012 (4)
0.078 0.083 0.080
S
Epididymis(L) @ +0.005 (4) +0.013 (4) +0.008 (4)
S 0.148 0.163 0.160
Epididymides @ £0.013 (4) +0.021 (4) +0.018 (4)
0.060 0.078 0.080
Ventral prostate.  (9) +0.014 (4) +0.010 (4) £0.026 (4)
Dorsolateral @ 0.060 0.053 0.068
prostate 9 £0.012 (4) £0.015 (3) £0.017 (4)
Brain @ 1773 1.760 1.740
9 £0.025 (4) £0.034 (4) £0.029 (4)
Solsen @ 0.338 0.355 0.348
P 9 +0.074 (4) +0.079 (4) +0.028 (4)
Thvmus ma) 418.30 376.90 433.90
4 9 £97.71 (4) +40.60 (4) +91.49 (4)
5.08 5.00 5.05
Pituitary gland
iultary gian (mg) £0.33 (4) £0.22 (4) +0.42 (4)
. 13.23 11.30 10.58
Thyroid
yrot (ma) +5.42 (4) +1.24 (4) £2.76 (4)
Adrenals (ma) 26.35 - 28.20 28.65
£3.23 (4) +4.22 (4) £2.69 (4)
! ) 121.55 124.33 125.33
Final body weight
yweight (q) 679 (4) £3.95 (4) +1.81 (4)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle controf at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Maie
Dose Seven-day treatment
ltems
(mg/kg/day) 0 15 75
U 5.900 6.490 6.140
iver @ £0.337 (4) £0.784 (4) £0.573 (4)
0.765 0.815 0.655
Heart @ +0.041 (4) +0.061 (4) +0.093 (4)
. 0.820 0.808 0.710 *
Kidney(R) @ +0.036 (4) +0.076 (4) +0.034 (4)
i 0.780 0.765 0.710
Kidney(L) @ +0.026 (4) +0.065 (4) £0.022 (4)
Kidnevs @ 1.600 1573 1.420 *
¥ 9 £0.058 (4) £0.140 (4) +0.045 (4)
‘ 0.940 0.900 0.830 *
Testis(R) @ +0.055 (4) +0.033 (4) +0.070 (4)
. 0.935 0.900 0.823 *
Testis(L) @) £0.047 (4) +0.036 (4) +0.073 (4)
Testes @ 1.875 1.800 1.653 *
9 +0.101 (4) +0.067 (4) +0.138 (4)
o 0.118 - 0.113 0.093
Epididymis(R) @ +0.021 (4) +0.015 (4) +0.013 (4)
_— 0.113 0.105 0.088
Epididymis(L) @ +0.021 (4) +0.017 (4) $0.017 (4)
o 0.230 0.218 0.180
Epididymides @ £0.041 (4) +0.031 (4) +0.029 (4)
0.108 0.120 0.075
Ventral prostate  (9) +0.026 (4) £0.016 (4) £0.024 (4)
Dorsolateral: @ 0.090 0.080 "~ 0.060
prostate 9 +0.024 (4) +0.016 (4) +0.018 (4)
Brain @ 1.788 1768 1.733
9 +0.062 (4) +0.067 (4) +0.081 (4)
Soleen @ 0.480 0.475 0.283 **
P 9 £0.050 (4) +0.048 (4) £0.025 (4)
Thvmus o) ' 506.78 610.95 37853
Y 9 +114.62 (4) +175.66 (4) +50.65 (4)
. 6.55 6.60 5.43
Pituitary gland (mg) 021 (4) £0.76 (4) 124 (4)
. 14.08 17.00 1253
Thyroid (mg) £1.22 (4) +3.81 (4) +3.74 (4)
28.68 32.73 32.20
Adrenal
renals . (mg) £1.34 (4) £361 (4) 579 (4)
. . 167.05 171.73 14038 *
Final body weight
inal body weight  (g) £10.63 (4) £12.84 (4) +7.20 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 15 75
L 9.045 8.558 8.688
iver © +0.675 (4) +0.254 (4) $0.773 (4)
Heart @ 1.083 0.970 * 0.785 **
9 £0.050 (4) £0.052 (4) £0.072 (4)
. 1.028 0.965 0.875 *
Kidney(R) @) £0.096 (4) +0.044 (4) +0.001 (4)
. 1.000 0.970 0.860
Kidney(L) @ £0.105 (4) £0.064 (4) £0.075 (4)
Kidnevs @ 2.028 1.935 1.735
4 9 £0.195 (4) +0.107 (4) +0.163 (4)
. 1.158 1133 1.120
Testis(R) @ +0.166 (4) £0.045 (4) +0.121 (4)
. 1.148 1.135 1.130
Testis(L) @) £0.223 (4) £0.058 (4) £0.099 (4)
Testes @ ' 2.305 2.268 2.250
9 +0.389 (4) +0.099 (4) £0.220 (4)
— 0.170 0.163 0.145 *
Epididymis(R) @ +0.008 (4) £0.010 (4) +0.013 (4)
. 0.180 0.165 0.143 *
Epididymis(L) © $0.012 (4) +0.006 (4) £0.017 (4)
. 0.350 0.328 0.288 **
Epididymides © £0.014 (4) £0.015 (4) £0.030 (4)
0.170 0.170 0.118
Ventral prostate  (g) £0.022 (4) £0.036 (4) £0.026 (4)
Dorsolateral @ : 0.183 0.140 * 0.105 =
prostate g £0.010 (4) +0.012 (4) +0.025 (4)
Brain @ 1.883 1.833 1.818
9 +0.040 (4) £0.031 (4) +0.073 (4)
Sojcen @ 0.603 0.653 0.370 **
P 9 £0.071 (4) £0.008 (4) £0.072 (4)
Thymus o) 659.10 624.55 469.75 *
v s £64.17 (4) $154.19 (4) £29.70 (4)
. 8.63 8.35 £.70 *
Pititary gland (ma) £0.29 (4) £0.93 (4) £0.88 (4)
. 15.73 20.95 * 13.85
Thyroid (mg) +1.39 (4) . +4.31 (4) +1.23 (4)
36.85 36.70 40.75
|
Adrenals (mg) +3.34 (4) +1.81 (4) £6.46 (4)
i . 240.73 226.85 180.45 **
I bod
Final body weight (g £10.62 (4) £7.71 (8) £20.02 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
Items
(mg/kg/day) 0 15 75
Lver 11.008 12.296 11.938
ve @ £0.960 (5) £3.320 (5) 1621 (5)
1.320 1.264 0.984 **
Heart @ +0.141 (5) £0.176 (5) £0.072 (5)
) 1.256 1.288 1.106
Kidney(®) @ £0.071 (5) £0.197 (5) +0.071 (5)
) 1.242 1.260 1.100
Kidney(L) ) £0.036 (5) £0.185 (5) +0.082 (5)
Kidnove @ 2.498 2.548 2.206
¥ g 0,100 (5) +0.380 (5) +0.145 (5)
) 1.564 1.544 1.380 *
Testis(R) @ £0.155 (5) +0.073 (5) £0.002 (5)
) 1.590 1.534 1372 *
Testis(L) @ +0.146 (5) +0.105 (5) $0.078 (5)
Testos © 3.154 3.078 2.752 *
g £0.293 (5) £0.171 (5) 0,169 (5)
o 0.344 0.356 0.304
Epididymis(R) @ +0.038 (5) £0.015 (5) £0.026 (5)
N 0.358 0.354 0.308 *
Epididymisi(L) @ £0.026 (5) +0.034 (5) +0.024 (5)
- 0.702 0.710 0.612 *
Epididymides @) +0.059 (5) 10.031 (5) +0.048 (5)
0.426 0.386 0.224 *
Ventral prostate (g £0.054 (5) +0.108 (5) £0.075 (5)
Dorsolateral @ 0.312 0.316 0.200 *
prostate 9. : +0.048 (5) £0.058 (5) £0.007 (5)
Seminal vesicle @ 0.850 0.928 0.502 *
9 +0.055 (5) +0.090 (5) £0.148 (5)
Brain @ 2.056 1.946 1.852 *
g +0.115 (5) +0.121 (5) £0.033 (5)
Soleen @ 0.786 0.602 * 0.386 =
P 9 . 0.148 (5) £0.124 (5) £0.051 (5)
Thymus o) 607.74 600.06 422.28
4 9 8525 (5) +179.61 (5) +114.02 (5)
N 10.66 10.52 7.86 *
Pituitary gland (mg) +0.86 (5) £2.01 (5) £0.88 (5)
. 17.20 19.14 15.44
Thyroid (mg) £3.52 (5) £1.79 (5) £2.20 (5)
Adronals mg) 45.94 44.86 42.96
: 5.29 (5) +5.40 (5) 274 (5)
Fial bodyweight (@) 345.20 341.44 261.20 **
£25.79 (5) +51.81 (5) +32.33 (5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 15 75
. 3.610 3.635 3.760
Liver (9/100g) $0.171 (4) $0.117 (4) +0.101 (4)
0.523 0.495 0.490
Heart (o100g) +0.030 (4) £0.024 (4) £0.022 (4)
. 0.503 0.565 0.505
Kidney(R) (971009) £0.010 (4) $0.088 (4) £0.019 (4)
. 0.493 0.543 0.483
Kidney(L) (97100g) £0.035 (4) +0.080 (4) £0.017 (4)
. 0.995 1.108 0.988
Kidneys (9/100g) 0.042 (4) £0.167 (4) $0.024 (4)
, 0.545 0.533 0.513
Testis(R) (g7100g) £0.024 (4) $0.054 (4) £0.062 (4)
, 0.538 0.520 0.510
Testis(L) (9/1009) £0.031 (4) - £0.043 (4) £0.070 (4)
1.083 1.053 1.023
Testes (9/1009) $0.054 (4) +0.096 (4) $0.130 (4)
A 0.058 0.065 0.063
Epididymis(R) (9/1009) +0.005 (4) +0.006 (4) +0.010 (4)
o 0.063 0.068 0.060
Epididymis(L) (g/100g) +0.005 (4) +0.010 (4) +0.008 (4)
. 0.120 0.133 0.123
idi /
Epididymides (9/1000) £0.008 (4) £0.015 (4) $0.017 (4)
0.050 0.063 0.063
Ventral prostate  (9/100g) , £0.014 (4) +0.005 (4) +0.022 (4)
Dorsolateral . 0.048 : 0.045 0.055
(g/100g)
prostate £0.010 (4) £0.013 (4) +0.013 (4)
. 1.463 1.415 1.388
Brain (9/100g) +0.095 (4) £0.050 (4) +0.036 (4)
0.278 0.285 0.278
1
Spieen (9/1000) £0.050 (4) +0.062 (4) £0.022 (4)
342,65 302.63 345.68
Thymus (mg/100g) +67.87 (4) £22.69 (4) £60.72 (4)
o 420 4.03 4.03
Pituitary gland (mg/100g) £0.26 (4) £0.17 (4) £0.34 (4)
10.93 9.05 8.43
i M
Thyroid (mg/100g) £4.48 (4) $0.77 (4) £2.26 (4)
21.63 22.68 22.88
Adrenal /100
renais (mg/100g) £1.72 (4) £3.31 (4) £233 (4)
. , 121.55 124.33 125.33
Final body weight
inalbody welg © £6.79 (4) +3.95 (4) £1.81 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
tems Dose Seven-day treatment

(mg/kg/day) 0 15 75

Liver - (g/100g) tﬁfﬁi @ ig:-:;g @ 131323 *(*4)
Heart (9/100g) igggg (@) iggg 4 tggii (4)
Kidney(R) (9/100g) igg?i ) ig:g;g e ig-.ggg (4)
Kidney(L) (g/100g) ig:g?g @ ::g'.gﬁ @ :gizgg @
Kidneys (9/100g) igigg (4) iggg (4 1(1):3:32 (4)
Testis(R) (g/100g) ig:ggg ) ig:gig @ ig:ggz (4)
Testis(L) {g/100g) ig:ggg (4 ig?;i (4) igf)jj @
Testes (9/100g) i:;:;g? @) tgggg 4 i:):);SBJ (4)
Epididymis(R) (9/100g) igg:g (4 igggg e :tgggz ()
Epididymis(L) (9/100g) igg:g 4 igggz (4) tgggg (4)
Epididymides (9/100g) ig;gg ) igzﬁg o) ig;ﬁ (4)
Ventral prostate (g/100g) igco)?g (4 iggg: 4 iggfg 4
Dorsolateral " (gH00g) 0.055 0.048 0.043
prostate +0.017 (4) +0.010 (4) +0.010 (4)
Brain (9/100g) iggﬁ ) i;ggg (4 iggzi *(4)
Spleen ~ (g/100g) igﬁ?g @ tg:ggf @) 18:522 *(:1)
Thymus (mg/100g) 22;'32 (4) igiiég (4) igg;g (4)
Pituitary gland (mg/100g) ig:g? @ ig:gg @ iﬁf{ )
Thyroid (mg/100g) tf,j;‘f’ @ jigg (4) zgigg (4
Adrenals (mg/100g) l;gi @ jjgg (4) iigg T4)
Final body weight  (g) lfgig? (4) Zlgi (4 123..23 24)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
ltems Dose Fourteen-day treatment

(mg/kg/day) . 0 15 75

Liver (g/100g) ig:ggg @ ig'.gz @) JS'.??Z *(4)
Kidney(L) (9/1009) i&ggg @) tg:gfg @ igf,i? *(4)
Kidneys (9/1009) 1313:2 @ zgggg @ :g:g:; *(:1)
Testis(L) (9/1009) tg:g;g @) igﬁiig @) :g:gzg *(4)
.
Epididymis(R) (g/1009) ig:g;g @) igﬁggi @ :g:ggg ,(4)
Epididymis(L) (g/100g) tg:ggg ) ig:ggz @) ig:ggg @)
Epididymides (9/1009) 12:21‘113 @ :8:2;113 @ igléﬁz *(4)
Ventral prostate  (¢/100g) igﬁgﬁ @ ig:?):z @ igzgg: @)
Dorsolateral (g/100g) 0.073 0.063 0.060 *
prostate £0.005 (4) £0.005 (4) +0.008 (4)
Brain (97100g) igﬁﬁg (4) ig:ggg @) i:l:g;g *(;)
Spleen (g/1009) i&i?g ) igﬁgg ) igjﬁ .(4)
Thymus (mg/100g) gi:?g @) igﬁg @) ﬁ?ﬁ? @)
Pituitary gland (mg/100g) ' izﬁg 4) :g:ig “) ig‘.:g 4)
Tryrid (mg/t00g oo set@  s0m @
Adrenals (mg/100g) Egg @) lg;? @) iﬂg *(4)
T

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle contro! at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-4 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
tome Dose ’ Twenty-eight-day treatment

{mg/kg/day) 0 15 75

Liver (g/100g) if’,jlgz ) t?):ig? ®) tg:?ig *;5)
Heart (g/100g) igﬁiﬁ ) tgg;g ) ig:ggg ®)
Kidney(R) (9/100g) ingg (5) igg;g (5) igggi *;5)
Kidney(L) (9/100g) igggg (5) igggg (5) :ggzz *(*5)
Kidneys (9/100g) ig:gi; (5) ig:ggg 5) ig:?)gg *;5)
Testis(R) (a/100g) tg:ggg () ig:g% 5) igigjg (5)
Testis(L) (g/100g) | ig:ggi () igtggg 5) tg:gzi (5)
Testes (g/100g) 18?13 (5) ig?;g (5) i:)?gg (5)
Epididymis(R) (a/1009) ig;?g (5) ig;?f (5) ig:);g )
Epididymis(L) (g/1009) ig;?: ) ig::)gg (5) 181(1)(132 ©)
Epididymides (9/1009) igﬁg: ®) igsg ®) igz?g ®)
Ventral prostate (g/1009) ig::)g (5) igég (5) igg?; (5)
Dorsolateral (/100g) 0.092 0.094 0'078.
prostate +0.013 (5) +0.017 (5) +0.013 (5)
Seminal vesicle (g/100g) igﬁgg (5) igﬁ;g 6] ig;ig *(5)'
Brain (g/100g) igjﬁig 5) 18132 ®) ig:ggg *(5)
Spleen (9/100g) igﬁg? (5) ig::):? (5 ig:;gg ?5)
Thymus (mg/100g) l;ggg (5) gzgg (5) lggig 5
Pituitary gland (mg/100g) igg (5) 13:22 5y tggg (5)
Thyroid (mg/100g) j:gg (5) iggg (5) | :tgig (5)
Adrenals (mg/100g) E?g (5) li:j,g () lg:gg *(5)
Final body weight () Zg?g 5) iﬂ :g: ®) iigig (;)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.

-53-



Table 11-1 Twenty-eight—day‘ repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 15 75 (mg/kg/day)
sS Ss sS
49 4 4
~ No abnormalities detected 4 4 4

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats -
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 . 15 75 (mg/kg/day)
ss ss ss
4? 4 4
No abnormalities detected 4 4
Liver
Enlargement 0 0 3

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 15 75 (mg/kg/day)
ss SS ss
4 4 4
No abnormalities detected 4 4
Liver
Enlargement 0 0 4
Adrenal )
Enlargement, bilateral 0 0 2

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 15 75 (mg/kg/day)
Ss SS sS
5% 5
No abnormalities detected 4 4 1
Glandular stomach
Blackish region of mucosa 1 0 0
Liver
Enlargement 0 1 4
Kidney
Cyst, unilateral 1 0 0
Pituitary gland
Cyst 0 1 0

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
- Summary of histopathological examinations: One-day treatment -

Male
Findings : Grade 0 15 75 (mg/kg/day)
$S sS sS
43 4 4

Liver

Noabnommalities detected 44’ 44 A4 o

Hypertrophy/Hepatocyte/Diffuse + 0/4 0/4 214
Kidney

No abnormalities detected 4/4 -— 4/4
Testis .

No abnormalities detected 4/4 — 4/4
Ventral prostate

No abnormalities detected 4/4 — 4/4
Dorsolateral prostate

No abnormalities detected 4/4 - 4/4
Bone marrow

No abnormalities detected 4/4 - 4/4
Spleen

No abnormalities detected 4/4 -— 4/4
Thymus

No abnormalities detected 4/4 - 4/4
Adrenal

No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
—-. Not examined.

+: slight.
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Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 15 75 (mg/kg/day)
ss ss sS
43 4 4
Liver
No abnormalities detected 44’ 44 04
Ground glass appearance/
HepalocyelCentriobular A
Hypertrophy/Hepa-n{&:.y;t-é/-D‘i%fL}sé-"" 3— o4 o4 4/4 o
Kidney
Noabnormaities detected o ... S
Cyst/Medulla + 1/4 - 0/4
Testis .
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 -— 4/4
Dorsolateral prostate
No abnormalities detected 4/4 -— 4/4
Bone marrow
No abnormalities detected 4/4 — 4/4
Spleen
Nosbnommaliiesdetected ... o ST SN SR
Congeston .. v VA4 A
;l:g:;a;zzgle&s, extramedullary, s 0/ 0/ 4/4
Thymus
No abnormalities detected 4/4 - 4/4 - - -
Adrenal :
No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
—: Not examined.

+: slight, ++: moderate.
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 15 75 (mg/kg/day)
sS sS ss
43 4 4
Liver :
No abnormalities detected 44 34 O
Ground glass appearance/ Ly 04 I o4 i/
Hepatocyte/Centrilobular ++ 0/4 0/4 1/4
. + 0/4 1/4 3/4
e ™o o T
Micrograndl&r_{a- ----------------- + o4 o4 ya T
Kidney
Noabnormalities detected %4 S o AR
Cyst/Medulla TN 14 T o4
Testis
No abnormalities detected 84 A
“Atrophy, tubular/Focal + 14 T o4
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnormalities detected 4/4 -— 4/4
Bone marrow _
No abnormalities detected 4/4 - 4/4
Spleen
Nosbnormalifes detected Ya VA
?gg:;zzgle&s, extramedullary, + /4 /4 3/4
Thymus
No abnormalities detected 4/4 — 4/4
Adrenal
No abnormalities detected 4/4 — 4/4

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
- Not examined.

+: slight, ++: moderate.
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Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 15 75 (mg/kg/day)
$S Ss ss
53 5 5
Trachea
No abnormalities detected 5/5°) —_— 5/5
Lung
No abnormalities detected 5/5 -— 5/5
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach
Noabnormalities detected Y5 T S
Necrosié)l\ilucosa, fundic + 1/5 -— 0/5
Duodenum
No abnormalities detected 5/5 - 5/5
Jejunum
No abnormalities detected 5/5 - 5/5
lleum
No abnormalities detected 5/5 — 5/5
Cecum
No abnormalities detected 5/5 - 5/5
Colon
No abnormalities detected 5/5 - 5/5
Rectum
No abnormalities detected 5/5 - 5/5 -+
Pancreas
No abnormalities detected 5/5 - 5/5
Liver
Noabnormalities detected .. V5 Ao
Ground glass appearance/ o o5 s wo.
Hepatocyte/Centrilobular ++ 0/5 0/5 4/5
. + 0/5 2/5 1/5
Rt N T S A
Microgranuloma o+ 25 2505
Necrosis/Hepatocyte/Focal 0/5 15 0/5 )
Heart
Noabnomalties detected . 55 o B,
Necrosis/Myocardium/Focal et AT O el 3 e
++ 0/5 0/5 1/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

— Not examined.
+: slight, ++: moderate.

-61 -

B10-0105



B10-0105

Table 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 15 75 (mg/kg/day)
ss sS SS
53 5 5
Kidney
No abnormalities detected oo W50 ES
Cyst/Medulla ++ 1/5 -~ 0/5
Urinary bladder
No abnormalities detected 5/5 - 5/5
Testis
No abnormalities detected 5/5 — 5/5
Epididymis
No abnormalities detected 5/5 - 5/5
Ventfral prostate
No abnormalities detected 5/5 — 5/5
Dorsolateral prostate
No abnormalities detected 5/5 — 5/5
Coagulating gland
No abnormalities detected 5/5 — 5/5
Seminal vesicle
No abnormalities detected 5/5 -— 5/5
Spinal cord
No abnormalities detected 5/5 — 5/5
Sciatic nerve
No abnormalities detected 5/5 — 5/5
Bone marrow
No abnormalities detected 5/5 — 5/5
Axillar lymph node
No abnormalities detected 5/5 -—- 5/5
Mesenteric lymph node
No abnormalities detected 5/5 — 5/5
Spleen
No abnormalities detected . MM 05 e,
Hematopoiesis, extramedullary, oo 1w 2N o
decreased ++ 0/5 0/5 3/5
Thymus
No abnormalities detected 5/5 — 5/5
Thyroid
No abnormalities detected 5/5 - 5/5
Parathyroid
No abnormalities detected 5/5 — 5/5
Adrenal
No abnormalities detected 5/5 — 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
—: Not examined.

+: slight, ++: moderate.
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Table 12-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Maie
Findings Grade 0 15 75 (mg/kg/day)
sS ss ss
5% 5 5
Eye ball
No abnormalities detected 5/52) — 5/5
Skeletal muscle
No abnormalities detected 5/5 -- 5/5
Bone
No abnormalities detected 5/5 - 5/5
Mammary gland
No abnormaiities detected 5/5 — 5/5

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
—: Not examined.
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