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1,2-Dibromoethane DA R EER CBEFRBRICKIETEEIZOWTRNTSEH
T, ALEBET A NHA FT94 VEOECD 5 R FAA RS54V 407 %5#|2 28 BREIRKER
N5 BB E EH LT,

S BERORED Crl:CD(SD)T v "I = — YR &4 7= 1,2-Dibromoethane % 1, 7. 14 X
(328 FAEHARAIRARE Uiz, #5HAEIZ0 (2—9) | 15 R 75 mg/kg/day & L, 1,
7RO 14 BRERERIZERT 27 74 MEITIZ 1 D70 4P, 28 ARIRERICIT 1 8
Hic) SICEER L, BREHETIIEEIc OV T—RRESE, AERER OEEERE
2TV A REHIRM TRIZ CO/OIRE N A BRE T CILK 250 L /- 8% L < KR E.
REFRRE R NREFHBREMIT O ORBHRIRZ £ Lz, Mz T, 28 BREZER
DVTR, REHFTICHERL —RREBEER OBERELZITV., EREEROZAICRES
BB LU TRBREET 7,

—CIRAEBLEE TId, 15 ROV 75 mg/kg BE CHEE, 75 mg/kg BET A RERE T, MR EIRD
IR, MEY VARV AEBEOERRA LR,

M — RN REBIR TIL 75 me/kg BECREEN 4 Dz,

FBEEETIX 75 mgkg BETHRE3 B BICRERL BN,

MEFERRE TI, 75 mg/kg T 1 EREHIC HIMBRER G HERILEOBEE, 14 B R
SRICI/NMEEOEE, 28 AMKEH%IZ Hb, MCV R U'MCH D&, [ fuBRE% UM/ MR
BOBERAR LN,

IR AEALFERIIRE TIE, 75 mg/kg BE T 28 A IR 51T ALT RU%GTP OBEERH bz,

BEEETIL. 7S mgkg BT 7 BERES» LIFBROMBMEREOBEE., 14 BREHRE25
RO EEDOBEN A BN,

B TIE, 75 mg/kg BT 7 B MRE% 0 SIFOER, 28 B BB 5% ICIFREO B EaE I
¥ ghralt

TREAERFAORE TIE, 75 mgkg BT 7 RN 14 H BB SR ICIFIROB MEBERIL 2 £ 5
@ihﬁﬁ%%mk\m&ﬁWsE%&ﬁ%mﬁm@&mwﬁﬁm&w<%Dm%%ﬁ%&
5 OVE AAMERTRBBZRE R ONC PR MEAFAIIREESE, 28 BB ERICHFIRDO 7R b — A8 H 5
iz,

BEERE., E. RRECTREBYERSIC I 2BEIRD bR o7,

UbD LBy | AREBREM TIZRV T 1,2-Dibromoethane D512 L 0 | FFlg~ DB 5
VRO LI, BHE~OREMENRER Sz,
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14, REA B
14.1 #BR¥E
a) AFRE
% R 1,2-Dibromoethane
CAS &5 106-93-4
b) #ETERUOr Y FEE
B¥ET BRI
oy hEE 8LQPG
o) WERE
HEIEX
Br\/\Br
TR CHiBr,
DTE 187.86
d) MiE%
f B 99.8%

WRYEIIME 100%6 & L TRV BT,
e) WE(LFEAMIR
ARE 1.5kPa (20°C)
SIKYEARE (BARME) E9A (034 /100 mL,  20°C)
1-49%)-MK 5y ERARER 1.93

AR 10°C (EEE )
B OR 132°C
FIRIZRIT MR EBAa~bThil ) TWERERIEE
BEM BEI R EG TRV TR E
BT DM (RN
B K AR (AR
=7V FIE
T a—)L AV
VAV A
B 2.18
2 KRR
0 RESME _
BN LI RERBIIAN, KR EREEORBEIC THET GFEEHE 1~10°C) T
& LT,

g) HBRUEOR—MEERMRESRETICRIT AR EMEDOHER
WRBRHERR T5fE L7 [1,2-Dibromoethane DEEME, HRYWEKOLZEM R ONEE
FERRER] (RBREE X02-0282, FEGLP RER) 1B W THER LT,
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MSATBUE NEEBNTRAEMERFRTOFBEH DAY hT —F~—Z (Spectral
Database for Organic Compounds: SDBS) %> 6 AF L7z RIMRIN A~ 2 b L & HRBRHERR
WBWTHIE LEAR7 MVERBT D LICh Y BBRMEOR— LR LI, ©
DOFER, BB BN RIE LIz A2 hVZ SDBS BB AF LAY PV ERERTH
5T L HRER S,

7o, BEBBIMTEOCEGHER TRORMRNARZ bR T LITLY,
REEGT BT 2HRMEOREMELHER Ui, REBRAAT & B U TREHMR T
BDORALT NVZEGIERD bR ol b R EIIREHHFLEE TH o
7o L HIBT LTz,

h) BV EOER
BEROE ~DOEMT N AE ST HD, PR, v R 7, BF, REDPRAEY
BREZERAL, BEETTCTRYIHE-S T,
142 # &
a) 4 FR
a—
b) FEIREH

WBHEIIKICER L DBERNDH D Z L1 b HRYERORABIEI I —VHEZ AW
TRES L7z, TOMRR, HBRYEIX = — 22 whhDRETHEME L, £io, H&R
WERITEEE T BROGBTIRE CRRDOEIEDREN L DN oTcl b, =
—UREREE L LTER L,

o) BExm, JL—F ny MEFRURE

& W BGET JU—F vy bES| REEH | REEE

a—ViHl | TATAT A7 | {LFER (CP) | V3A0313 | REMHLE=E =R

143 R

EREMW S LT SWEZEHTH Y, —BREERBRICIE S, YRBERICS VT
LbERT—FEHRELTNS CrliCD(SD)7 » ~ (SPF) % BATF v —/V X - J\— H EF i
B —mrbAFLTE,

ABEOET v b2 SSIEAFEL, 1 F—Vbly SEOBEFAE CTAR 6 HEE THRE -
Btz Tz, Shic, #EMA 1 BANCHEYTAIAR 8 B ETHHLL, TXTOE4
WCRERL LN Tled, Y BERIE LEER AW CERE B EESEE ST
L. 51 EZRBICHER Uiz, B0 5% 5HAE CEIES Tk Lz, BTtk y
ANT-EIRBRN DRI LT, Eio. ARG DREBHIEE TR, —RRER Okt
R 1 EEE L,

EviE. B TRNIXEE A V7 2B L. BT RITFELAT TR L., &
— NIRRT NVERMT. Ty 7 IBRBRESERRLTENENERA L,

R 5B OB OEERNT S B, FESFIL 1445~168.1g TH Y, 2FADOEENE
EOTLEEEL20%DEENTH D Z L ZHERB LT
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144 FERE

B, % - BEEIEF 2 8 02f@BTHM 2B LT, BE 21~25°C, FEXHEE 40~
70%. BREEL 10~15 [E/FFR, BAREY 1 70 12 BEREIRIRRE (7 BRAUAT . 19 BRYEAT) ICRE
LIt 7=V 27 AOFHEE (REHFTIIREE 1, RERTHRIIFAETE 3) WA
L7z,

T BOURNERT VvV AREHEER S — Y (W260xD380xH180 mm) | B4y it#
WERT VARG HER 77— (W165xD300xH150 mm) Z4#F/H L7z,

b LA T R EARE TR R OB (T RIS 28 UL B0 P03 2 Bl O TR LTz,
ShiZ, M EFATEN LB EICHRETIRICO R LT, BER, Fr—VROT v
I, BESURHCEM LT, E£72, 3774 MEE (1, 7RO 14 BREIRER) 2oV T
H=ICHT ORI T v 7 2B LT,

FEHIETER MF (2 y MBS 140411, FV = 2 NVEERTE) %, KEKIZA BEH
EARTEAKITHRARKRIR CTOEBIRED 3~5 ppm £725 & 5 ICREEEZR T MY v A (K=
=T v I R) BEMLIKE, TR ENEBERS 2, FERUHEERSEMIIS— 2
L—7WE (121°C, 30 ) LizbozThEhEA Lk,

FEHT, BET N DIRAIODITT —F 2 AF L KEREREFESWEREEO 4
BIROEEOELMEIRE] (1979) 22510, YHBER CED - EEENTHE L
EHERLI-ay NEER L,

BOBLKICOWTIE, BEEBEE O DKEEBICET2ES] (BEEXEHESE 101 8)
ICHERL LT KR E 24 2 BIOEETER L TR Y . BUARIICAE L REEER O
HICREEERE TICAF LIERERRED, FESORERZE-LTWEZ L 2R L,

15. B F 1k
151 HBHEOREAE
AERTERBR L LT, YRR T I1,2-Dibromoethane D5 v MII3IT 5 7 ARIKER
AR EFERER) (RBRES P12-0118, JEGLPRER) 2FEHE L7, AERERRCIEa—
CHTHB LB ER Y, £FE3 050 58O Crl:CDSDYE#ES » MZ 0, 25, 50, 75
KOV 100 mg/kg/day DFET 7 BEIER®RE Lz, ®EHHTII— RS SR OEER
E2ITV, Bk E | BRICHREOBEERNEL T o2, ZORKEE. 50 mgkg b Lo
B CHIROER, 75 mghkg UL EOBTHRERE T, MEEES . RERVHROEES
fi. 100 mg/kg BECHEIRR OMORN A b Z &b b . WERWE LTI L Coss R
THDLERIZ, £z, 100 mgkg B CIIAEHEBICEFENRDLNLE D> b00, FF
IBOE LWERDR S B, —RAICRIBOBE(LATED e = &35, 100 mg/kg/day Bk
DHAET 28 BRRERET D LW CEOEE REEENRIET 2 RSN H 5
EEZ I,
L7zhho T, ARBRTIL 75 mg/kg/day 2 HFEE L, BHEL LT 15 mg/kg/day 28R E
L7z,
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152 BEAERK
WRMEREGHLE LT 2 AREER T o, BEOL 2 HBET IHENBRHERE L,
Flo, BEEMBEEOCEHAERIIC, 1, TR 14 AEREBICHEETI29T 51 FERR
J7ze AT B RERI I REE L B8 T 2.
VT 74 VEOBREHEFOBEROWET —#1x 28 BHEZRSHICED TRV E -1,

. BRERE |RERE %&%ﬁ%%@ﬁ&‘ EULY/
(mg/kg/day) | (mL/kg) | JEEE(wN%) (B )
AR ERS) 0 10 0 4(1 - 4)
AR (7 BREI®E) 0 10 0 4(5- 8)
HExE (14 BRRE) 0 10 0 4(9 -12)
AR (28 &S 0 10 0 5(13 - 17)
BHE (1 E#&E) 15 10 0.150 4(18 - 21)
EAE (7 AE®RS) 15 10 0.150 4 (22 - 25)
| EAE (14 BRE®RE) 15 10 0.150 4 (26 - 29)
B IRAE (8 AEKRE) 15 10 0.150 5(30 - 34)
| mRE (E#&RE) 75 10 0.750 4 (35 - 38)
2| BAE (7 BHRE) 75 10 0.750 4(39 - 42)
EAE (14 BE®RE) 75 10 0.750 4 (43 - 46)
EAE (28 HE®RE) 75 10 0.750 5(47 - 51)
153 #&5&

a) WRYEROREKE OMRE
HEAT T TRBRVELTER, 2 — V2N THEB LERSE T, 20%, a—r
HWEMZTERL 0.750 wh% DWW EIRER B Lz, E5IT, 0.750 wh%DERME
BO—MEZH L, a—VREMLTHIRL, 0.150 wvADHBRMER TR L 7=,
AR LI B RE OB EIRE OB 5 AV B A0 5 8B &R Eh2hh
S L, EBEMERREORGE 7 1CTHET FAHE 1~10°C) THRE L., By
BERITTARE 11 BLNCER L,
ING T ERE LTe B IR E ORI EIR R OBERIT, K485 B ITR STV E R B % (%
BEOORYH L, AFTEE TR CGERLESICHAWE,
b) WERMEIR DREM DR
1.00 ZTr0.0500 wiv%eDHRERMIEIR DN FTIGEHRE CORERS, YRBRRICE
VT X02-0282 THRZu~v v 757 40— (GC) ICX VRERR LT,
WETIRE TR 12 HRICHIE LB ERED, FREESOREREICHN L 1.00
K TY0.0500 wiv% DHEBREIR TENZEI 103% K TN 102% & 100£10% LN TH -7 = &
b, REFHETTII BERETH D Z LR INT,
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¢) BEICAVDEBRMEIROEEHER
AIENCFFRL L7z 0.750 B T* 0.150 wv DR EIR ORRBE SR DR E %, YRBREH
IZFVNT X02-0282 T GCIZ L W RESE L=,
WIE U7 R B SRR E IS L 0.750 100,150 wA% D BRI ER TEREh
98.7%K T} 96.0% & 100£10%LAN Th o727z, BHICHRB & - L HEL TR EICH
Wiz, ‘
154 8 &
1, 7. 14 XX 28 AR 1 |, BHERO®RE L, 851X 9:00~10:30 24T > 77,
REZIIRT VAT =T (FAE) BB FITEERRE (FAE) 2RV, BIEL
TeBRFTDOEEREIZ, 10mL/kg TRE Lz,
15.5 —RRIRARELE
REHMFIIER 3 B (&5, K5ESL~1 FE%, &5 2~6 BEE%) | £E2E
D—BOIRRE B LT,
15.6 FEAE72—fRoRBEI SR
28 HEIREGHEIZOWT, BEBBENC 1 B, #5ME%ITE | BOHEE TREDEE
BB LT, REBBBROBRIIBMICEHE (REBMEES) BT, B0V 2
wITo T, REBENHBITERVIRE (BERIE) TfTo7,

T=UNbWMY | T—=VIZFEANTHD, 82— DR Y K4 ToRs (K
HI RO KR LB ERUHE) &, 2a7 ) v 7 ETHE
BRERCERETORE, FE0RE L', BOBENRUOKE
HAD . KEROHECR (BH., BRROF T/ —¥) | BROR
H GRR, REREHROEARE) . MERCOWH OFEL B
B % 90 cmx60 cm DEERE FIT 1 2RI E 5 4LUR) B &, B8,
TV —FRNTO | FEE, MR, SHITOREE, IRGEASE. EE - 85 - K, ¥RT
TR DOBIE BRVEETHORELBE

1 oy OPEEES (FEOHK) RUOBERESR RO7—L#) Z2HEE

FlZ L o TDEE
A = A

-12-
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157 HERE

28 AR EEICOVWT, &5 4B (8524 BH) K1 E RROEBEZRE LT,
RGP R ORI FEA 2 — R BB & MARICRBREE DS B T & A2V REE TR LTz,

BRERTRY 3 om (2R — N OBEIE ST A BBRF L E0OR

B R 2oy v ecmm
B R |BECEEBRL LS OREE AT Y v G

BIGHE | A B |BEAYITRO 18 BREBAZEHRAL L ORGP EE
B |IB2FCE 7%, BHICHEY T LXORIGOFEYELE
R 930 om DB SH D, BMOEEE R LRIETHEE L &0
EmRE | BERSORELBIE

= % BIA—F FGC2 (AA4T 4 R) ZHV, BIERORECEA% 2
EHIE L, FEMECEHME

7 v FEBEREERE ACTIMO-10 (3 vF7 /) 2AV, 8
BHRIEE DEBEZ 1 B (10 2R T 6 @) JIE L, /IR (42.6 cmx26.5
cm OFFH & HEHE S cm BIFRCTRAE) 2880 - - B CIAE

15.8 AFEAIE
EFNZONT, EFLILRE (PRI TR) 2RV, TROBICEERZRE LE,
- BT H
- ®&E 1, 3,7, 14, 21 RKU'28 HE
- FRBRMHOME R (WEEEDO O, BAIRE)
159 EEEERAE
7. 14 RO 28 BRHESHICOWT, EFEMFRA (P 1Y ¥2) 2EV, FEOH
WCEEEEERE L,
- BT HOKREER
- ®E 1, 3,7, 14, 21 RON28 A BORBEERE
BE7, 14RO BRCHBHEENTRICHELZBR L, BAROREESHIE L,
RE L AREE L REERNLFRERMTO | BYEHBEEL RO, 2B, Z£HEH
ICHERZAT DBMIC OV TR DA 2 JIE L, SO TR NG EORE X Th 2

27,

-13-
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15.10 JRfEZE
a) B R

28 HFREREICOWT, #&5 28 B B OFHKIZ W 150xD 200xH 263 mm D EABI4H
FVICEERE L. BEEFKKOERERETER £ ToWN 16 BREOERER 25K
L7,

b) REEBRUFHE

BRI L= EBEREAVKKROERE ZRE L, 28, RICEIEBREL VS HERY
BRELKR. BREHTHERDE ORSICEE L ERRBO N2 o Tz, &
RAEHICOWTIIREZ TR Mo T,

H E RS B
& (Urine volume) ARV UL L BEHE —
78 (Color)
%Y (Turbidity) RIRE B
REFHE (Uosm) KRETE A
pH
ZH (Protein) BRI
7 b (Ketones) RBRIIETTAT 4 v 7R (=2 | —
¥% (Glucose) VR) EEFR)
1M (Occult blood) '
FRULE (Urinary sediment) Sternheimer 2575 B

FER#EE A BENRZEEF OM-6040 (7—2 L A)
B: VAT AEMTRIBEE BX41 (AU 2 %R)
15.11 MRHRE
a) BRIk ORERE
FRBHICOVWTEKRERDOFENOER L, BH (AL 16~20 RRIH%) |
CO/O IBREMN A (COx0 BEt=4:1) BRELT CHMABRNOKREDOLIBVERLL, &
ERREZER Uz, 2B, 3774 MOV TIRIMEOREHERII T R o T, &
7o, 28 BB EEICOVWTIE, N7 AP—V RNABRME (BARZ by -S4 vy
YV) ERWTIMKRZ R UEENRFI L, SR T 2 BELL 3B, 20°C T 24 iR
FLl, TDH, -80°C TRE L., FIA T4 XeRE L CEEMTMEHFFETIC %

f+ L7,
RERR YERIG 1
P EDTA-2K #RIEEM A SB-41 (7 v F&EB G008, A X v 7 R) TH
i U7z ik

K AAVBE=TFT RN U LTZAKFIY (vy hEE CTR6101, FdtHisk L)
M #f | D32 wN%IKEIEE 100 L FIN Uiz A T 2 BERBRE CHRm L 38 DAy
(3000 r.p.m.x10 mins) L C/&7- M4 '

m ¥ | AT ARRBRE TR LiE 04 BE (3000 r.p.m.x10 mins) L THE7zMiE
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b) MEZFAIRE

B10-0118

kR OnEZAVKREOEE ZR/E Uiz, 37 74 MEHIOWTIET e hrv Y
RERI R OVEMEALH Sy F r Y RT T 2 F VR OBIE I TER» oz, Eiz, TR_TDIHE
BICOWTHRRIE TE e, @l AV BHRERIIER L ot,

H H 5ok K2R
FRILERER (RBC) AR EFAR 5
~NES B VEE (Hb) VT URARNES BV
RBC x MC
A~ R Yy ME (D) S
SELFRIMEREFE (MCV) R B AR
Hb
TEHRMEA~E S 0 eV E (MCH) ox10’
\ NI P 10° C
EHFRMERA~NE S 0 B EE (MCHC) RBCx MCV
M/ ikEL (Platelet) FEARBF AR I
MRIRMEREL LR (Reticulo) | RNA $fufa ks
HImEk#E (WBC) Za—% A F AN —iE
HIMEKE 2% (Differentiation of leukocyte)
FFHEK (Neutro) . U ¥73%kK (Lymph) .
SRR (Bosino) . APHEIEER (Baso) TRV A R AR R
B (Mono) . KAGEGEER (LUC)
Zu bhu B (PT) R LA
EMELES b e v AT T AF B (APTT) Bk EEZS (LR A 5 D

BRAEFRE CIZiX4Mm, DICiXmEs A

RS C REMEFEREEE ADVIA120 (3 — A R)
D: & BB MK EEE R ELER STA Compact (W= « FAT V) AT 4

v 7 R)

-15-
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) MEA(LFAIRE
MEZRANTERROEBEEZRE Liz. V7 74 MEIZOWTRET AT X VBT I/
NGVARTZ=2F—8, TI9=20T I bV ART=T—B, TADIMT R T 7 F—
B, REER, /LT F=VRUBE VAL EVEZREL, ZOMOEEITHIE L)
7o

H H 5% Hhar

Tty TYRT S RTEIAT =TT Ly iscc et
T7=VT3/) A7 =25 —8 (ALT) | UV I ISCC (kxR
ThAVEET+ AT 75— (ALP) p-Nitrophenyl phosphate &
2>z A7 5 —+F (ChE) Butyrylthiocholine iodide &

. - . R . L-yglutamyl-3-carboxy-4-
FINE N NTURANTF S = (rGTP) | 18 LN

@=L 25 m— (T-Cho) COD-ESPAS ¥ E

- = —
M2V R (TG) (;Pg ESPAS 7' J & wm — /L
RFEFR (BUN) Urease * GIDH &
7 V7 F =2 (Creatinine) Creatininase * F-DAOS {&
WEBE (T-Protein) Biuret &
77 3 (Albumin) Bromocresol green 15

Albumin

A/G Jo (A/G ratio) T - Protein — Albumin T
Mm% (Glucose) Hexokinase * G-6-PDH £
Beyrey (T-Bil) BERIE
#RARITER (TBA) BRVA 2V 7 E
Y~ (IP) Fiske-Subbarow %
J1v 0 A (Ca) OCPC ¥£
FRU A (Na) Crown-Ether [EEE:
BV A (K) Crown-Ether JEEMRYE F
EFR (C) MO &k

Rt B E(FBENITEE 7170 % (B Z8UER)
F: EfEELHTERE PVA-EXTT (A&T)

- 16 -
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15.12 REZERRE
a) B
FRBRFICOVWTERKRE R OB R OWT b ERM%IC, 8% EERER?> S Hun
LCREFLSE, R, BAALM, KT, HEE, Wik, BEEROEBRIEL ZORNFIZD

WTHIRRIBIEZTT o 7z,
b) MREREE OHREEENE
(@ Y771 bEE
1, 7RO 14 BEREHIZOWT, HRFIZKROSRE - B2 ER L,
5 B FRE - AR
THILER R JFF g
D - EH Lol
W PR 2R B g
AETEERHR FERL . REE L MEIERINIER, A IZERT SRR
| PR Jiei* (KM, MR OREE&Te)
EMmERR B CRBRE) . g, Bapr+
NI TEE*, R (ER/NMEZET) | BB

FORBRES O [*] 24 L7881 BERSUIRFRICEE T iNCBEF KRB (F
VRV DR) TEEEZHE L, Bl BREROWEE EERIIELE 2RI ICRIE L.,
EROEHEEH L, BIBIIEREE O THE Lz, HFREMSIBIXRED—
MEZOTHUE Lz, FRIMZEB/MEZE D TEED b OB TIT 10% P HERE
Bw ) ARICRIEL, BH, EAOELRXKEPOOM L CTERRZAELE, BEE
ERELEHEICOVTIE, BHEICHELGEZRICHENEERDEH L,

-17-



(b) 28 H R 58

B10-0118

FIRFFICK R ORE - BT R L,

o B RE - R
RRUETER KE. M
s HTR, B, B (HF2HEBrLER. M= VIRE2ET) |
FEERR. FThE
O - MER Lofig
— FERL . FER L, BEEERISLAR*. ERIZERTIZER.
B (BEREET)
FRFER Jpix (KB4, DMEOEESTe) | 86, LB
BRE (RERE) . KRG Y o5, BRIEY /<86, Fige,
EIMERR
60 g+
N WHR TEAE*, BRI (ER/MEERED) | BB
AR ARER
5 - BHR BHf KBRS . B (KBEE)
g - fTR% | ®ig

KR OBERE T 10% AR E RV~ U VIR EBEABICER L. B R OUEIT 10%
FHERE S~ ) VIREEA L CRRICEE L%, NEWEKERE L,

FURBRIASI D T#) &4 L2288 B 1, BERSUIRFERICEET 2 BICETFRE (B
WEIDR) TERZRE L, B, BEROWER LIELRZR 4 IZHIE L,
ERORFEEM L, BIBIELEEZE LD TRE Lz, RN IBIRED—
HWea»TRIE L, BEINEERZ SO TRAMEZATRHELTERL, E£%
HE L, RRBIZ LR/ IMEE & O TEED b OBEETIT 10% TS E R L~ ) v
BICIRIEL, B0, EA0ELZEENOHMLCERZRE L, EEZHIELE
FEICOWTIE, S BICHE L AEZRICHENERLEN L,
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c) MMOEER MREE

EHRLUHE - 8. DUTo X CEERRE L,

Figis, EEBZRER, MUEEOFREM»D (FINRMA & Z DO FRHA 2 s S BRI

B2 T) 2~3 mm B0 4 ERR L, BEFRAEBMTAICHE L, 2KTHoD
HEN1SgUTTHD Z L eMR%E. TN THERD 5 &L, LD RNAlater® (Ambion,
Inc.) [CRES VI, 1.5 g 2B DR QITMMA OFIH 2 YR LI Lz, AEIKS
%, -80°C CRF LT, SMUEZEDBRETFIRBLEBAAT HIA ORBE OB D 85 R VB
D DEZE 10%FEBRE SV~ ) VKR TEE L,

FigE, £ 4 ICEEEHIER, Eﬁ@*%%#%%ﬁ%aﬁlou%%14~s
mm BOMMBA ZHB Uiz, HBRA»OHEEZBRVBRWE%, ERTIoLl, 0%
18 3 mm DIPNIZHIED L RNAlater IZBIE L7z, 78D O¥oh HIEE, BIENE, SIEI 8
EOREZZTTHU 7Y 7L, FREH RNAlater ([ZBE LT, B Y OSIEKE
%, -80°C THRAF LTz, ERIX 10%HHBES L~ ) VIRTEE L, B, BT
NBDHITRRPIBD DNIZHEIL, REWE 10%HHEBERL< ) VIRCTEEL, K
SR % BAn T FE B BT I O-80°C BERAICHEL LT,

WERIT, EAN4CERRHESR, ARE 4 5L, EEA 0¥ % RNAlater 128
Bz, BY O¥EGIIKEE. -80°C THRE L, EAIREET Yy N VIETEEL
7o

BRLEET, EEZAIER, EALVEETE Y MY VIRCTEELE,

BEEERINRIL, EERESR, EF T L, —F5% RNAlater \ZBE Lz, BYIT 10%
HEARE R~ ) VIRCEE LT,

Biid, BEEZRER, KB LEEAZDI— (RE ) —N 7 aadi b EREA
=6:3:1) ICRIR L7, KT TSRS 5 L7, BATE ) — e Lz, &5
WK TTIRE D LML, 1 HEBEIC2E, Ry ) —AeXHB L, KETT
—BEIRE 5 Licth, KT ) —VEBELEL 4°C TRE Lz, 5 LREHIERA
Al RE L CHRRBTREBICEMN L,

TEET, EERRER. RNAlter I[ZBH L7z,

MMWW;Eﬁbt%ﬁ%MMMWw%ﬁ%u&ﬁé%étbAWTCMﬁ%M%
L7128, RNAlater \CRIE S B2 E £-80°C THFE L., R4 74 R EAH L TLeMT
MEIFRFFERTIC AT Uiz, -80°C ARSIRTE L7 RRIC O WTIE R A 7oA A2 FEE LT
B RMETE R FERTIC 2 LTz,

TOMOZFRE - HRRIL, 10%FHEEE SV~ ) VIECTEE L.
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d) JREMERFENRE
(@ 751 MR
1, 7 & 14 BRSO BREROEAERICOVWT, T, BIR, B, &
SRR, BRE (RERE) | R OBRD RS 7 4 L ABEETE A 2/ER L, ~~< k
TV 2A Yy (HE) Efath, RFEMENICRE L, B8 REEE) 139
Y H LATC 10%8888 « /b~ U ARIC X BHIR BT o 70, Fi2, 7RO 14 BEHRS
BOFBICOWTIE, BARR CHBYEOREIZEE LB bR Rbhi=n,
ERERIZ OV T IR EORE 21T > 72,
(b) 28 H & 58
MBBERVCEHERICOWVT, MEOTREAEZBRODTER LT TOERE T
RRRDNT 7 4 L OIEEEI 28 L, HE 1ot HFBMENICRE L, B
FOVERE (RERE) 13800 H LATIC 10%8588 - &< U VR X AR 2175 1=,
Lo FIBZOW T A EH CHBRYE OB S ICEE LB bR Rbhiz iz,
ERERIC OV T O IREER R E 21T o 2,
15.13 #EEHFEMFE
HE, FHE, B, BREHR, MKEORE, MIRELEHRE, RE. RESTE
EUOSEEROBRRICOVVTIE, Bartlett ¥R K 3 ED0BRE LTV, S%E AR TEL
BB DB AL, Dumnett I L BRERIT o/, SHENRD bNARVESIL
w37 A b U w7 O Dumnett HEIZ L DREEIT o 7z, PEEEE (Eo¥) ROBEREE (R
DT —=NE) 137 V%7 A N Y w7 O Dumnett 3:12 L AHREHR T o7z,

16. RBAEOEBREICHELRIE L L BOh 2 BEER R ORBREEEN b O

ARBREOEEMICHER RIE Lz Bbh 2 BESERE K USRS EE) S O %I
B0 T,
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17. R AR

17.1

172

17.3

17.4

17.5

17.6

17.7

—f%IREE (Table 1, Appendix 1)

75 mg/kg BECHRBEAS 13 B, BHREBHET (BREE) 28 16 51, FROREs (BREE) 23 9 41,
HER2Y 10 B, PR 2 LR ROOEBEOBENLN 3 fITHRESh, BREHET
3% E 1~3 B BICBRASURENICR® biv, —BiE%k L%, #4526 A BKRICE
BERE LT, METREYE 2 bHENUIMEIC A S, REEKOEME &bk
BRRBER T 2HEMARD bivioidd, #45 10 B HUBIIRSEANCRET 56 H 2
bivic, FFREIEA . FIREOWRIIEZS 1~2 B BICBERN IBROIcEE Iz,
BROCABBEOHENIEE 20 B BORICHERA LIz, 15 mgkg BETIEIER 9 flTRH S
N, MEEITIRE 6 H B bESEMIIMEERICA b, REEROBEME L bICRKER
RIPER T 2EMPFRO bIziZdy, &5 14 B EUBIIREEMCRKETAH LA DN
7o XREICEFEIIED bR ho T,

Al 72—MXIRRE (Table 2, Appendix 2)

PR E R B CHEEHE R OHERERICAEREEIRD bivieh oo, o sEinE
LEBIZRBWTL, 75 mg/kg BECHRE 3 BB ICHEED 561 2§, #5438 B ICHEEN 3
BNTH DALz, 15 mg/kg BER OSSTRBEAICERIIZRD bhano T,

BEREMRZE (Table 3, Appendix 3)

BHRMEREHTRCEERERIIRD b P, FNEREICB T bR E RS
BEURRBECEFIRD bNRhol, BFEHEICBVTE, 75 mgkg BTHE 10
~20 T ORFRETHER 60 S OEFHIERRBEN A b, 15 mgkg BECH B A EBNIT
B bR hoT,

f& E (Fig. 1, Table4, Appendix 4)

R ERSRCABREHIIERD bhikholz,
#REEE (Fig. 2, Table5, Appendix 5)

75 mg/kg HTHEBERETEIIRD 6woerb>ofcyb§ &5 3 BBIREMRER GFREO
91.5%) BHbiLl, 15 mgkg BICHEERLENIER® bivieh oz,

JR¥ZZE (Table 6, Appendix 6)

PR ERERICRER OREBEDEEREEIA LN 2T, ZOMOBREEHE
TiX, 15 mgkg H#ETEB (3+) 235 HIF 1 fllcH BRI, 75 mgkg BER O REEIC B E
IIRBD bR oT,

MEARE
a) MIKFAIRE (Table 7. Appendix 7)

1 E#REHICRN T, 75 mgkg H#THRRER ST FREROEEREE. U oS5k

HROBFREREEN L, 15 mgke BICEEREEHIIRD bhikd oz,
7 B SH TSR TR EBICEEREHIIRD bhianoT,

14 BRHREFICBVNT, 75 mgkg B CH/MREDOEE 2 EE., FBEREROFEE
ERH LN, 15 mghkg HTIXBMREOFERBEER A LIIN, BEREERZN
DL BERENEHEE X,

28 BREREEEICBVN T, 75 mgkg BETAEJ 0 BB E (HD)  EHRMERERE MCV) .
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FEIRMERA~E 7 m & (MCH) R OMBRFRIMERE LR OF B R EE, BlkE0A
BREE, M/MEBOBEERNA BN, 15 mgks BICHBEREBIIRRD bhiado
770

b) MKAE(LFERIMRE (Table 8, Appendix 8)

1E, 7%k 14 BRREHTIIERDERERICEEREDHIIRD bhvkhoTz,

28 BT ERIZRWNT, IS mgkg BETT 92073 ) bS5 vR7=25—F (ALT) .
pINVEINETUARTFH—E (3GTP) , WV U ARVEEOFELREME. REZE
% BUN) . Z VT F=UROT N U AOEBRMEENRH BV, 15 mgkg BETIdE
ROFBLREENRAONTIEN, 2V V= XT 55— (ChE) DEBRIEERL b,
723, ChE OEENIAEERFEN 2N LN L ERNEERN L E 2 7,

17.8 REFHIRE
a) #EERE (Table9 X110, Appendix 9 % T*10)

1 Bl 58 ClIgBR Y E R 5B ICE B R EENIIRD b d o7z,

7 B RGN T, 75 me/kg BECHIBMOMMNEEDOE B2 EE G RBEED 123.4%) .
BROEMEROFERBME HBED 114.6%) BA 5N, 15 mgke BICHEREE)
RO bR Tz,

14 BEREHIBVT, 75 mg/kg B CHIBOES R UMM EROFEREE HRED
129.6%% T} 134.0%) 3% bz, 15 mg/kg BECA R ALTENTRD b o Tr,

28 BEIRGEHIB VT, 75 mg/kg B CHIBOMEN R UMM BEEREOFE L BE GHRED
154.0% % T 167.7%) | BIEOHEMEEOCHELBME GIRED 119.0%) BBd bz
(2>, MEERSAEIMEMEM R GHREED 91.5%) &R L, DR O IZERT ST OMa st
EBEORBRIEMERS LI, 15 me/kg BET b AR B A BEANMBMEMA (RHBEED 95.9%)
ZRL, DIBROEIERDOFERBENL L,

b) # #& (Table 11, Appendix 11)

| Bl 58 TR ER SR OSTRBEICEE IR D Dol

7 BRREEICRWVT, 75 mg/keg BECTTFIBROELRD 4 Gl&FcH bhiEs, 1 FT
ERBROERR OVBEIER L BT, 15 mgke BER O REIC BRE 330 b
D7,

14 AR ERERB VT, 75 mg/kg B CHIBROBERD 4 BIEEIC % bz, 15 mgke B K
U REICEFE IR bhed oz,

28 ARMEREREB VT, 75 mg/kg B TR 5 BI26], FFIED 5 AHR 1 ok
bhiz, 15 mg/kg HR UK REICEE IR b orz,

©) JREMRFAMRE (Table 12, Appendix 11)

1 E#FRERICRHN T, SR CBIROBESIF OB 5 Flh 1 fllcibini=n, 75
mgkg HETIIEEIXRO b2 o T,

7 BRIBRERICE VT, 75 me/kg B CHIBO B/ IMABRBR L 2 £F 5 UVE AMERFHIRD IR K

(BREE) 25 4 BIEBNCFRD bILIsiEy, FFIBO/NAZEED 1 6], BRI M R
RUOERIERD 1 lIch bz, 15 mg/ke BECIIATIRO IRRMEATAIIQEESE (8RE) 23 1
BlicH bz, MRBETITRBOBENHER ORI T OIS 1 Flici b,
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14 BEREERVT, 75 mgkg B THIROB/MEBRBRILZ £ 5 OVF AMEFBIRIER
(BREE) 2% 4 B 3 B, B/ MEBABRIL R O b W BEFEM 24 5 OV AMERFRRRRAE K (8
EE) A1, REMEAFAIIREE BE~TEE) MN36ICRDbhizigds, BROME
S EEDOERN 1 BICH B, 15 mgkg B CIIFFIRO B BMETHIRAEESE (BREE) 25 141
WCH bz, XMRETIIEFRERFRED ORI o7,

28 ARG T, 75 mgkg B TR/MEFIBR(LER O b D ITFEMEZ S O EAME
FHRBRER (BE~HEE) RSHLF, 7R b=V R (BRE~FEE) K24, BE
PERFRERQEESE (BRE~FEE) M2 5RO bNIEh, FORBMEREN 1 4], FEHE
FEOREIMED Y N ERREN 1A, FRBROMEBEEEN 1 FlIcA bz, 15 mg/kg B
RO BREICREEIIZRD bhkd oz,

18. & £

WRMEIL, H YD R OENA, BEDEEE. FRAREESULASE LTERSR
TWD, EBRAEICOWVWTIL, b NTIERFTLREERLNELN TRV, Ty FE2AV
RN AMERBRIZE T, EETHE ORI ERB A, BECTHENE, M CIFHENA LS
¥ L7z (NCIL 1978) &5y BAREICK D <= U X OMERECHIEE, MTAEOYLEE, A8
- THIBEOE OER, RAIXKBICI VvV ARDT v M CTEEDBRER N A, LERE,
LEEE, RTOMEREE. WEE, 7y NCHRERALNZZ Lhb, EREYWTIT
T IREERA R/ O TV D & U TEHENAPFEMES (International Agency for Research on
Cancer, IARC) DOFEMBAMFFMTIZIZV—7"2A (B MIF LTRSS EBRAERD D) 124
HEnTWws (IARC, 1999) . —fEFBHEICOWTIX, T v bRV 6 BRIREIR D& 5E
PR CBEMERZERR) [TBWT, REHE»D 8 B E TIC 100 mg/kg BED MR
TN S B 1 IS LciEhs, EEEMAME RS b (NCL, 1978) | HED F334 5
v MZ 40 X T* 80 mgkg DAET 2 BHAKIROESE LZRRTIX, BRAERD 50%0814
THTE OHIEREN S bz iEh, ATELFRERENERLEZEHREShTVWS (US.
EPA, 2004) . ARRIZEWTiL, KBRWEREICL Y FFB~OFERRD bR-IEN, §
FEIEAOFEMEZ R R ABA b,

FRIgIz 3 28 E LT, 75 mgkg BITBWT, 7 BREIBEE» DE TS EREDS
B N AERAIBER 3 A4 b LT, TRERMEREAORE CIX, 7 R UV 14 B R 54 108/ ME B
b2 fE D OV E ABEIFHIZIER, 14 RO 28 B 5%/ MERBRIE RO b W i FE ML
D OV AMERFRIBEIER 23588 D vz, FRRRRIERIZZ /37 AR DEEIN % R 31/ IME R B
L& EYRBBEROFTEEEZEZOND bV TEEEZ - TV e b, FFHAOER
HEBPRLICTTELTZ b D BT, LHrLAaRs, 14 R 28 B B 52ICIRB T
JREEFE DO FFHFIF DM, 28 BHHFERZICT R b= ARH b, MIEELFHREICS
Th 28 B EHIC ALT K O%GTP OFERA bNT=Z b, FFROEELAE LT TY
e Z E BRI NI,

BEHIBFIT 15 KTV T75 mgkg B CEE SRR, RO X 5 [T E A~ DR
B E R T AN HE I TND Z b, HEBRWE OREERIEME 2 R4 2 fERC
HBHEEZT, Tz, MRFEHBREIZBWT, 75 mgkg BT 1 ERV 28 BREREBICAD

-23 -




B10-0118

N BIMERECUIF PR RO EME, 14 RO 28 ARFRERICH BRI/ IMEEOEE, 28
HE&RE#IZH DT Hb, MCV RO MCH OEEN S, BREOEE & Z ot 5 18R
RHHMIZ X B/ REERAREREMN LN N, SR TRBEBICERIIMERTE o,

FEHMTICBE SN BRERET, REED. $IR, FR. &R0 EABEOERL
WICBEEOREIZ, —@BETIEH 2 b OOFEE N ERE~DEEREL R LD L
Zz bz,

BEHFAF IIE B EH B TRICA DN 20O EiZ, AEEFEMEORWEEThH
5T L, MICEETIEMNRBOLNRNI L, NITHRBERE L LTHRISNAFAT
HDHTLEND, ERYERS LIIEEDRWELEE LT,

UEDLBY, FRBR TIIHEBRMERSICL D FIR~ OB ENED biL, BHE~D
RIBMEZ R T DT RO B b, EOMOELERTR, FHEREEA, O MER, WRER,
AFEERR, EMRR, BEE, F - BER. LWR~ORBIIRH S o7z,

19. ZE I

IARC (1999) IARC monographs on the evaluation of carcinogenic risks to humans. 71, 641-669.

National Cancer Institute (1978) Bioassay of 1,2-dibromoethane for possible carcinogenicity.
NCI-CG-TR—86.

U.S. EPA (2004) Toxicological review of 1,2-dibromoethane (CAS No. 106-93-4), EPA/635/R-04/067.
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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 S8 S5 ss
179 17 17

No abnormalities detected 17 ' 8 1
Salivation 9 13
Decreased spontaneous locomotion 16
Decreased respiratory rate 9
Incompiete eyelid opening 10
Lacrimation 2

Staining around nose and mouth 3

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

-27-
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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)

B10-0118

Removal from cage

Ease of removal

-2
-1
0
1
+2

No reaction

Very easy

Easy (slight resistance)
Difficult

Very difficult

Vocalization

0
+1
+2

None
Vocalization during handling
Continuous vocalization

Handling obsevations

Muscle tone

-1

Decreased
Normal
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

Exophthalmos

Absent
Present

Pupillary size

Miosis
Normal
Mydriasls

Salivation

Absent
Present

Secretion

Absent
Present

Observation in arena

Posture

of+ i+ s |Kokl+ rf+ |+ tf+ i f+ o+ |+ |+ |+ |Xo

Normal
Crouching position or hunchback position
Prone position or lateral position

Motor activity

Significantly decreased
Decreased

Normal

Increased

Significantly increased

Respiration

Normal

Slightly insufficiency
Moderately insufficiency
Severely insufficiency

Lid closure

Absent
Present

Gait

Normal

Staggering gait

Tip toe gait

Shuffling (paralytic) gait
Gait disturbance

Tremor/twitch/convulsion

None

Tremor

Twitch or convulsion

Systematic tonic convuision (opisthotonus or episthotonus etc.)

Stereotyplc behavior

None

Circling
Grooming
Sniffing

Head bobbing

Abnormal behavior

44<3H0w0 T0e0: |EHhEol8vHn |+

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocalization

Straub tail

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 week 1
Dose (mg/kg/day) 0 18 78 0 15 75
Number of animals 5 -5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 0 2 1
Fase of 0 5 5 4 5 3 4
Removal +1 0 0 1 0 0 0
from cage 42 0 0 0 0 0 0
0 4. 5 3 4 5 5
Vocalization — +1 1 0 2 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
temperature + 0 0 0 0 - 0 0
Plloerection _; g g g g g g
Staining hair ; g g g g g g
Unkempt hair _; g g g g g g
Paleness ; g g g g g (5)
Handling - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
Cyanosis _; g g g g g g
Lacrimation ; g g g g g g
Exophthalmos : > > : : >
-1 0 0 0 0 0 0
Puplllary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Salivation ; g g g g g g
Secretion + g g g g g g
0 5 5 5 5 5 5
Posture +1 0 o] 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 4 4 4 5 4 4
+1 1 1 1 0 1 1
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
Resplration I; g g g 8 g g
+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
N GD 0 0 0 0 0 0
Observation 0 E 3 g 3 3 5
inarena  Tremor/ +1 0 0 0 0 0 0
bwitch/ 2 0 0 0 0 0 0
convulsion +3 0 0 0 0 0 0
- 5 5 5 5 5 5
0 0 0
Stereotypic g 8 0 g 0 0 8
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 g g 8 g g g
behavior W 0 0 0 0 0 0
\Y% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.2+04 0.6 £0.9 0.2+04 0.2 04 0.6 £0.8 04 £0.9
Urination ® 0.8+1.8 4,0 £5.7 1.8 £3.0 1.2+1.6 4,0 +3.1 0.4 +0.5

a): (count/min, meantS.D.)
* . 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 detalled clinical observations

Male
Dosing week 2 Dosing week 3
Dose (mg/kg/day) 0 16 75 0 15 75
Number_of animals 5 5 5 5 5 5
-2 0 3] 0 0 0 0
-1 0 0 0 1 2 0
Fase of 0 5 5 5 4 3 5
Removal +1 0 0 0. 0 0 0
from cage +2 0 0 0 0 0 0
0 4 5 5 5 5 5
Vocalization  +1 1 0 0 0 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
Subhormal - 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
- 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
- 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 oddening | 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos N 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 2
- 5 5 5 5 5 5
Secretion + 0 0 0 0 0’ 0
0 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 1 1 0 0
Motor activity 0 5 4 4 4 5 5
+1 0 1 0 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
) +1 0 0 0 0 0 0
Respiration 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
B 0 0 0 0 0 0
Observation GOD g g g g g g
in arena Tremor/ 0 0 0 0 0
witch/ *1 0
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
S S S T S -
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
c 0 0 0 0 0 0
gxg%? R 0 0 0 0 0 0
! W 0 0 0 0 0 0
\Y% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.6 +0.9 0.4 +£0.5 0.4 0.9 04105 0.4 0.5 0.0 £0.0
Urination ® 2.0+2.1 2224 2.0+2.8 04105 12413 0.2+04

a): (count/min, meanzS.D.)
* . 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 detalled clinical observations

Male
Dosing week 4
Dose (mg/kg/day) 0 15 75
Number of animals 5 5 5
-2 0 0 0
Ease of -1 0 0 0
removal 0 5 5 5
Removal +1 0 0 0
from cage +2 0 0 0
0 5 5 5
Vocalization  +1 0 0 0
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature + 0 0 0
. . - 5 5 5
Piloerection + 0 0 0
- 5 5 5
Staining halr + 0 0 0
. - 5 5 5
Unkempt hair + 0 0 0
- 5 5 5
Paleness . 0 0 0
Handling . - 5 5 5
observation Reddening + 0 0 0
) - 5 5 5
Cyanosis + 0 0 0
. - 5 5 5
Lacrimation + 0 0 0
- 5 5 5
Exophthalmos + 0 0 p
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
- 5 5 2
Salivation + 0 0 3
- 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 1
Motor activity 0 5 5 3
+1 0 0 1
+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 0 0 0
Observation %D g g g
inarena  Tremor/ 1 0 0 0
twitch/ +2 ’ 0 0 0
canvulsion +3 0 0 0
- 5 5 5
Stereotypic 8 g 8 8
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
\ 0 0 0
ST 0 0 o]
T 0 0 0
Defecation® 0.6 0.9 0.8+0.8 02104
Urination * 0.4$0.9 1418 04109

a): (count/min, meantS.D.)
* : 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 week 4
Dose (mg/kg/day) 0 15 75
“Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
L 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
. +1 0 0 0
Sensorimotor ) 0 0 0
function Pain response 0 :
(tail pinch) 5 5 5
‘ +1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength | e' (9) 453 £22 450 x 39 440 £ 46
Hindlimb (g) 440 + 36 487 = 14 456 + 27
0-10 (min) 71 +28 105 £ 34 103 £40
10-20 (min) 56 + 35 72£20 104 £23 *
... 20-30 (min) 3224 84 +40 83 +45
Motor activity .
40-50 (min) 45 + 49 14 + 28 3119
50-60 (min) 17 +28 142 43 33
Total 259 £ 102 309 £ 94 403 +69 *

"Approach contact/touch response”, "Pinna response" and "Pain response”;
-1: no reaction, 0. normal, +1: hyper reaction

"Pupillary reflex" and "Air righting reflex"; +: normal, -; abnormal reaction

"Grip strength" and "Motor activity": mean£S.D.

*: significantly different from vehicle control at p<0.05

**. significantly different from vehicle control at p<0.01
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Table 4 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of body welghts (g) : Male
Dose
16 75
(mg/kg/day)
Administration 1 156,15 185,75 165.48
period (day) 5.81 (17) 16,14 (17) 15,82 (17)
3 172,52 171.21 166.93
£6.73 (13) £7.13 (13) +8.63 (13)
7 208,07 205,45 201,98
111,19 (13) 410,36 (13) 15,13 (13)
14 265.57 287.98 26144
+18.00 (9) +17.11 (9) +18,97 (8)
21 326.28 317.16 317.58
+30,16 (5) 21,55 (5) +30,25 (5)
28 374.46 360,24 340.96
+39,40 (5) 23,60 (5) 433,62 (5)

Values are shown as Mean + S.D..

Flgure(s) In parentheses indicate number of animals used for the statistical analysls.
* Slgnificantly 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 B10-0118
Summary of food consumption jg/raﬂday) : male
. Sex Dose .
(mg/kg/day) 0 15 75
Administration 20.26 19.87 19.64
period (day) ' ) '
t 1.22 (13) + 1.45 (13) + 1,683 (13)
3 19.44 19.55 17.78
+ 140 (13) + 1.50 (13) t 249 (13)
7 21.56 21.32 21.59
+ 2,02 (13) + 1,82 (13) + 222 (13)
14 21.23 21.84 22.21
+ 234 (9) + 1.88 (9) + 235 (9)
21 21,10 20.95 22.95
+ 286 (5) + 2.34 (5) + 356 (5)
28 21.20 20.39 22.29
+ 291 (5) t 1.73 (5) + 340 (5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate humber 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-elght-day treatment
ltems
(ma/kg/day) 0 15 75
4.0 4,8 9.0
Urine volume (mb) 2.5 (5) £3.1 (5) 4.4 (5)
1569.8 1673.6 1223.2
Uosm (mOsmiL) £323.0 (5) £742.7 (5) +607.1 (5)

Values are shown as Mean £ S.D..

Flgure(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 B10-0118

Summary of urinalyses: Male

Group Twenty-eight-day treatment

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

sY 0 0 1

Y

YB 4 3 2
Turbidity

Clear 5 4

Cloudy 0 1
pH

6.0 3

6.5 3 2 3
Protein

+ 0 0 2

1+ 2 2 1

2+ 3 2 2

3+ 0 1 0
Glucose

- 5 5 5
Ketones

- 1 C 4 5

+ 2 1 0

1+ 1 0 0

2+ 1 o 0
Ocoult blood

- . 5 5 5

— —— ————————————————————_ __———________]
Color: SY: Slightly yellow,Y : Yellow,YB: Yellow-brown,
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Tabie 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of urinalyses: Male

B10-0118

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 15 75
ltems No. of animals 0 5
Urinaly sediment
Red blood cells ®

0 5 5
White blood cells ®

0 5 - 5
Epithellal cells ®

0 5 - 5
Casts ™

0 5 -~ 5
Crystals ©

+ 5

. Number of cells/10views(x400).
5, Number of casts/18x18 mm?>,

9. Incidence of crystals/18%18 mm?,
—:Not examined.
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Table 7-1 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
. Dose One-day treatment
(ma/kg/day) 0 15 L

RBC (x10%L) ZZ? ) Zﬁ?? (4) Z?s?g (4
Hb (g/dL) 1332 @ lﬂg @) l?ﬁ )
Ht (%) iiig @ 232: @) ii:?g “
MCV () Il;i @ :gig @) :g:?i “)
MCH (pg) iﬁ;’i @ :;gg @ ig?g “
MCHC (g/dL) 28122 4) ig;g 4) igfg 4
Platelet (x10“/pLj lg;?g (4) g;’gg 4) l?ggg O]
Reficulo %) Hew . e @ 108 @
wBC (x10%uL) Iigg (4) :t?:;? 4) l;g:? *(4)
Differentiation of leukocyte

Neutro (%) . ig;g (4) t?gg 0] l:gg *(*4)

Lymph © (%) :;Z? (4) :?:gg ) :g:gg *;4)

Eosino (%) igjfﬁ (4) tg:::; @ tg:gg )

Baso (%) tggg (4) ig:?, @ tggi )

Mono (%) iﬁig @ :l:?)g? ) . i§Z§ “)

LUG (%) ig:?g @ 3:2):‘113 @) tgig? )

Values are shown as Mean £ 8.D..

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

** Signlificantly 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
terms Dose Seven-day treatment
(mg/kglday) 0 15 £

RBC (10*L) 122? @ Z;Zg ) 2232 @)
Hb (g/dL) lﬁii @ l?gcs) @ lg:;i “
Ht (%) iﬁlﬁ @) ig:ig @ :;22 )
MCV (L) 2?:2? @ 22;32 @ :?:gg @)
MCH | ‘ (pa) ZQZE () 2333 (4 ié;g Q)
MCHC (g/dL) iéii @ 23:23 @) ::J;: )
Platelet (x10%uL) 113(15-8/ 4 ligg 4 l?ggg )
Reticulo (%) igg: ) tggi (4 iggg 4
WBC (c10%/pL) jiﬁg @ l;gig @) :122}843' )
Differentiation of leukocyte

Neutro . (%) l;?g ) lg::g (4) lg:g: {4)

Lymph (%) 12:33 (4) | :2:2: (4) :glg 4

éoslno (%) igg: 4) igﬁzg @ tg:zg @

Baso (%) i?,;i? @ 13,;?3 @ ;;;2? @)

Mono (%) co8t @) Bopsg 281 @

LuC (%) iljgi ) :!::):3(5) @ té:;Z @)

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.

** Signlficantly 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
toms Dose Fourteen-day treatment
(mg/kg/day) 0 15 5

RBC (x10%/L) Gif,j;’ @ 1233 ) Iglg @)
Hb (g/dL) g ) lgg? (4) lg;g “
Ht (%) e (4 w207 w13 (b
MoV ) oot @ w14 @ ot @
MCH () iéﬁli @ 18 (4) o2 @
MCHC (g/dL) Zﬁjﬁf ) iQZZ ) :33? (4).
Platelet (ct0¥/uL) 12;22 ) 1:2:3 o) lﬁgg *(4)
Reticulo (%) sodo () 1021 “ o7 @
WBC (x10%/pL) l};gg @ iy *(4) lglg @
Differentiation of leukocyte

Neutro (%) i;l? @) 1222 @) lgg? @)

Lymph (%) Zg:gg ) :1:2 @A) zgg? 4

Eosino (%) ig?g @ :tg:g 4) iggg "(4)

Baso (%) oo @ s008 (4) w021 @

Mono ) so86 (& Jrys g w00 (8

Luc (%) ié::g ) tg:?g @) i;:?? (4)

Values are shown as Mean % §.D..

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

** Significantly dlfferent from vehicle control at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of hematological examinations:Male
e Dose Twenty-eight-day treatment
(mg/kg/day) 0 15 75

RBC (x10%/L) Zﬁ;jj ) Iﬁﬁ:ﬁ ®) EEZ? ®)
Hb (g/dL) lﬁjgg ®) lg:g;s ®) lg:g; 15)
Ht (%) 158 ) " © e @
MoV (i) o 2054 & 14 @
MCH (pg) igjﬂi ) lﬁizg ®) lggg *(*5)
MCHC (g/dL) ot ) 35 5 g
Platelet (A0*pL) l;gj: ) 112:?13 ®) lil:ig )
Retlculo (%) tg:ig (5) tgig (5) iﬁil: *;5)
WBC (x10%L) 122122 5) lﬁiﬁig ) E} gg *(*5)
Differentiation of leukocyte

Neutro (%) iggs (5) lg:gg (5 lg:gg ®)

Lymph (%) o2 6 578 ® e

Eosino (%) ig:gg (5) ig:gi (5) t“ts (5)

Baso (%) tg:?: ®) 1323?/ ®) ié;?i (&)

Mono (%) ﬂz)zgﬁ (5) igﬁgg (5) ig:gg ()

Luc (%) i;:ﬁg ) JJI?E ) i?,j‘éi (5)
PT (sec) 16 ) o5 ®) oy
APTT (sec) et (5) lgii ®) 2207 ®)

Values are shown as Mean * 8.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 8-1 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
80.3 83.3 84.8
AST (i) 15,7 (4) +7.6 (4) +17.3 (4)
37.5 29.5 35.8
ALT (lun) £3.4 (4) 5.4 (4) +5.0 (4)
1051.0 1010.0 1293.8
ALP ) +112.7 (4) +110.0 (4) +345.0 (4)
12.43 12.43 10.43
BUN (mg/dL) £1.37 (4) £1.05 (4) £1.30 (4)
0.158 0.150 0.1585
Creatinine (mg/dL) £0.015 (4) £0.008 (4) £0.017 (4)
0.075 , 0.083 0.075
T-Bl (mg/dL) £0.024 (4) 10,013 (4) 10,025 (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 blood chemical examinations:Male
Dose Seven-day treatment
Items
(mg/kg/day) 0 15 75
773 93.3 85.0
AST (o) £15.1 (4) £15.2 (4) £10.2 (4)
208 32.8 30.0
ALT (UL 5.0 (4) 3.8 (4) 35 (4)
998.0 1063.5 914.5
ALP (u) £280.6 (4) 2293 (4) £122.2 (4)
10.73 10.95 8.90
BUN (mg/dL) £2.57 (4) £1.67 (4) 41 (4)
0.180 0.198 0.163
Creatinine (mg/dL) £0.026 (4) £0.013 (4) 0,010 (4)
0.058 0.065 0.073
T8l (mgfdL) £0.010 (4) £0.013 (4) 40,021 (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 8-3 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
74.3 69.3 71.0
AST (IUL) 6.7 (4) 6.7 (4) +4,9 (4)
24,5 233 255
ALT (uL) 6.7 (4) 34 (4) 4.0 (4)
840.3 886.0 735.5
ALP (Ui) +102.8 (4) £144.5 (4) +118.6 (4)
8.48 8.08 7.80
BUN (mg/dL) +0.85 (4) +2.10 (4) +1.65 (4)
0.195 0.198 0.193
Creatinine (mg/dL) +0.010 (4) 0,015 (4) 0,021 (4)
0.060 0.053 0.060
T-Bll (mg/dL) 0,012 (4) +0.005 (4) 10.012 (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
e Dose Twenty-eight-day treatment
(mg/kg/day) 0 15 75

AST (Ui 2::2 (5 :3:2 (5) i?::g (5)
ALT Uy iy 22 @ 263 ©
ALP (IUL) j?ﬁjg (5) ;ggi (5 -jzg:g (5
ChE qun) 59 ®) r06 (& 457 ()
y-GTP (lun) ig:gg ®) tg:g? (5) t;:; *(;)
T-Cho (mg/dL) ,jg:g (5) 55;2 (5) Jgg (5)
TG (mg/dL) igi; (5) ;2:? (5) iggé 5
BUN (mg/dL) 18‘;3 5) i?:gg ) ;:gg *(5)
Creatinine (mg/dL) 10026 ®) w0149 ®) 0001 *(5)
T-Protein (gfdL) ;SQZ ® iﬁj?ﬁ 5) :tgjg ®)
Albumin (@/dL) o2 © w10 508 ©
A/G ratio ) ig:z;g (5) ig:ggg (5) tg:ggg (5)
Glucose (mg/dL) ligg ®) l?;g (5) zg? (5)
T-Bil (mg/dL) igﬁgfi (5) 182333 (5) iﬁjﬁ?‘; (6)
TBA (pmol{L) ;‘iﬁg (5) :tgj;gg (5) t:g:g; (6)
P (mg/dL) lﬁﬁ? ®) S)Zgg ®) 132: ®)
Ca (mg/dL) lﬁj!i ®) lﬁli ®) lﬁgg ®)
Na (mEq/L) 1:?:? ®) 1:2:; ®) 11?:; *(5)
K (mEq/L) i;:;; ®) :t;:gg ®) :tg:gg *;5)
cl (mEa/L) 122:2: (5) 1:?:35 (5) 132; *(*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 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One—day treatment
Items
(mg/kg/day) . 0 15 75
' 4703 5.018 5.150
Liver @ £0.083 (4) 0.467 (4) $0.254 (4)
Hoart © 0.685 0.663 0.693
g £0.072 (4) 0,046 (4) +0.079 (4)
. 0.693 0.668 0.710
Kidney(R) © £0.068 (4) £0,076 (4) £0.018 (4)
. 0.670 0.660 0.680
Kidney(L) @ +0.068 (4) £0.071 (4) $0.008 (4)
1.363 1.328 1.390
Kidneys (@ £0.134 (4) £0.147 (4) £0.022 (4)
0.665 0.660 0.680
Testis(R) © +0.048 (4) 0.043 (4) $0.102 (4)
0.653 0.668 0.688
T‘°5ﬁ5(") @ £0.067 (4) 0.035 (4) $0.106 (4)
1.318 1.328 1.368
Testes @ 0.114 (4) £0.076 (4) £0.206 (4)
o 0.095 0.083 0.078 *
Epididymis(R) (© £0.006 (4) 0,005 (4) £0.010 (4)
o 0.088 0.088 0.083
Epididymis(L) (@ £0.005 (4) £0.005 (4) £0.013 (4)
A 0.183 0.170 0.160
Epididymides @ £0.010 (4) £0.008 (4) £0.022 (4)
0.078 0.083 0.080
Ventral prostate  (g) £0.022 (4) 0.017 (4) £0.023 (4)
Dorsolateral — 0.078 0.075 0.068
prostate g £0.015 (4) £0.017 (4) £0.030 (4)
1.770 1.755 1.710
Brain @ +0.062 (4) $0.102 4) - 0.066 (4)
Soloon © 0.390 0.390 0.438
P . £0.061 (4) 0,032 (4) £0.067 (4)
420,63 454,70 482.40
Thymus (ma) +46.47 (4) £48.42 (4) +27.51 (4)
- 5.30 5.70 5.83
Pitultary gland (mg) £0.35 (4) 10,65 (4) £0.90 (4)
10.90 9.38 9.93
Thyrold (mg) +2.46 (4) £0.96 (4) $0.71 (4)
Adronals o) 20.28 34.83 34.73
g £1.08 (4) £3.48 (4) £7.52 (4)
. 134,13 137.53 138.60
Final body weight () 6,10 (4) 5,62 (4) +4.20 (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 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-—day treatment
ltems
(mg/kg/day) 0 ) 15 75
Liver @ 6.773 6.653 8.085
g £0.679 (4) +0.588 (4) £0.933 (4)
0.853 0.868 0.855
Heart (©) 0,051 (4) £0.036 (4) £0.059 (4)
. 0.863 0.838 0.980
Kidney(R) @ £0.076 (4) £0.032 (4) £0.164 (4)
, 0.850 0,825 0.935
Kidney(L) @ £0.071 (4) £0.013 (4) £0.140 (4)
1.713 1,663 1.915
Kidneys @ +0.146 (4) £0.038 (4) £0.300 (4)
0.980 0.925. 0,998
Testis(R) ©@ 0,082 (4) £0.118 (4) £0.069 (4)
0.970 0.923 0.983
Testis(L) @ £0.080 (4) £0.071 (4) £0.083 (4)
1.950 1,848 1.980
Testes @ £0.171 (4) 0.188 (4) £0.152 (4)
0.128 0.123 0.125
Epididymis(R) @ +0.010 (4) £0.017 (4) £0.013 (4)
. 0.133 0.118 0.123
Epididymis(L) @ £0.017 (4) 0,013 (4) £0.026 (4)
_ 0.260 0.240 0.248
Epididymides © $0.024 (4) £0.027 (4) $0.039 (4)
0.140 0.115 0.118
Ventral prostate  (g) £0.022 (4) £0.019 (4) £0.033 (4)
Dorsolateral @ 0.120 0.105 . 0.118
prostate g £0.020 (4) $0.019 (4) +0.039 (4)
. 1.818 1,850 1.840
Brain @ 10,045 (4) £0.071 (4) 10,044 (4)
Soisen © 0.570 0.548 0.513
P 9 $0.070 (4) $0.081 (4) £0.147 (4)
519.43 552.40 584.80
Thymus (mg) 69.52 (4) £77.71 (4) £124.28 (4)
. 6.88 6.43 7.13
Pitultary gland (mg) $0.63 (4) £0.46 (4) £0.56 (4)
: 1673 15,33 15.80
Thyroid (mg) £2.29 (4) £1.37 (4) £2.68 (4)
38.88 38.28 39.78
Adrenais (mg) £2.43 (4) £5.19 (4) £4.95 (4)
. 188.45 186.18 182.38
Final body weight  (g) £11.35 (4) £11.23 (4) +16.34 (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.

-47 -




B10-0118

Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen—day treatment
ltems
(mag/kg/day) 0 15 75
. 8.275 9.038 10.728 **
Liver @ £0.875 (4) £0.684 (4) +0.885 (4)
Heart @ 1.018 1,038 1.020
9 £0.059 (4) £0.114 (4) 0,098 (4)
1.060 1,080 0.975
Kidney(R) © £0.100 (4) £0.084 (4) £0.064 (4)
< 1.028 1.053 0.963
Kidney(L) @ £0.105 (4) 0114 (4) £0,070 (4)
Kidnovs @ 2.088 2133 1.938
4 9 £0.205 (4) £0.195 (4) £0.127 (4)
. 1.240 1.158 1.215
Testis(R) @ £0.041 (4) £0.135 (4) +0.109 (4)
. 1.220 1.133 1.223
Testis(L) (@ £0,029 (4) 0134 (4) £0.134 (4)
2.460 2,290 2.438
Testes @ £0.067 (4) £0.267 (4) £0.242 (4)
. 0.195 0.185 0.195
Epididymis(R) (@ +0.030 (4) +0,006 (4) £0,013 (4)
o 0.185 0.175 0.200
Epididymis(L) @ £0.024 (4)  0.006 (4) $0.014 (4)
. 0.380 0.360 0.395
Epididymides © £0.054 (4) 0,008 (4) +0.024 (4)
0.228 0.225 0.215
Ventral prostate  (g) £0.053 (4) 0,069 (4) £0.013 (4)
* Dorsolateral © ' 0.210 0.200 0.215
prostate g $0.042 (4) $0.029 (4) $0.026 (4)
1.913 1.843 1.815
Braln @ £0.025 (4) £0.091 (4) £0.034 (4)
0.600 0.600 0.540
Spleen @ £0.117 (4) £0.081 (4) £0.060 (4)
Thvmus mg) 552.40 675.88 562.25
Y 9 £62.01 (4) +187.99 (4) +67.67 (4)
. ' 8.13 8.40 7.90
Pitultary gland (mg) £0.99 (4) 10,54 (4) £0.75 (4)
. 16.28 16.60 15.75
Thyroid (ma) £1.82 (4) £2.04 (4) £2.87 (4)
Adranals o) 43.38 47.65 45.73
g +7.26 (4) 4,40 (4) £6.83 (4)
. 238.73 © 247.83 230.85
Final body weight  (9) +16.44 (4) 18,56 (4) £14.13 (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 inh rats
Summary of absolute organ welghts:Male
Dose Twenty—eight—-day treatment
ltems
(mg/kg/day) 0 15 75
Liver ) 11.680 10.836 17.990 **
g £1.576 (5) +1.165 (5) £3.207 (5)
Heart @ 1.204 1.176 * 1.138 **
g 0,071 (5) £0.081 (5) £0.064 (5)
1.208 1.288 1.392
Kidney(R) @ £0.102 (5) $0.113 (5) £0.102 (5)
1.290 1.248 1.406
Kidney(L) @ 0,133 (5) £0.110 (5) 0.109 (5)
Kidneys © 2.588 2,536 2798
4 g £0.231 (5) +0.216 (5) 0.208 (5)
. 1,530 1.522 1.382
Testis(R) @ £0.086 (5) $0.178 (5) 0109 (5)
. 1.538 1.546 1.348
Testis(L) ©@ 0.088 (5) 0172 (5) £0.084 (5)
Testes @ 3,068 3.068 2.730
g $0.172 (5) 0,349 (5) £0.191 (5)
. 0.360 0.392 0.328
Epldidymis(R) © £0.021 (5) +0.065 (5) 0.038 (5)
0.360 0.386 0.324
Epididymis(L) @ £0.021 (5) +0.058 (5) £0.015 (5)
. 0.720 0.778 0.652
Epididymides @ 0.036 (5) 0,113 (5) £0.051 (5)
0.350 0.386 0.298
Ventral prostate (@) £0.085 (5) 0,069 (5) 0,062 (5)
Dorsolateral @ 0.322 0.314 0.256 *
prostate g : £0.029 (5) 0,039 (5) . £0.009 (5)
Seminal vesicle 9 0.922 0.916 0.810
g £0.093 (5) 0,120 (5) 10.075 (5)
Srain © 1.968 1.088 1.920
8 £0.119 (5) £0.109 (5) £0.034 (5)
Soeen @ 0.620 0.620 0.564
P 9 £0.065 (5) £0.084 (5) 0,033 (5)
Thymus ng) 500.48 623.94 488,02
ym g +129.38 (5) +144.29 (5) £14.25 (5)
10.22 9.78 10.06
Pitultary gland (mg) £1.13 (5) £1.18 (5) £0.97 (5)
19.62 20.16 19.46
Thyroid (mg) 3,14 (5) £4.02 (5) £1.44 (5)
Adrenals e 51.02 55.24 60.34
9 £6.78 (5) £7.12 (5) £7.61 (5)
354,14 339.74 324.10
Final body weight  (9) +37.77 (6) 21.61 (5) £32.05 (5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses Indicate number of anlmals 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
(mglkglday) 0 15 75
3.513 3.643 3.715
Liver (9/100g) £0.174 (4) £0.192 (4) £0.150 (4)
0.513 0.483 0.500
Heart (g/100g) 0,061 (4) £0.028 (4) +0.048 (4)
0.513 0.485 0.515
Kidney(R) (9/1009) 0.026 (4) 0,040 (4) £0.024 (4)
0.498 0.478 0.493
Kidney(L) (9/1000) £0.033 (4) £0.036 (4) £0.013 (4)
. 1.010 0.963 1.008
Kidneys (g/100g) 0,056 (4) £0.075 (4) £0.036 (4)
. 0.495 0.480 0.493
Testis(R) (9/100g) £0.037 (4) £0.053 (4) +0.077 (4)
0.488 0.488 0.498
Testis(L) (g/100g) +0.051 (4) £0.045 (4) +0.071 (4)
0.983 0.968 0.990
Testes (9/100g) £0.087 (4) £0.097 (4) . #0147 (4)
» 0.070 0.063 0.058
Epididymis(R) (g/100g) 0.008 (4) £0.005 (4) £0.010 (4)
o 0.065 0.065 0.060
Epididymis(L) (6/1000) £0.006 (4) £0.006 (4) +0,008 (4)
o 0.135 0.128 0.118
Epididymides (g/100g) $0.013 (4) 0,010 (4) +0.017 (4)
0.058 0.060 0.055
Ventral prostate  (g/100g) 0,022 (4) £0.008 (4) 0017 (4)
Dorsolateral : 0.058 . 0.058 0.048
{(g/100g)
prostate £0.010 (4) £0.013 (4) £0.022 (4)
1.325 1.280 1.233
0
Brain (9/100g) £0.094 (4) £0.077 (4) $0.076 (4)
0.290 0.285 0.315
Spleen (g/1009) £0.032 (4) £0.019 (4) £0.056 (4)
314.33 330,08 348.20
Thymus (mg/100g) £40.79 (4) £24.70 (4) $20.76 (4)
" 3.98 4.15 4.18
Pituitary gland (mg/1009) $0.15 (4) 044 (4) £0.58 (4)
. 8.15 6.83 7.15
Thyroid (mg/100g) 2,00 (4) £0.54 (4) 031 (4)
21.85 25.33 25.00
Adrenals (mg/100g) £1.29 (4) £2.34 (4) 4.88 (4)
. 134.13 137.53 138.60
Final body weight  (g) 6.10 (4) 5,62 (4) +4.20 (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.

-50-




B10-0118

Table 10-2 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of relative organ weights:Male
foms Dose Seven—day treatment
(mg/kg/day) 0 15 75

Liver {9/100g) ig;jgi (4) 13?23 (@ iggg *(:1)
Heart (g/100g) ig:ggf (@) :1:&3?: (4) ig;g:i (4)
Kidney(R) (g/100g) ig:g?i (4) 1823‘142 ) ig:gii *(*4)
Kidney(L) (9/100g) w0022 @ 0,026 @ 10,034 *(4)
Kidneys {9/100g) *gf,;i (4) ig:ggg 4 13:8;3 *(:1)
Testis(R) (g/100g) iggig @ iggg: (4) :kgggg 4)
Testis(L) (9/100g) igg;g @) ig:gig @ ig:ggg 4
Testes (g/100g) i:;:g?? ) ig:ggi (4) ig:(ﬁg (4)
Epididymis(R) (g/100g) tg:ggg @) igggg @) tg:ggg @)
Epididymis(L) (g/100g) ig:g:g () :I:g:g(e)g @ ig:g?g 4
Epididymides (a/100g) 12(1)‘112 @ ‘ ig:)(z)g 4) tg:jg @
Ventral prostate (9/100g) iggzg @ igg?g @) igg?g 4)
ot @/1009 oot wom@ 007 @
Brain (g/100g) iggig (4 | 1(1)83(8) ) 18(1)1? (4)
Spleen (g/100g) ig:ggg 4) igégf 4 igigg (4)
Thymus - (mg/100g) il?i‘? @) i%gi %) 212?2 @
Pituitary gland {mg/100g) tggi @) ig:? o) :tggg (4)
Thyroid (mg/1009) :I:?:gg @ :gfg @) :t?:g(s) @
Adrenals (mg/100g) ig:g: %) | igﬁgg 4 :zt;:gg (4)
Final body weight ~ (g) l??g‘;’ (4) l??:;g (4) l?ggi 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 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
oms Dose Fourteen—day treatment

(mglkg/day) 0 15 75

Liver (g/100g) ig:ggg @) ig:?gg @ _ t‘o‘:?ﬁ *(;)
Heart {g/100g) igjﬁﬁ ) ig:g;: ) :tg:g:g (4)
Kidney(R) (g/100g) iggﬁ @ iggg? @) :tggzg )
Kidney(L) (9/100g) igﬁﬁig ) tg:gf: @) :!:g:glg (4)
Kidneys (g/100g) ig:gzg @) ig:ggi (4) :tco):gjf? 4
Testis(R) (9/100g) igjgiﬁ ) ig:ggg ) ig:ng @
Testis(L) (g/100g) ig:g;?, (4) :I:g:ggg 4) tglggg 4
Testes (9/100g) 1(1):83: () 182333 2y i;:?fg (4)
Epididymis(R) (g/100g) iﬁjﬁ?ﬁ @ ig:ggg (4) ig:ggg )
Epididymis(L) {g/100g) ig:g:gv ) igjgﬁ @ ig:ggg (4
Epididymides (g/100g) iﬁjégi @ ig:m @) ig:;?g @
Ventral prostate (9/100g) igg?g ) igggg 4 igg?:; @
Dorsolateral (a/100g) 0.090 0.080 0.093
prostate £0.014 (4) £0.014 (4) 0013 (4)
Brain (g/100g) igggi @) 133‘;2 ) fcggig )
Spleen (g/100g) s e @ 10,028 @ w0028 @
Thymus (mg/'1 00g) i?;;: (4) i;gg ) iﬁﬁgg (4)
Pituitary gland (mg/100g) igj;g ) ,tg::g ) ig:gg (4)
Thyrold (mg/100g) ;:?g () :!:gg:; (4) ig:gz )
Adrenals (mg/100g) l?;g “) lggg 4 l?;g 4)
Final body weight () i‘:’Zjﬁ % iﬁﬁgg (4) :232:{152 )

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 10-4 Twenty-eight-day repeated-dose oral toxiclty study in rats

Summary of relative organ weights:Male
ltems Dose Twenty-eight—day treatment

(mg/kg/day) 0 15 75

Liver {g/100g) ig?gg (5) ig;gg () :tgggi *(*5)
Heart (g/100g) ig:ggg (5) :tg..gjg (5) :tg:gi: (5)
Kidney(R) (g/100g) igjﬁff (5) . 18:232 5) iglgﬁ *(*5) .
Kidney(L) {g/100g) ig:ﬁgg (5) :8:22‘13 (5) :tg:g?: *(*5)
Kidneys (g/100g) igg?g (5 igggg (5) ig:ggs *(*5)
Testis(R) (9/100g) ig:g:g (5) 'ig:ggg (®) :tg:gii (5)
Testis(L) (g/100g) Ryt ) 10,050 ®) 10,043 ()
Testes (g/100g) ig?gi (5) ig?gg ®) tgggg ()
Epididymis(R) {9/100g) igjf,?}‘ (5) :tg:;;: (5) :tg::)fl)g (5
Epididymis(L) (g/100g) ig:)gz ) 182);: (5) :tgg?s 6)]
Epldidymides (g/100g) igﬁ?g ) ig:éig (5) :!:(0):2)?2 (5)
Ventral prostate (g/1009) :tgg?: (5) ig;:g ®) igggg )]
Dorsolateral (@100g) 0.092 0.092 0.078
prostate : +0.018 (5) 0,008 (5) 20.008 (5)
Seminal vesicle (g/100g) iggi?, ®) tgz-zlg ®) iggg? )
Brain (g/100g) ig:ggg (5 :tg‘,ggg ®) ig:ggg ®
Spleen (g/100g) ig::;;g (5) ﬂ:g::jg 6) 1822)22 ()
Thymus (mg/100g) lgg:gg (5) 122222 (5) l?j'zgg (5)
Pituitary gland (mg/100g) iﬁgg (5) tﬁ:gg (5) ;tg;: ()
Thyrold (mg/100g) igg: ) :tggg (5) ﬂ:?)gg (5)
Adrenals (mg/100g) l‘;ﬁ‘; ®) 13132 ®) lg:gg ®)
Final body weight  (g) ig;;; ) ZZ?Z (5) igggg (5

Values are shown as Mean £ S.D..

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

* Significantly different from vehlcle control at P<0.05.
** Significantly different from vehicle contral at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations; One-day freatment

Male
Findings 0 15 75 (mg/kg/day)
Ss ss ss
49 4
No abnormalities detected 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%
No abnormalities detected 4 0
Liver
Enlargement 0 0 4
Kidney
Enlargement, unilateral 0 0 1
Pelvic dilatation, unilateral 0 0 1

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
49 4 4
No abnormalities detected 4 4
Liver
Enlargement 0 0 4

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 16 75  (mg/kg/day)
SS sS ss
5%
No abnormalities detected 5
Liver
Enlargement 0 0 5
Whitish region

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) -
sS SS ss
49 4 4

Liver

No abnormalities detected 4/4") — 4/4
Kidney

Noabnomalifies detected .3 T

'CysUOuter‘ 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 '

No abnormalities detected 4/4 — 414
Thymus

No abnormalities detected 4/4 -— 414

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 0 156 75 (mg/kg/day)
ss ss ss
43) 4 4

Liver
No abnormalies detosted .o WAL LI,
Hypertrophy with prominent nucleoli/
epsooyienifuse f 04O
Microgranuioma "+ 04 O A
Necrosié/Hepatocyte/Focal © 4 0/4 1/4 0/4

Kidney
Noabnomnalles detected ... e .. SR
Bascpriiartubuls T S S
CsiOuter meduia YT
‘Cyst/Subcapsule R - o4
Dilatation/Pelvis B S

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

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
4® 4 4
Liver
Noabnormalties detected 447 34 YA
Hypertrophy with prominent nucleoli/
HepatocyeDifuse AR
I-h./b-eﬁrc;;':hy with prominent nucleoli
and ground glass appearance/ + 0/4 0/4 1/4
Hepatocyte/Diffuse
+ 0/4 1/4 2/4
Necrosis/Hepatocyte/Focal SR o 7 R
Kidney
No abnormalities detected . . a4 s A
Cyst/Outer Medulla " 0/4 - 1/4 '
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 abnormialities detected 4/4 —— 4/4
Thymus
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)
S8 SS S8
5% 5 5

Trachea

No abnormalities detected 5/5" 5/5
Lung

No abnormalities detected . 55 . s 5 e

Inflammation/Focal " 0/5 1/5
Submandibular gland

No abnormalities detected 5/5 - 5/5
Forestomach

No abnormalities detected 5/5 - 5/5
Glandular stomach

No abnormalities detected 5/5 - 5/5
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 e 5/5
Rectum

No abnormalities detected 5/5 — 5/5
Pancreas

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.
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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

Male
Findings Grade 0 15 75 (myg/kg/day)
ss SS ss
58 5 5
Liver
Noabnormalities detected 860 55 . O5 e
Apoptosis rm- .:'- ........ 9./:5. ......... Q /.f.) ......... :’!.5 ......................
.............................................. RIS TR ... SO S
Hypertrophy with prominent nucleoli . 0/5 0/5 2/5
and groud glass appearance/ = rrereess e v e
Hepatooyte/Diffuse . ___...........K". 95 o5 ... S e
. + 0/5 0/5 1/5
Necrosis/Hepatocyte/Focal CTTTTRE T G e T
Heart
No abnormalities detected 5/5 - 5/5
Kidney
No abnormalities detected 5/5 —— 5/5
Urinary bladder '
No abnormalities detected 5/5 - 5/5
Testis
No abnormalities detected 5/5 - 5/5
Epididymis
Noabnormalttes detected * o8B T
Cellular infiltration,
lymphocyte/Unilateral * 075 - 15
Ventral prostate
No abnormalities detected 5/5 - 5/5
Dorsolateral prostate
No abnormalities detected 5/5 - 515
Coagulating gland
No abnormalities detected 5/5 e 5/5
Seminal vesicle
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.

-62 -

B10-0118




Table 12-68 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 16 75 (mg/kg/day)
ss ss ss
59 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 5/5 -— 5/5
Thymus

No abnormalities detected 5/5 — 5/5
Thyroid

Noabnomaliesdetected 85 M,

‘Ultimobranchial rest + 0/5 15
Parathyroid

No abnormalities detected 5/5 -— 5/5
Adrenal

No abnormalities detected 5/5 - 5/5
Eye ball

No abnormalities detected 5/5 -—- 5/6
Skeletal muscle

No abnormalities detected 5/56 -— 5/5
Bone

No abnormalities detected 5/5 - 5/5
Mammary gland

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.
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