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Tris(2-Chloroethyl) Phosphate 7 > MZ 28 HEIBEARKERAKRE L& 2ICEN B EED
WRER OTEROE(LEBIE T 5 2 £IT X Y | Tris(2-Chloroethyl) Phosphate D EEHE % B & A3 3
DI LEZEMLET D, =, BEREFRAERTOZD ORI HERT 5,

. ABRIE

LT ORBRIELZ S EICER LT,

a) [FHRIEFEMEZICRIABROFEICONT] (Frk23 €3 B 31 B, E&% 0331
75, WAL 23-03-29 FE 5 5. BECRESE 110331009 B) (22D S HHLEE A
VW5 28 BRIOREHRSEMEFER]

b)  OECD Guidelines for the Testing of Chemicals, No. 407, October 3, 2008, “Repeated Dose
28-day Oral Toxicity Study in Rodents”

. GLPp (%
wWH Lo T,

LABORATORY ANIMAL SCIENCE (1987) by the American Association for Laboratory Animal
Science ZZ B UMM VMER L7z [ A BEEFBYER BT 558 OEEITB-T
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REHMTHBRKE TR 0 FEM L T2, 28 REHBPOEBRDE OREMIIRHR L2V,
REHFRTROLE HEERE. BEIRH) 12, RBRELE LHEO LBET S,
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Tris(2-Chloroethyl) Phosphate D&E#FHI R EE R G TR RIETTEEIC OV THRE
THEMT, (MFETAMIA RFA UV KRROECD T A MAA RS A 407 25EIZ28 H
BREROBSFERBEEM LT,

5 BEFDOHED Crl:CD(SD)7 v MI 2 — L HICEEAE S # 7% Tris(2-Chloroethyl) Phosphate % 1
[E], 7,14 Xix 28 AR R BEHREORE Lz, R5HAEIE 0 (= — ) | 80 & U400 mg/kg/day
ELC1EL 7RO 14 BRABREGRICER T2 774 MEEIZIX 1 #BEHT-Y 4T, 28 BEHRE
BICIX 18D SIERER L, BEHEAFIIEAIC VW T—RiRieEE, FERERD
BEEBRAE 2TV AR EHEE T HIZ COJ0, BA Y AMREL T TR A L= #Ms LT,
MERE, FEEORER CEETFRREMNT OO ORBHERE £ L7z, M2 T, 28 B
RGOV T, RESETICHEAZ —BRREBEERUHMEREZTV., BRERRERD
BHICREZBER L CRBREZ{To 77,

—RRRBBIZE TIL, 400 mg/kg TR SEZ OERB ORI, BIEEHET K OFER R
PRH LI,

M EAEILFEIRE TIX 400 mgkg BT 1 ER D 14 B EREHIZALT OSER A LT,

FEEETIT 400 mgkg # T 14 BEREZICHIBOBMERDSMEN A b,

AR —RCRRREIER, HEEME, KRE. BHE. RRE. MEEORE. SBREOYSER
BMFERIRECTIL. HRYERSICIAEEBREIZ N1,

UbnEEY ., &EBREM TITHYT Tris(2-Chloroethyl) Phosphate D EIZ L 1 | FFigR
UHRER~DEENRLZ LT,
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141 #HSWE
a) BWE
& Tris(2-Chloroethyl) Phosphate
CAS &% 115-96-8
b) BETKOr Y FNEE
BETT Sigma-Aldrich
oy hEE 07014MSV
o) HWERE
&N
ClH (R
0—P—0
6 T\
j cl
Cl
S CeH12CLO4P
- SFE 285.4898
d) ME%E
fi pE 97.7% (GC)

BRI EILRE 100% & LTHRY o 7=,
e) WER(LFEAIMER

ARRUE 0.5~20.0 mmHg
RKEEFRE (BfRME) L7

[ -20°C

H R 210~220°C (20 mmHg)
FiRICB T 2K EBEKE

TEM KIECTLE

ke =E 1.428

B RESE
B L RERBICAN, BHEREEORAEIC TATRE L,
REBREOERME 2.0~69°C (FEEHE 1~10°C)
RESITROEIM R4 E 005, 2012458 2 H~201245 8 150
PRIGEE 007, 2012455 A 15 H~20124£8 B 20 H
g ERMEOR—ERMREESETICBIT 2 REMOHER
LRBRMEER TEM L 7= [Tris(2-Chloroethyl) Phosphate D% EME, WM ERDEENE
EONRERDREER) FEBES X02-0258, FEGLP RE) 2B\ THER LT,
BRI E DR — M DWW T BN TBUIE N EERIFR AR OB E D R~
7 hVT—45 ~—2 (Spectral Database for Organic Compounds: SDBS) 735 AFE L7 =
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o, BERENMEROBREBER TEOFRIMRIN ALY M B HETS - L0 kY.
RERBTICRT 2HBRDEOREM 2 HER Uiz, B EBIART & ol L Cl S8 T
BOANRT MZEIZRO SRR -T2 L0 b RIS ST EETH -
T & ¥l LTz,
h) BV EoEE
BERVCHE~OBEMT IR AL I TS0, TR, <27, M. REDORRR)
HXRZEFRLRE,
142 # (&
a) & W
—
b) EIRFEH
EBRMEITKITER L 20 E OERRH 5 2 L 2D EREROTEET o — 1
ERVTRE Uic, ZORREBRYEIT = — I 10 wh%OEETHEIE L -, /-
R ERIIHARE 7 A CRAOELEDRENR LI oT= 2 LD a—
AL UTER L,
c) BER, S —FRUnY NEE

T FTHIAT RS
JL—R LM
= V2H8729
d = =
RESET REREE
REIRE =g
143 fEREY

ERBYE LTSN TH Y . —BEERBRICESh, YRBERICBNT
bHERT —FZREL TS Cl:iCD(SD)T » b (SPF) % HAF ¥+ —/ X - U A— [ B
BEF—DBAFELE,

ABEORET v M SSIEARL, 1 7 —Vhiz b S EOBMAE CAR 6 B CRE -
BLEAToTe, Soic, BE5MMA 1 BANCHY T2 AR 7 BRZ THLL, $_ToBY
CEBERRONA2D2T2720, Y HEE L FES AV CHREBAE(EA I R TR T
U STIRERBRICER Ui, BT %IZHRS B E THERIAE THL L, Bahc Ly
SNIZBITRB D DB LT, E72, ZANS LR ERAE T, —RER OHENY
ZHEH 1 U EBELE,

W, BRI RTIRREAIEA L 7 2 L. BRI E RS A TR LT, &
—URET VBT, Ty 7 IRBEEERET L TEN BB L,

BEBRIER OB OBERIL S B, FESFIL 1249~1512g Th V. LHOEERS
DT EEL20%DHEFENTH 2 = & 2HR LI,
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FHBERE o

B, BRE - BT 2 S0 TR 28 LT, 1B 21~25°C, FXHEE 40~
70%., HEKUEIEL 10~15 [E/BFR, BRREH 1 7L 12 BRRERERE (7 BE00T. 19 BEVMAT) 10RE
LIeN) T =V AT LAOREBTE (RESBFIIREE 1. REKTRIZIFETE 2) A
U7z, BERUMEHREOERMEIX, THEN 22.5~23.9°C R} 44.7~68.6% Th > 7=,

TV, BATENIAT VU ABEHER 7 — (W260xD380xH180 mm) . BESYITH4
ZRT VLV ABEHER 7 — (W165xD300xH150 mm) Z M Li-, '

AR R IR T R R OB T RIS S U BEAS 1T 351308 2 [ 8BRS TXca L7z,
SDOIT, B EEREE,P DT EICIRE T ABRICL B LT, BER F—VROT v
X, BOURICRB L., £, 3774 FEE (1. 7T RON14 BREABREE) 12OV TILfE
FIZEICHHET AL T v 7 xS LT,

FEHIERER MF (2 v h&ES 120411 BTN 120611, 4V = X ABRTE) %, &
FHARIZ B BT _EAEKICHEAKT COERRED 3~5 ppm & 725 & 5 I[CREEZET b
VU h (BE2—=Fvy7R) 2RMUIZAE, ThENEEEBREE, SEROEE S
M3 — b7 V—78E (121°C, 30 457 Li-box FnFiER L=,

FEHT, BEET P DIRADOGIT —F # AF L KERERETEEWERED
PR OEEOHFLRMERE] (1979) 22E12, YRBER CED-EEENTHLZ L
ZRER L=y hEER LR,

BRHKIZOWTIR, BEZBE O DREEECET 44 (BEESEEESE 1018)
WL LOKEREZE 2EOHEETEMR L TR Y . BMARINICAE L-REBERD
REBREEERE TICAF LERERRES, ESOEELZHE - L TWAH I L3R LR,

15. ABFHE

15.1

HBRYEOBRTEAE

AERERRE LT, HRBRMEHR T [Tris(2-Chloroethyl) Phosphate ™5 v MZBiF 3 7
B RRER DR EEER) (REBRES P12-0099, JE GLP R8) » =i L=, AERER
BRTIXa— M CHRE LB WERE ., S8 3 Lo 5 IO Crl:CD(SDYET v kT 0,
20, 100, 250 % TN 500 mg/kg/day PHETT BB EHE L=, B8R T Ix—keg
SEROEEAELITV, ZEES | ARICHBRERVOBEEEBRE LT o7, ZOREE. 500
mg/kg/day THHBHEMEEORMER L LNTZN, ZOMOKRE CIIERYEREIC L 5%
BRROLNRD 2Tz, ThHEDZEND, BMERERHEL LT 7850 Crl:.CD(SD)ET
N2 1000 mg/kg/day DFET 7 BEREHREE1T -7, 1000 mgkg/day Ti. ER{TE) &
SNOTEETEOEMPFE N, R, OE T BHTEOMRERDRD b, BE5HR
FIZ1FIBET L, SHICREHMETHROME R IZ 1 flORERBR I,

500 mg/kg B TH LN fFIBOHEXN EEBEIIEE TH 7= b DD, 1000 mgkg BETE
B2 — R EDOB(LR OB TR B 5N Z 235, 500 mg/kg/day % 28 ARIRER ST 5
CHERRCHCEDEEL S ENRRETATREERH B LE X,

Lo T, ARBRTIE 400 mgkg/day A& L, EARE LT 80 mykgday %
E LT,

!
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152 BiERL
EBRMEREHLE LT AERZRT 2, IO D 2 B 54 2 BES R E L,
i, BENREROCEAERIC, 16, 7R 14 BERERICENT 29751 + 8%
Tz, LAT. B BB I I RRE L & 5,
V774 "MEOREHHFOBEREIET — &1L, 28 BEREHICISDTRY P

7=
- RERE |BREEE %&ﬁ%%’%"(& EUL/Exq
(mg/kg/day) | (mL/kg) | IBEE(wivY%) (EHEL)
AR (1 E#RE) 0 5 0 4(1 - 4)
EE R (7 BE®RE) 0 5 0 4(5- 8
kxR (14 BR#%E) 0 5 0 4(9 -12)
EARRTER (28 HRE#R5) 0 5 0 5(13 - 17)
EKAE (1 ERE) 80 5 1.60 4(18 - 21)
EA& (7 BE#E) 80 5 1.60 4(22 - 25)
% | EAE (4 AMRS) 80 5 1.60 4 (26 - 29)
B IEFHE (28 BRRE) 80 5 1.60 5(30 - 34)
Y| &HAE 0 ERE) 400 5 8.00 4 (35 - 38)
H | GHE (7 AHES) 400 5 8.00 4(39 - 42)
mAE (14 B E&RE) 400 5 8.00 4 (43 - 46)
mAZE (28 B E®%RE) 400 5 8.00 5(47 - 51)
153 ®E&K

a) WERYEIRORE R RE

ERMELTFEL, IV HENZ THEMS S, Z0%, a— HEMzCERL
8.00 WV%DHBRMER LA Lz, E5IT. 8.00 wA%DEERMERD—B AR L.
TI—UMEMATHERRL, 1.60 wh%DHBRMER 2 /R L7,

RH LB REOHEBRYERE RS AVAEERERE 75 2F v 7 AR T 7
NEWINGT L, EBRMERBEORBE 7 I2TABT (ERIE 2~10°C. FEEHE 1
~10°C) THRE L7z, HRHEIITRALEL 11 BLINICHER L,

N TRE LB REDHEBRDEIRE CEAIT. 54535 B IC 85I N ER @R AR
G ORY L, FEEE TEECERLEE N,

b) HEERMEIR DR E M DORER.
10.0 XU 0.500 wh%DBEBRMEROBIIRE TORER S, YRBERICH T
X02-0258 THAZ < N7T7 4 — (GC) 2k D RER LT,
MPTHRE TR 14 BRICAIE LR EIRE ). FREEOREREICS L 10.0
KT 0.500 wA%DIEBMBEIR TENLIL 100%K% TN 102% & 100£10% LN Tdh o 7= = &
nh, REXMFETTI3AMEXETHS Z LRS-,

-10-
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) BEIZAVIHERYERDOEERER
FIENC TR L 7= 8.00 R TF 1.60 wA% DRI EIR D TRELE % DIEE % | SRBRHRIC
UV T X02-0258 T GC I & W HESR L 7=,
BIE U= E R E N EMEIIR L 8.00 X 1.60 wW%DHEEBRMEIR TENEN
99.4%J% 1) 98.8% & 100£10% AN TH o272, WHNCHE T /- LHE L TREICH
AVt
154 #% 5

1E, 7. 14 X% 28 BfEH 1 B, BHEROKRE Lz, #5113 9:06~11:38 12T o7,
BEIIEIXRT NoAT=T N (TAE) 2B FTERRF (FAE) 20, BEL
TR OEELZEIZ, Smlkg TERE LT,
15.5 —ieiReEE
BEHETRIIER 3 B (R5A1. R5EZ~]1 FE%. &5 2~6 Rk | £z
DR EE LT,
15.6 FEM7R—CIRIEELE
28 AE\RERICOWT, RERLEANC 1 B, HEHBEHRITE 1| BEOHEE TREROER
ZEE L, REBBZROBEITMICEE BREBMES) ZEIMIT. BPOLTEZ
EiTolcth, BRBEIHBITE RVIRE (BRE) TfTok,

TPl | r—VIKFEEANTHL, B E S — IR BT ETORE (B
HIBEORE LB ERUEE) &, ZAa7 U 7 ETHEHE

| FERERCERETORE, $HEORE (QLE, BOBFENKUHEE
FiL o TODE . . .
P A [ EEROREOCRE (BE. BREVTT/—E) | RO
7 (RE. REREHEUEAR) | MERVSWMHOFELBE
% 90 cmx60 cm DBIEES BT 1 FLIE (5 HLIN) B X, B2
TV —=FTRTO | EHEEE MR, HTORE. REBFSE. R - 8 - g8, ERfT
ITEIOBE BRUVEETHORELEE
1 pEOHEEES (Eo) RUBEREZR (ROT7—LE) ZHEIE

-11-
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15.7 HEEERE

28 AR EGHICOVWT, #54HB (B52288) IC1H, kABZOEBRRE LT,
FOGHE R OB 1338 e — AR IR BB R L RSB BN HB X 2 WIREETRE L=,

BRI 3 em [IZAR— AR DB IESIT A DERE L EDK

R R srraryrecnm
R |BETHEZRD LI EORIEE AT Y v FECHHE
Bt | %

BNV I TRED 13 BRERIAIEZEA L & EORS 2 BE
BILRS |RE T CBo-%, BHLICE A Y T XOREOEELEE
ZEH M30em DFmING, BHOERTE LICLZRETEL LZL XD

EMRS | EERSOFELEE

= 5 BIA—=FFGC2 (AT 4 A) AV, IR UEEOEN% 2

ERIE L., FHE CFHE

7 v NAESHERFEERE ACTIMO-10 (057 ) 2RV, 819

B ETE DIEBNEZ 1 B (10 53T 6 E) BIE L, IR (42.6 cmx26.5

cm DO Z it S cm BIRTHRAE) 2R - - E CEE

15.8 FEAIE
2FIZOonT, EFEOXRE (P oR) 2RV, FROBICEERRE L,
- BT HE
- 51,3, 7. 14, 21 RU28 A B
- ERBREOMRTIE (FFED O OfRHET. EARE
159 fEEEERIE
7. 14 RO 28 BEREHIZOWT, EFLEIFE (FA ) vR) 28V, FEOH
ICEHEEZHIE LT,
- BSOS HEOREE
- 51,03, 7, 14, 21 RO 28 HEDBEEE
BE57. 4 RV21 BBCIIXEAEEAERICEZBR L., BrgOREEFHIE L,
BIEL/REELREENOEHEAMTO 1| BEYEBHEES RO, B, FHER
ICHERZAT S BTV TIREEO AR ZHE L, EHOBRROREE ORI EIXTh e

-7,

-12-
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15.10 JRIRE
a) B R

28 AAREREIZ OV T, &5 28 B B OF#IT W 150xD 200xH 263 mm D& &5 {55
TF=VICEMEIRAE L, BREFUKEOEERETE R £ TR 16 B OETER 258
L7, '

b) BEEHKRUFE

EML=ERBREAVWKECEE 2HE L7z, 2B, RIEBIIHBERVSHERY
BRELEER BHER CHERYEOREICEE LSRR DO OB, &
RAEBICOWTUIREEZ{Th RN o,

H H 5 HEE
/K& (Urine volume) ARV Y U E =L HEE —
& (Color) .
¥ (Turbidity) PR o
RiZ#EE (Uosm) KA T A
pH
ZEH (Protein) ARERRIE
7 b & (Ketones) FBREIZIIZ TRAT 4 v 7 R (=R | —
#E (Glucose) | v R) EEA)
M (Occult blood)
PRIL¥E (Urinary sediment) Sternheimer Z8{5 B

ER#E A BENEEEE OM-6040 (77— L 1)
B: AT LAAEMERMEE BX41 (£ 2 3R)
15.11 MERE '
a) BRIMEOHBERE
ERBEIZOVWTEKBREHOFENOER L, BH (EAEFLL 16~20 BREE) |
COL/O, 1BE T ZBiEE (CO.0, IREH=4:1) T CHEERERNLORED LB VEML ., #
ERABZER L, 2B, 37 74 FEICOWTIIMEEOREHERIIfTh R o7, £
7o 28 BREIBEEIZ OV TIE, N7 AV — U RNABNE (AARZ by - F oo ¥y
V) ZROWTIIRZER LEEREF L, =B T2 B L%EE., -20°C T 24 BEE
ElLlz, ZD%, -80°C TRE L., FI7A T4 Z&RAE L CLLMTEREATHIZRTIC %

L7,
BRERE 1ERL 5=
N EDTA-2K #AIIERIMTNA SB-41 (2 v FESE G9059, A A v 7 R) TE
2 .
i U7~ ik

SAABR=FT P ULZKFY (2 y FES WEQ6248, FLAiEE T3)
MM 4| D32 w%KEEIRE 100 uL IR L7 5 R BB T L | 3B 008
(3000 r.p.m.x10 mins) L CH/- M #E

m & | A7 AERBRE TRLD LELSEE (3000 rp.m.x10 mins) L TA7-ME
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Mk OmEE2HAVKREOERZEE Lz, V754 FEIZHOWTIET e far By
R R OVEMALE S b e v R 7T A F VBB OBIEIX Thehotz, 7. T_COIHE
BIZOWTHERBRIE TE 220, 2% AV BEERITIERI L2 o Tz,

B H 5 OiE 2R
FRIMEREL (RBC) FE TR BF A%
~NESZS v UEE (Hb) VT URAMETu e
RBC x MCV
~< ~7 Uy ME (Ht) BT
FHFRIMEKEFE (MCV) R AR AR
Hb
THRMBA~E S D& (MCH) o x10°
__L %10° C
FHFRMEA~E S vV BE (MCHC) RBC x MCV
/3% (Platelet) 1R B AR i
MR IR MERET L= (Reticulo) RNA ek
HinEkE (WBC) Ta—H%A A Y —¥E
HIMEKE % (Differentiation of leukocyte)
HFHER (Neutro) . U o738k (Lymph) .
FFERER (Eosino) . #FHEEER (Baso) Ju—¥A hA NI —E
BEK (Mono) . KEIFEGeEER (LUC)
7ua bu U (PT) B LR A
EMEEE S o v R 75 2F R (APTT) KLV RE R D

BRERE Citidam., DITIZiEs A

EAEE C REMRFRELEE ADVIA120 (3 — A2 X)
D: £E BREEHIERELERE STA Compact (B¥/= « XA TV ) AF ¢

v 7 R)
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MEZ*ANVTREOCEEEZRE L, VT 74 FEZOWTIET ANTEUEET I )
NFVRT 2T, TI=2UTI ) "R T725—F, TAHIEET R T 7 X —
Y. REEZR, JLTF=VRUBEIAECVEZRE L., FOMOEBRITEIE LR >

7o
H B RS R
Ty TR S RTIATET TR i gsce mnpa
TI7=VT3/) VA7 =27 —E (ALT) | UV £ ISCC EEH¥(LxHiGE
TN IMET 27 7 7—¥ (ALP) p-Nitrophenyl phosphate }&
2 xR 7 7 —¥ (ChE) Butyrylthiocholine iodide ¥&
S [ T
#=LAFE—/L (T-Cho) COD-ESPAS i E
MY SUEY F (1G) gpfﬁmsfutm—w%
=
REZE#E (BUN) Urease * GIDH &
7 L7 F=> (Creatinine) Creatininase * F-DAOS £
WEB (T-Protein) Biuret &
772 (Albumin) Bromocresol green &
Albumin
A/G S (A/G ratio) T - Protein — Albumin o
Mm% (Glucose) Hexokinase * G-6-PDH £
We ey (T-Bil) BERIE
#eAEEE (TBA) BERV A2V 7E E
Y Vv (IP) Fiske-Subbarow %
TN A (Ca) OCPC ¥
FhU DA (Na) Crown-Ether [EERIE
FY oA (K) Crown-Ether JEERIE F
e () MO J&EE

AR B A{LFEEEOTERE 7170 % (B TEYERD
F: EESITEERE PVA-EX T (A&T)
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FRBREICOVWTEERER OF B OWTI LERNEZIC, B E ST KBRS &Rk
LRI I, FX, BRI, KT, EEE. B, BEROVEERELEOARIZD
WTHIRIBIE AT o7,

b) MEBEIKOSREEENE
(@ 771 Mt

1A, 7RU 14 BABREEICOVWT, FIRBRICRRORE - AEHER L,

5 B’ #E - KRR
EHEEES FT g+
D - MR LafiER*
Wi R A= B i+
AT R FEEr BR LA, MRS BRZERT R
PR R i (KRR, /MR OBz & de)
E 5% BRE ORBRE) | BfEr. Bops
% TEE BB (ER/MMEzETD) | BB

FORBRUISL O [*) 24 L= 88 13, BER TR ERICEBET SN EFRE (¥
WU UR) TEEZRIE L, Big. BREERUBELEEIERZRI4IZHEEL.
EEDOGRRZEH L, BIBREAZ T LOTHE L, HRIZESIRIIFEED—
HE2EOTHELE, PR ER/MEESD TRED D OB I 10% 5 R E
T ARICRIEL, BR, EEOELXZRENODBELCEERAIE L, EE
ZHEIE LT3 BIZOWTE, BEHBICHE LE-AESZ RIETEELEHR L,

(b) 28 B FI#& 53

BIRRFICREDERE - MlE I L7,

5 B FE - AR

IR 28 R [E. M

N BETR. B, B (+HEBrLER. A o UREZET) |
e, TTig

i« ME %R Dofie

WRER R BhE. BERE

P R, BR LK BEERIR, TRZENSIE.
BE BEREEET)

FERE R B (K, MR OREZETe) | B, LR

4 o B (KERE) . IRE Y "8, BREED 381, B,

PRI
ik Jiz

PR TEE FRE (ERMEE2ETD) | B

RH AR AR ER

i - EAER B CREEER) . & (KEEE)

BE - % | AR

-16-




B10-0099

S[E R OBEREE 10%F HEEE RV~ U VR ETEARICER L. B RO 10%

FHERES LY U AREEAL CRIRICEE L%, NEMEKERE LT,

FIRBRELSE D T*) 244 L7288 B 13, BB SUIRERICRET 58 EFXE (F

VAU D R) TEEZAE L, BIR. BREERUOBEEEEIERZRXICHEL,

EREOEZEN L, BIBREREZZ LD THEIE Lz, SRIEIRIZRED—

HEEOTHIE L, BREXEERZED TREHMEZATHEELTERL, 5%

BIELc, FRT ER/MEZE D TRED b YBEE P12 10% T HEEE L~ Y

BICREL, BB, EEOEZRENLHBEL TEELZRE L, EEZAIELE

FEICOVWTIE, I RICRE LREZ RN ERLEH L,

c) HMBOBEERURE

R L7-HBE - 8B, LToX ) ICAERVRE L,

Figix. EEZRES. SMUEEOF RIS (FIARIE & 7 Ol % fE St
{B>7T) 2~3 mm OB 4 HEFRR L, BEFEAEMFTAICE L, 2&THo0
EEP 1S5g T THDL I LEERB. TN ENEED 5 FELL_E D RNAlater® (Ambion,
Inc.) ITRIES VT, 1.5 g % B2 2BAITMERA O Z OB LIRS Li-, HEikA
%, -80°C THRF LIz, MUEEDEGTRERAEMIT AT OEERE DR Mok U
D DEE 10% P HEEE L~ U SR TEE L,

BigIZ. EER A ICEEREIER. AROTRELLAEE ST L5 ITHEEF T 4~5
mm BOMBA TR LTz, A2 OEZERY R\ =%, ERTIH L, 0%
18 3 mm LAPIZHEE] U RNAlater [IZRE L7z, 70 D45 HILEE, BIENE, BT
EOREZZTTH 7Y 7 L, ZEh RNAlater \ZBE LTz, Y OESITKE
%, -80°C THRAF LTz, EMNL 10%FHERES L~ VB TEEL, RB. 25V
NPDHITREDRD bNTHEIL. FERE 10%FHEE L~ ) VIECTEEL. K
Az B s F R B =T & U-80°C BAERAEICHE L /-,

BRI, EAR4 ICEELBIES. AR%Z 4 HBIL. MEkHE 0¥5% RNAlater 122
BT, Y O¥51KkBtE, -80°C TRELE, EMIIEETE Y MY UIRTEEL
72

BRLEEI, E82AE%. EALVEETEY MY UIRCEELE,

FEZERTSIARIT, EERIER, EF T L, —F % RNAlater 121218 L7=, BBV 1 10%
FHERER L~ U VIR TEE L,

Biid, BEBZAIER., KB LIEAI I (A F ) —N: 7 aafL s EERES T
=6:3:1) [ZIRE LT, £O%, KIGTTSEMIEE 5 L%, BAZ¥ ) —LICKHL
2o SHIDKIMTTIRE D LAadts, | BB X2 2E, BAkT& ) —L255H LT,
KIETT—BRIRE 5 Lictk, Bk y ) —LEFESH L 4°C TRE L, BELER
PHIRM A Z RE L CRREB T RZEICEMS L,

KREEFIE, ZER %2R b KEEEBEMALE THE L7z, %% L. RPMI1640
(Life Technologies) 5 mL TEEZLEVHL, 70 um DA v 22 BLTa=hLF =
—ZICEIR L7z, 4°C Tl (1100 rpm. 5 43fE) #%. FEZBE, BiE%E 2 mL ©
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) (2 B2l &+,

-17-



B10-0099

FEEIE TIETRIZ-80°C CHAEMRT Lz, ARIIEEE 2 & X5 1B L, 10%5 kg
EERN<) VR TEE L,

PRl L EEZ RIES . PREH SAEET CIE 1~2 mm OME#ER A % 1 KR L . RNAlater
WCRIE LT, BRI S mm BB TE VAR Z ANTZHIZ 10%FHERE L~ U VKT
BEE L7,

MR, EEXRER., EPTHL. —F% RNAlgrer I[CBEL, BV T 10%F
MEREFR L~ ) VIR CEE LTz,

TEFIT, EEXHEIEE. RNAlater IZFE LT,

RNAlater \ZI2{E L 7= &#84%kIT RNAlater ZHEBICEE S ® 5720, BlgIX 4°C T 72
B, T OMOMERIT 4°C T 24 BRIKE L7-%. RNAlater ICBE S W7 $ £-80°C T
Hig L. NI4T A A&RE L CESMFEMBHTTERTICEM Lz, -80°C B L
TCHRRRIZOWT S R T4 7 A 22 FE L CESM IR ZeRTIC 31 L,

T OMDEE - HRIZ. 10%FEEE L~ ) ETEE L,

d) REMABRFENORE
(@) Y771 MEE
1EL 75014 BERSHEOSRELOEAERICOWVWT, k. BIE. BHE.
BISCAR. BBE (KERE) . MBiE. MR 3T 7 ¢ L AaBEgel S 2 ER L. ~< k
FUU v -2 FTy (HE) RE#, REBEMSENICRE Lz, B3 BT 13w
D LANC 10%88E - R~ U I K BBIR 21T - 7=,
(b) 28 H IR 58
HRBERUCRARHIIOVWT, BMEUOTEEZBRVTER LT COEE T
MDD NZ 7 4 OBEYE 2 ER L, HE fefafs, SLFEMENICRE L, &
FEOE#E (KERE) 13809 H LANC 10%ER: - &1~ U URIC K AR 1T 7=,
o, RIRARET L LTHBED 1 6] (No. 14) OLEEHEE, EFEED 1
#1 (No.30) DEWIENZMD 1 6] (No.34) DFEBIZOWTRERFT-7-,
15.13 #EHERIFE
FE, BEE, B, EREDE. MKFMORE, IKELZHRE. RE. RESTE
EOSBEERBDOREIZOVTIL, Bartlett ¥I12 X 2 EDEBERTV. S%EBKETES
H2FRO b HE L. Dunnett JEIZ X BBEEIT 72, E45ENRD Bhtcb\%é\ci/
Y37 A Y v 7 @ Dunnett HZ K BREETT -7, SEEEE (B0 ROBERELR (F
DT —=NE) 1X) 2 %F A R Y » 7 @ Dunnett (EIZ L BREE T 72,

16. RBRAGROBREICEELRIT Lz L BoN 2 BEER K ORBREEZH 5 0%

RERAEBEOFEMICEELZRIF L BN ABEER R OREREEN S OGS
bR,
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17. FRBRERE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—ZfRAE (Table 1. Appendix 1)

400 mg/kg B TR EE & DOEREHE OFEED 9 Fil, BREBEVE T2 6 4. FERERA 2 2
PITH LN, MIETRE 8 B AL, BRESETIIRE 9 B B UBITHEERI UT B3
ANCBIE S 4L, FERERANIIR 5 15 B BURICHRMIC R b, T 0@, 3TBE® 1
PITHRE 22 B BURBICERROE LS OMRE, EMOMmEER. SR OE LS o
BHERH NIz, 80 mgkg BETIIEFIIRD bR T2,

FEREZ: —MRHREE (Table 2. Appendix 2)

WM E R G THERE R OERERICEBE2EEIE0 b, thoEmeEsE g
CBWTHHBRMERSHEROXTREICERIIRD b rho T,

HEEERRZE (Table 3. Appendix 3)

TERMEREHTRIRVEEEDEBICAELLEHIIRD ST, EMREICR T
bBRME R SR OSBEICET IR bikd o1,

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

EBRMERSHICEEREEIIRD b o1,
#EEfE (Fig. 2. Table 5. Appendix 5)

TRMEREHICERERETIRD bN2d o7,
PRI&Z (Table 6, Appendix 6)

RO EREHCRERVRF CHEREHIRObNT, OREEEIZBWT
%?&’%ﬁ%g?&%ﬁiﬁi)\ﬂ%ﬁi u—‘El% iwu W LD 77
MR

a) MIKFEAIRZE (Table 7. Appendix 7)
1 EHREHE TR EREHICEEREHIERD b o,
7 BFIREEEIZEBV T 400 mgkg B T/ MREDEBERESER R DI, = DIED,
80 U 400 mg/kg B CHHREEIRILEOFERIEEN L LN, FEE OBEESENRZ L
WZ EDLBEENEEEE X /-,
14 BB CIIHRYER SR ICEERTHIZ D b o7,
28 HRIESEEICER T 400 mg/kg B TR FRMBRE L ROE B REENR L Bz, 80
mg/kg HETITHEEBEREHNIFRD b2z,
b) MRAE(LFAIMRE (Table 8. Appendix 8)
I EHRERHT I\ T 400 mg/kg BEC ALT OFEREEA S bivi, 80 me/kg BETIAA
BEREFIVO N0 T-,
7 BRI SH TRERER SHICEEREZHIRD b ot
14 HE#RERICINT 400 mgkg BT ALT OFEREENR A BNz, 80 mgke BT
ITEERENIRD bR Tz,
28 HFHTEEIZBVT 400 mgkg BETREUALE L OEEREENZONT-, 80
mg/kg BETIIANVY T LOFERBENH LN, AEL OEEERZED LD
ENLBHENEEIEE X,
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17.8 REZERE
a) #=B E& (Table9 X110, Appendix 9 K T* 10)

1EROT7 BRREFE TRV ER EHICEELREIIRD bR -1,

14 AFHREHIZBVT, 400 mgkg B CHBOMEGIEECEEAREE CIBED
116.2%) RUBBOEMEEDFEREME GHBED 1104%) BRBHOLNIIEH, K
R EEOESEEDFEREMENAAR N2, 80 mgkg HTIIEEREHIIRD bhieh
27,

28 AR EH CIIERYERERICEEREENIERD b N o7,

b) # & (Table11. Appendix 11)

1 E&EBHICBW TR THRIBIRO B ZIEN 4 FlF 1 fllcar b, WHRYE
BREFHICEFTEIRD ONARNoT,

7 BFET 14 BRI GHE TR ER SHE O BEICEFIIRD bh o7z,

28 BRI ERFIZIR\ T, 80 mg/kg BETIRE ORER GERHS 5 B 1 5, HRIBKROE
BILERD 1 FITH LNz, HBETIIARREY > EHOBEAROEEREEDOVD A
B1HITHLNT, 400 mgkg HETIIEFIIRD bnhor=,

c) WEERFEIRMRE (Table 12, Appendix 11)

1 B ERHICRN T, HRBEECHIRMICEUBRO B ZILEN L b 1l Clks
B2 b B ERIEARER S, |

7 BREIR O 14 B EH 5 TIL 400 mgkg BER U BEEICEF IR D b h o 7,

28 AR EREIZIV T, 400 mykg BECTHROHIMAS 5 60 1 FlicA 57z, 80 mgkg
BT, AIRMICEE ORIERERN L 5N 1 FICIREME B ERI ST 5
., HREIROBRILREN S 57 1 Bl CHEZNIC DB RIENHER S -, SR
Tid, RIRAICERIRE ) v EOBKEUOEEHEEOU D ANH bz 1§l CHlE
U 2 EiD RHAE DT ERIBIE ZE R O 8 OB R S iz,

18. & £

WBRMEIIHEY) VLA THY, T 0 16 BREREEOBERBRICB VT, T
Uz A7 7 —CEEREIC L SMRER (BBIAH. BEOWRE. Wy, &) T
(CHERS R OMRIR TOMRES, M CHBE VBREEOEMARE I TWS (NTP,
1991) o EMBAMEIZOWTIE, EREWE AV V- 2 ERIOBREIRE OB512 & 5308 A MSER
WCBWT, 7y FOMETERORMEBREORERNDEEICEMLEZLBEINTHD
(NTP, 1991) 23, & M CIIERAMICET HEEERR 2 . ERBFYICBVTHED
NIZFEL L 2E BTN & L CEBES ABZEHES (International Agency for Research on
Cancer, IARC) DFENBAMFETIZI L—7"3 (£ MTHTAREB IOV TIESETE
RV) TSN TVWS (IARC, 1999) . ARBRIZB WV TIL. HBRYERESIC L0 FE~O
FREPRBD LN, HRRA~DFEL TR SN,

Il 2 28 L LT, 400 mgkg BIZHWT, 1 BIRO 14 ARRER ICIFEEOREE
7Y ALT OFEL N 14 BB S B ICFIROMSEEDEER S ST, LA LR,
W OREHRK TREOFIR K OREEREAREICB VW THEENRD bhiano iz
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:kﬂE\MJ@%@&UH@@W%E%@%Ei%@%%’ﬁ%@ﬁw%m&%zko
B EHIFFIT 400 mgkg BETAH DN BEEBE T R OFER B X, AERERRIC
WTHBEINTRY, BMRR~OEETH 54 &#%z%htm\M®fﬁﬁﬁ%%ﬁ
BE2ERLTORWEDRENEMOFTEIIBRR CERNoT, £, 2V V=27 T5—E
EEDOHERTED GNP D, FBR~OEEERMLIZLOTHAFREELE X
LIz, 28, MEEITERFE THEER L2 Z LM OEBRHE DOLRIC X % L7z (Matsuo, 2000)

bOTHY ., BEFHERIENEE X,

BEHEP IS B EHRKE TRICADNZZOMOZEIT. BEBEFEEDRWEETH
D&, MICBEETAIEMPRBDOONRNI L, MIIBRRAEREL L THASNAFAT
HDHZLENDL, HRMWERE LIIEEORWELEE X T,

UEDEEBY, ARBR TIIEBRDEREIC LV FRE SRR ~DEERL DNTZB, £
DOELEER. k&R, L - MER, WIRBHR, EFEERR, EMFR, KRHE H-F
¥R, LERE~OEEIIRHB Shido T,

19. 2E3CEk

IARC (1999) IARC monographs on the evaluation of the carcinogenic risks to humans. 71, 1543-1548.
Matsuo R (2000) Role of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,

216-229.

NTP (1991) Toxicology and carcinogenesis studies of tris(2-chloroethyl) phosphate (CAS No. 115-96-8)

in F344/N rats and B¢C5F; mice (gavage studies). NTP TR 391.
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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 80 400
Male ] ss ss
179 17 17
No abnormalities detected 16 17 8
Salivation 9
Decreased spontaneous locomotion 6
Decreased respiratory rate 2
Loss of hair 1
Scab formation 1
Exudate 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)

B10-0099

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
Pupillary 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  Normal
+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  Sniffing
H  Head bobbing
Abnormal behavior - None
8§  Self-biting
B Backing
C Circling
R Rolling
W Writhing
V' Vocalization
ST Straub tail
T___ Tail Jashing 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 80 400 0 80 400
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Easeot g 5 5 4 5 :
Removal removal +1 0 0 0 1 0 0
from cage +2 0 0 0 0 0 0
0 4 4 4 5 5 5
Vocalization  +1 1 1 1 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
Subnormnal - 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 N 0 0 0 0 0 0
E 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
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 + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupiliary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
. - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
N - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 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 [
-1 0 0 0 0 0 0
Motor activity 0 5 5 5 2 4 3
+1 0 0 0 3 1 2
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
. +1 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 D
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
inarena  Tremor/
; +1 0 0 0 0 0 0
twitch/
convulsion 2 0 0 0 0 C 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g 8 g g 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 8 g g 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® 04:0.8 0.0+0.0 0.8+1.8 0.4+0.9 0.0£0.0 068+1.3
Urination 2 20+3.4 1.6 +1.5 2019 0.6+09 02104 1.8+2.5
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 80 400 0 80 400
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 2 1 1 0 1
ianiz v"afl 0 5 3 4 3 5 4
Removal +1 0 0 0 1 0 . 0
from cage +2 0 0 0 0 0 0
. 0 5 5 3 5 5 5
Vocalization +1 0 0 2 0 0 0
+2 0 o] 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 N 0 0 0 0 0 0
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 R - 5 5 5 5 5 5
observation Reddening + 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
Exophthaimos + 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 5
Salivation + 0 0 0 o 0 0
. - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 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 o] 0 0 0 0
Motor activity 0 3 5 3 4 5 3
+1 2 0 2 1 0 2
+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 ]
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation %D g g g g g g
in arena Tremor/
twitch/ +1 0 o] 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 c 0 0 0 0 0 0
behavior G 0 0 0 0 0 0
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 o 0
Abnomal 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 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.0+0.0 0813 04 +0.5 0.0+0.0 02104 04+05
Urination ® 0.8+1.3 1.8+£15 0.6 £0.5 06+1.3 1.2 0.8 0.610.9
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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B10-0099

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 80 400
Number of animals 5 5 5
-2 0 0 0
Ease of - g 1 2
removal 0 4 3
Removal +1 0 0 0
from cage +2 0 0 0
0 4 5 4
Vocalization +1 1 0 1
+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
Piloerection 5 5 S
+ 0 0 0
L .- 5 5 5
Staining hair . 0 0 0
e 5 5 5
Unkempt hair + 0 0 0
- 5 5 5
Paleness . 0 0 0
Handling i - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis . 0 0 0
L - 5 5 5
Lacrimation . 0 0 0
N 5 5 5
Exophthaimos . 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
- - 5 5 5
Salivation + 0 0 0
. - 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 0
Motor activity 0 5 5 4
+1 0 0 1
+2 0 0 0
0 5 5 5
N +1 o] 0 0
Respiration 2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure + 0 0 0
- 5 5 5
S o] 0 0
Gait T 0 0 0
P o] 0 0
Observation GOD g g g
inarena  Tremor/
twitch/ o : : S
. +
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 8 8
behavior W 0 0 0
Y 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 02+04 0.0+0.0 0.4+0.9
Urination ® 0.4£05 14 £2.6 1.0£17
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 80 400
Number of animals S 5 5
-1 0 0 0
Approach contact/ 0
touch response S 5 5
+1 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 S
+1 0 0 0
+
Pupiltary reflex 8 5 5
- 0 0 0
+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength | .m @ 429 + 41 431£29 406 + 47
Hindlimb (g) 399 # 31 382 +41 404 %50
0-10 (min) 104 £ 70 157 45 13272
10-20 (min) : 69 +44 91 +£56 71 +£47
... 20-30 (min) 32 +£23 52 +34 34 £25
Motor activity .
[interval] 30-40 (min) 27 +16 61 + 41 73 +58
40-50 (min) 7+8 43 £55 65 +62
50-60 (min) 7 +11 21+28 30 £33
Total 246 +£133 425 + 161 406 + 240

* significantly different from vehicle 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
fSensp rimotor Pain response (tail pinch) -1 No reaction
unction
0 Normal
+1 Hyper reaction
Pupiltary refiex + 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

B10-0099

Dose
0 80 400
(mglkg/day)
Administration 1 141.53 140.95 139.15
period +5.92 (17) +5.87 (17) +6.84 (17)
3 158.64 168.89 153.65
+7.50 (13) £7.49 (13) £10.01 (13)
7 194.12 193.76 186.33
+11.70 (13) *11.62 (13) +14.86 (13)
14 255.49 253.68 246.99
+17.01 (9) £21.88 (9) +24.66 (9)
21 308.76 310.10 304.28
+28.32 (5) +35.03 (5) *37.12 (5)
8 348.56 355.46 341.46
+38.73 (5) +43.25 (5) +42.94 (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 ~ B10-0099
Summary of food consumption (g/rat/day) : Male
(mg[/);’;‘;ay) 0 80 400
Administration 1 19.09 19.47 18.87
period
+ 131 (13) + 1.74 (13) +1.75 (13)
3 20.36 20.28 19.19
+ 1,52 (13) + 164 (13) + 202 (13)
7 22.19 2228 21.64
+ 179 (13) + 249 (13) + 2.63 (13)
14 23.56 23.42 23.64
+ 215 (9) + 278 (9) + 316 (9)
21 2287 2323 24.38
+ 219 (5) + 327 (5) + 350 (5)
28 22.70 23.40 23.66
+ 329 (5) + 328 (5) + 386 (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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B10-0099

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 80 400
. 12.6 8.4 10.4
Urine volume (mL) 7.4 (5) 25 (5) 46 (5)
1014.8 988.8 1082.6
Uosm /L
osm (mOsmiL) £716.7 (5) £251.5 (5) +431.5 (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.



Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0099
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 80 400
ltems No. of animals 5 5 5
Color

SY 2 2

Y . 2 ' 3

YB 1 0
Turbidity

Clear 4 4 5

Cloudy 1 1 0
pH

6.0

6.5
Protein

= 3 4 4

1+ 1

2+ 1 0 0
Glucose

- 5 5 5
Ketones )

- 1

+ 3

1+
Occult biood

- 4

2+ 1

T ——— e — ]

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




Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0099
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 80 400
ltems No. of animals 5 0 5
Urinaly sediment
Red biood cells

0 5 — 5
White blood cells *

0 5 — 5
Epithelial cells 2

0 5 — 5
Casts ®

0 5 - 5
Crystals ©

- 1 — 4

+ 2 — 0

1+ 1 — 1

2+ 1 — 0

3 Number of cells/1Oviews(x400).
®: Number of casts/18x18 mm?.
9:Incidence of crystals/18x18 mm?.
~—:Not examined.




B10-0099

Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose One-day treatment
(mg/kg/day) 0 80 400

RBC (x10%uL) 2?; @ Zgi? @ i:;:g 1G]
Hb (g/dL) lZZZ (4) 1?133 @) l?:ig @
Ht ) 2284 e s 0
MCV (L) iﬁﬁi @ ig:gg @) i?:: @
MCH (pg) iggg @ igjg 4) ig:g 4
MCHC (grdL) 2333 @ iﬁjiﬁ @ ia:g;i @
Platelet (x10*pL) li;gg {4 l;:gg @) lgg:: “
Reticulo ) iyt 10e8 @ o @
WBC (x10°/pL) 3222 @ ﬁig @ ﬁﬁg @
Differentiation of leukocyte

Neutro (%) l:;g ) iig? e i}:;: @

Lymph (%) Z:f: @) ::Sg ) tg:g 4

Eosino (%) ig:?g @ ig::i o) tg::g @

Baso (%) iggg @ 1:2)22 (4) ig?g @

Mono (%) iggg @ 1113(1)3 (4 ifg: )

LuC (%) i;ig @ ::(1);8 4 ig;g 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.




B10-0088

Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
s Dose Seven-day treatment
(mglkg/day) 0 80 400

RBC ’ (x10%uL) f’é? 4) I;::: @ 1;2:2 “
Hb (g/dL) 1093 @ e @ w78 @
Ht (%) :;23 (@) :2?: @) iggg (4)
MCV (L) iﬁjﬁi @ i?:g: @ 322(1) @
MCH (pg) igﬁ? @ igﬁg @) igg? @
MCHC (9/dL) 2823 @) igfg 4 :gg: @
Platelet (x10%uL) E::g 4 :jigg )] lﬁi: *(4)
Reticulo (%) ;ﬁ (4) tggg (4 i:gg: 4
WBC (x10%uL) 2232 (@) 3232 @ tg:gg (4)
Differentiation of leukocyte

Neutro (%) lﬁ? 4) lfgg @) 12;(1) @

Lymph (%) 2222 @) :;:: @ igig )

Eosino (%) iggg 4 iggg (4) igzg @

Baso (%) 1(1):?: @ i:):gi *(4) 1(1):;2 *(4)

Mono (%) iggg 4 15?2 @ :l:ggg @

LuC (%) i},ﬁgg @ i:)::g @ i;:g: @

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.



B10-0088

Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematoiogical examinations:Male
o Dose Fourteen-day treatment
(mg/kg/day) 0 80 400

RBC (x10%uL) Zii @) Zé? ) Zg: @)
Hb (g/dL) l?:gg (@) lg:gg 4 lg:;g (4)
Ht (%) i;:gi @) i;:ig @ :gigg @
MCv W oo s @ e
MCH (Pa) iﬁﬁ? @ iggg @ Zgﬁi @
MCHC (g/dL) Zéjgf, @ :gég ) iéig @
Platelet (x10*L) 152;-2/3 4 123?: [T} :1?2(1)2 (]
Reticulo (%) iggj @) :tcslgf (4) tgig @)
WBC (x10%uL) lgggg [e)) lgiig 4 lgg:g “
Differentiation of leukocyte

Neutro (%) ligg @) 1223(85 ) liﬁ (4)

Lymph (%) :2132 @ gg? @ 12:32 @)

Eosino (%) ig;g 4) 18:3 3 ig‘:g 4)

Baso (%) ig?g @ i;ﬁ;g @) :!:(1):;: 4

Mono (%) 121-3/ @ iggi @ iﬁif 4)

LuC (%) i;:;g @ 1(13223 @ tg:ii @)

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.




B10-0089

Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose Twenty-eight-day treatment
(mg/kg/day) 0 80 400

RBC (x10%uL) :::)3 @) :gig (5) :g: (5)
Hb (afdL) e @ w075 28 6)
Ht %) o @ 23 © a1 ©
MCV (fL) ::::g @) :;Z;g ®) i;gé )
MCH (pQ) 1222 @ lggg ®) 1-3:32 ®)
MCHC (g/dL) 2233 @) 2323 ) ig:gi ()
Platelet (x10%pL) lfggg o) 15::3 (5) l?::g (5)
Reticulo (%) iggg @ izgs (5) iggj *(5)
WBC (x10%/pL) 12222 ) l;l:ig ) l:;gi ®)
Differentiation of leukocyte

Neutro (%) o @ oy (5) oy ®)

Lymph (%) Ig;g (4) 22? 6] Zigg 5)

Eosino (%) ig?—? (&) ig;; 5) iggg ®)

Baso (%) 4_.[1)?2 @ i;?: (5) tggg (5)

Mono (%) iﬁ:ﬁg (4 tgigg (5) 15:;3 ®

Luc (%) i;gg 4 i;éi 5) i;Z: (5)
PT (sec) lﬁg? @) g:;g ®) l?gg (5)
APTT (sec) :gg: 4 ljg: (5) i::g (5}

Values are shown as Mean 1 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.



B10-0088

Table 8-1 Twenty-eight-day repeated-dose oral toxicity étudy in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 80 400
80.3 94,3 100.0
AST (ur) £10.3 (4) +16.6 (4) 6.2 (4)
29.0 33.0 38.0 **
ALT un) 3.2 (4) +3.8 (4) 2.6 (4)
822.5 853.8 1078.3
ALP (o) +126.3 (4) +122.1 (4) +210.4 (4)
12.33 13.45 12.83
BUN (mg/dL) £1.44 (4) +1.84 (4) +0.71 (4)
- 0.130 0.128 0.118
Creatinine (mg/dL) +0.014 (4) 0.005 (4) $0.015 (4)
0.053 0.068 0.068
T-Bil /L
(mgfdL) £0.013 (4) £0.010 (4) £0.022 (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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B10-0099

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 80 400
90.5 91.3 86.8
AST (o) +15.8 (4) 175 (4) 194 (4)
32.8 31.5 33.5
ALT L 9.1 (4) 5.6 (4) 4.7 (4)
708.5 916.8 875.0
ALP () +153.1 (4) 1232.9 (4) +143.6 (4)
13.50 13.70 12.08
BUN (mg/dL) £1.48 (4) £0.64 (4) 1.88 (4)
- 0.175 0.190 0.178
Creatinine (mg/dL) £0.013 (4) 0.008 (4) £0.017 (4)
. 0.063 0.055 0.058
T-Bil /d
Bi (mg/dL) £0.010 (4) £0.010 (4) £0.005 (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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B10-0089

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 80 400
713 65.5 715
AST (o) £5.0 (4) 24 (4) £3.0 (4)
238 22.8 305 =
ALT (o) 22 (4) £30 (4) 1.7 (4)
781.8 824.8 820.5
ALP (U +40.4 (4) $47.4 (4) 1111 @)
13.65 12.53 9.45
BUN (mg/dL) £3.44 (4) £3.02 (4) £2.92 (4)
N 0.195 0.183 0.173
Creatinine (mg/dL) £0.013 (4) £0.015 (4) £0.017 (4)
. 0.060 0.053 0.060
Bil
TB (mg/dL) £0.008 (4) £0.005 (4) £0.008 (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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B10-0099

Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
o Dose Twenty-eight-day treatment
(mg/kg/day) 0 80 400

AST aum o %0 @ s
ALT (lun) i’ijﬂ ) i::; (5 Z;jg ®
ALP (un) ifii;i ) 1%:? ®) jZZji ®)
ChE (o - :;é ) ti:g (5) jg:g 6)
y-GTP (un) iggg (@ iggg ) tgfg (5)
T-Cho (mg/dL) Zg @ Jiﬁﬁ ®) i?j.: )
TG (mg/dL) i§§j§ @ J;:g 5) i;?:f ®)
BUN * (mg/dL) 11: ®) lf?g ®) lfgg )
Creatinine (mg/dL) igﬁ:; (5) tg:(ZJ‘;s (5) igi:g ®)
T-Protein (g/dL) ,_ggg @ tng ®) tgig (5)
Alburin (gdL) st (4 ot ® 008 ©
AJG ratio ¢) igggg @) igggg (5) igg:g (5)
Glucose (mg/dL) lﬁif @ 13:2 ®) l:g‘zl )
T-Bil (mg/dL) 'tg:g?: ) 131333 5) ig:ggg *(5)
TBA (umoliL) 223 @ li?? (5) ég:gg (5)
P (mg/dL) lg?? @ léscz) ) lﬁ?g (5)
ca (mg/dL) o @ tod2 15 ®
Na (mEq/L) oy e e P
K (mEq/ll) Jjgg ) i;:i: (5) :g:g; (5
cl (mEq/L) 12?32 @) 12?12 ) 1%;‘; ®)

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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B10-0099

Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summiary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 80 400
Liver ) 4338 4.270 4625
v @ $0.346 (4) +0.275 (4) £0.269 (4)
Heart @ 0.625 0.650 0.633
g £0.052 (4) +0.084 (4) £0.053 (4)
. 0.635 0.588 0.665
Kidney(R) @ $0.044 (4) ° 0.025 (4) £0.045 (4)
. 0.603 0.583 0.640
Kidney(L) @ +0.052 (4) +0.005 (4) £0.035 (4)
Kidnove © 1.238 1.170 1.305
y g £0.095 (4) £0.029 (4) +0.079 (4)
. 0.670 0.650 0.658
Testis(R) @ £0.029 (4) +0.109 (4) £0.017 (4)
. 0.658 0.638 0.643
Testis(L) @ £0.039 (4) +0.079 (4) +0.015 (4)
Testes @ 1.328 1.288 1.300
9 £0.059 (4) £0.188 (4) $0.014 (4)
S 0.083 0.073 0.078
Epididymis(R) @ £0.013 (4) £0.005 (4) £0.013 (4)
o 0.083 0.070 0.080
. Epididymis(L) @ £0.015 (4) £0.022 (4) +0.008 (4)
. 0.165 0.143 0.158
didymi
Epididymides © +0.024 (4) £0.021 (4) +0.005 (4)
Ventral prostate  (q) 0.063 0.075 0.073
P 9 £0.015 (4) +0.024 (4) +0.013 (4)
Dorsolateral @ 0.055 0.050 0.073
prostate g +0.013 (4) “710.027 (4) £0.015 (4)
Brain @ 1.785 1.705 1773
9 £0.073 (4) £0.042 (4) +0.069 (4)
Splesn @ 0.368 0.335 0.328
+0.069 (4) +0.024 (4) +0.028 (4)
Thymus ma) 422.23 47573 43133
4 9 +74.95 (4) +34.76 (4) +81.75 (4)
- 5.63 5.05 5.45
P land
ituitary glan (mg) £0.57 (4) +0.55 (4) £0.45 (4)
11.15 10.93 11.30
Thyroid
hyroi (mg) +1.86 (4) +1.34 (4) £0.71 (4)
Adrenals o) 29.28 29.20 31.10
£1.97 (4) +1.71 (4) £261 (4)
‘ . 119.38 119.25 121.83
Final body weight
ody weight  (9) 6.18 (4) 16.53 (4) £5.12 (4)

Values are shown as Mean + S.D..
Figure(s) in parentheses indicate nhumber 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.



B10-0099

Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
ltems Dose Seven-day treatment
(mg/kg/day) 0 80 400
L 6.135 5.993 5.878
ver @ +0.803 (4) $0.581 (4) +0.510 (4)
Heart © 0.848 0.820 0733
9 £0.104 (4) +0.064 (4) +0.036 (4)
. 0.843 0.805 0.815
Kidney(R) @ +0.089 (4) +0.079 (4) £0.062 (4)
. 0.810 0.790 0.785
Kidney(L) @ £0.083 (4) £0.063 (4) £0.075 (4)
Kidnevs @ 1.653 1.595 1.600
¥ 9 +0.172 (4) +0.136 (4) +0.133 (4)
. 0.910 0.955 0.853
Testis(R) @ £0.084 (4) +0.149 (4) +0.085 (4)
. 0.923 0.923 0.850
Testis(L) @ +0.081 (4) +0.105 (4) +0.095 (4)
Testes © 1.833 1.878 1.703
9 £0.164 (4) £0.251 (4) +0.179 (4)
S 0.105 0118 0.103
Epididymis(R) @ +0.017 (4) £0.021 (4) +0.033 (4)
- 0.100 0.115 0.098
Epididymis(L) @ 0.020 (4) £0.013 (4) £0.021 (4)
T 0.205 0.233 0.200
Epididymides @ +0.037 (4) +0.033 (4) +0.054 (4)
0.110 0.128 0.105
Ventral prostate (g £0.008 (4) $0.013 (4) $0.024 (4)
Dorsolaterat @) 0.063 0.083 0.075
prostate 9 +0.010 (4) £0.010 (4) £0.021 (4)
Brain @ 1.810 1.860 1.763
9 +0.049 (4) +0.112 (4) +0.050 (4)
Soleen @ 0.488 0.483 0.450
P g 10,144 (4) +0.064 (4) +0.082 (4)
_— g 570.95 586.03 490.25
Y g £75.54 (4) +143.08 (4) +95.87 (4)
o 7.13 7.10 7.18
Pituitary gland (mg) +0.78 (4) +0.55 (4) £1.39 (4)
. 15.28 14.33 14.38
Thyroid (mg) +4.07 (4) £1.42 (4) +1.81 (4)
35.95 34.83 35.33
Adrenal
renais (ma) £3.29 (4) +4.08 (4) £2.28 (4)
. , 166.15 169.45 162.15
Final body weight (o) +11.64 (4) +10.45 (4) +10.19 (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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B10-0099

Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mgkg/day) 0 80 400
U @ 8.033 8.275 8.765
er 9 £0.672 (4) $0.567 (4) +0.749 (4)
1.055 0.998 0.985
Heart (@) +0.157 (4) +0.084 (4) +0.086 (4)
\ 1.028 1.025 1.068
Kidney(R) @ £0.136 (4) £0.078 (4) £0.101 (4)
. 1.008 1.033 1.030
Kidney(L) ©@ £0.102 (4) £0.079 (4) £0.083 (4)
Kidnevs @ 2.035 2.058 2.098
4 9 +0.234 (4) +0.147 (4) +0.184 (4)
. 1.205 1.213 1.155
Testis(R) ©@ 0.156 (4) £0.151 (4) £0.111 (4)
. 1.235 1.208 1.155
Testis(L) @ £0.117 (4) +0.126 (4) +0.134 (4)
Testes @ 2.440 2.420 2.310
g £0.273 (4) +0.273 (4) £0.244 (4)
T 0.188 0165 0.153 *
Epididymis(R) @ £0.013 (4) £0.019 (4) +0.017 (4)
o 0.188 0.175 0.143 *
Epididymis(L) @ £0.030 (4) £0.021 (4) £0.017 (4)
T 0.375 0.340 0.295 *
Epididymides @ £0.042 (4) £0.039 (4) +0.034 (4)
0.203 0.205 0.168
Ventral prostate  (q) £0.051 (4) +0.047 (4) £0.022 (4)
Dorsolateral @ 0.163 0.168 0.180
prostate g $0.046 (4) $0.041 (4) +0.042 (4)
Brain @ 1.930 1.858 1.860
g £0.110 (4) +0.089 (4) +0.072 (4)
Sosen © 0.643 0.593 0.580
P 9 £0.050 (4) £0.102 (4) £0.137 (4)
Ty mg) 632.90 703.75 641.48
Y 9 +101.86 (4) +149.91 (4) +41.95 (4)
o 8.93 8.25 8.58
Pituitary gland (mg) +1.04 (4) £0.54 (4) +1.63 (4)
. 14.90 16.48 15.10
Thyroid (mg) +3.54 (4) £2.98 (4) £1.10 (4)
40.65 41.88 40.80
Ad | m
renais (mg) +4.47 (4) +4.10 (4) £2.35 (4)
. . 228.10 225.30 214.13
Final body weight
naj body weig © £16.27 (4) £14.54 (4) +12.84 (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 94 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
ltems :
(mg/kg/day) 0 80 400
U 10.888 10.388 11.496
iver (@ +1.992 (5) +1.688 (5) +2.035 (5)
, 1274 1.248 1.152
Heart @ £0.168 (5) +0.188 (5) £0.126 (5)
. 1.274 1.340 1.318
Kidney(R) @ £0.177 (5) +0.151 (5) +0.214 (5)
: , 1282 1316 1312
Kidney(L) @ £0.258 (5) +0.133 (5) +0.206 (5)
Kidneve @ 2.556 2.656 2,630
¥ 9 £0.432 (5) +0.281 (5) +0.419 (5)
. ’ 1.506 1.606 1.364
Testis(R) @ +0.244 (5) +0.097 (5) +0.069 (5)
. 1.500 1.586 1.358
Testis(L) @ £0.239 (5) +0.062 (5) +0.063 (5)
Testes © 3.006 3.192 2722
9 £0.482 (5) +0.154 (5) +0.130 (5)
T 0.350 0.360 0.350
Epididymis(R) @ +0.048 (5) +0.032 (5) £0.024 (5)
- 0.346 0.354 0.340
Epididymis(L) @ £0.043 (5) +0.044 (5) +0.031 (5)
S 0.696 0.714 0.690
Epididymides © +0.091 (5) +0.071 (5) +0.055 (5)
0.356 0.364 0.408
Ventral prostate  {g) +0.048 (5) £0.043 (5) £0.079 (5)
Dorsolateral @ 0.266 0.284 0.334
prostate 9 +0.038 (5) +0.086 (5) +0.036 (5)
Seminal vesiclo @ 0.842 0.880 0.888
8 £0.120 (5) +0.136 (5) +0.150 (5)
Brain @ 1.996 2.028 1.916
9 +0.147 (5) £0.070 (5) +0.015 (5)
Soleen @ 0.620 0.676 0.630
P 8 +0.152 (5) +0.153 (5) +0.153 (5)
Thvmus (o) 575.74 675.86 507.66
4 9 +168.07 (5) £193.75 (5) +56.18 (5)
- 10.48 9.94 11.02
Pituitary gland (mg) +1.36 (5) £1.10 (5) +1.47 (5)
18.70 19.28 18.06
Thyroid
yrol (mg) £3.55 (5) +1.65 (5) +3.51 (5)
Adrenale mg) 46.78 48.04 46.98
+4.97 (5) £7.14 (5) +5.34 (5)
‘ 4 324.40 331.24 316.48
Final body weight
al body weig @ £37.38 (5) £38.43 (5) +41.22 (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
ltems Dose One-day treatment
(mg/kg/day) 0 80 400
i 3.630 3.580 3793
Liver (9/1009) $0.114 (4) £0.108 (4) +0.087 (4)
0.525 0.543 0.518
Heart (g/100g) +0.025 (4) +0.046 (4) +0.031 (4)
. 0.535 0.493 * 0.545
Kidney(R) (9/1009) £0.026 (4) £0.013 (4) +0.024 (4)
. 0.505 0.488 0.525
Kidney(L) (9/1009) £0.030 (4) £0.022 (4) +0.021 (4)
‘ 1.040 0.980 1.070
Kidneys (9/100g) +0.056 (4) £0.034 (4) +0.042 (4)
. 0.563 0.545 0.540
Testis(R) (9/1009) +0.028 (4) +0.076 (4) +0.028 (4)
. 0.553 0.535 0.528
Testis(L) (9/100g) £0.036 (4) £0.048 (4) +0.028 (4)
1.115 1.080 1.068
Testes (g/1009) +0.054 (4) £0.124 (4) +0.050 (4)
S 0.070 0.063 0.065
Epididymis(R) (9/1009) £0.008 (4) +0.005 (4) £0.013 (4)
S 0.068 0.060 0.065
Epididymis(L) (g/100g) +0.010 (4) +0.014 (4) +0.006 (4)
N 0.138 0.123 0.130
Epididymides (g/100g) +0.015 (4) £0.013 (4) +0.012 (4)
0.053 0.065 0.060
Ventral prostate (g/100g) +0.010 (4) £0.017 (4) £0.008 (4)
Dorsolateral (9/100g) 0.048 0.043 0.060
prostate S +0.013 (4) +0.025 (4) +0.012 (4)
1.498 1.435 1.455
Brai /
rain (9/1009) +0.026 (4) £0.113 (4) 0,017 (4)
0.305 0.280 0.270
Spleen (g/1009) £0.050 (4) +0.022 (4) +0.029 (4)
352.00 401.03 353.30
Thymus (mg/1009) +47.69 (4) £51.95 (4) 58,38 (4)
o 468 425 4.48
Pituitary gland {mg/100g) 031 (4) 039 (4) 026 (4)
) 9.33 9.20 9.28
Thyroid (mg/100g) £1.15 (4) +1.32 (4) £0.74 (4)
Adrenals (ma100g) 24.63 24.50 . 2555
£2.75 (4) £1.25 (4) £2.70 (4)
Final body weight (@) 119.38 119.25 121.83
£6.18 (4) £6.53 (4) £5.12 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly differept 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 80 400

Liver (/100g) igg?? (4) tgfgg (4) 12%3 4
Heart {g/100g) ig:g;g () igﬁ?g 4) ig:gfi (4)
Kidney(R) (9/100g) igggg ) iggzj' @) tg(s)?i 4
Kidney(L) (g/100g) ig:ggg @ ig:ggg 4) tgiggi “)
Kidneys (a/100g) iggzg (@) J_rgg;fg ) i-ggig @
Testis(R) (97100g) :g:ggg @ :g:ggg @ «:g:gii @
Testis(L) (g/100g) igggg @) ;tgg;: (4 i—ggiis’: @
Testes (g/100g) i:)::?g @ i;'_}?ﬁ ) «_»:):ggi @)
Epididymis(R) (6/1009) :g:giz @ :g:g?g @ :gigfi @
Epididymis(L) (9/100g) igg?g (4 ig?)?g ) igggg 4
Epididymides (g/100g) ig::ég @ tg:;?: @ igi:ég @
Ventral prostate (9/100g) igggg @ :tgggg (4) igg?g &
Dorsolateral (g/100g) 0.040 0.050 0.045
prostate -;0.008 4) +0.000 (4) +0.013 (4)
Brain (9/100g) 1(1):835 o) t;ggg @ i;gig @
Spleen (g/100g) igf,?g () tgiégg 4) 13?313 (4)
Thymus (mg/100g) i%:ég (@) i;ggg @ ng (4)
Pituitary gland (mg/100g) tgﬁig (4) ig:ls @ ig:;? 4
Thyroid (mg/100g) igég @ .tgﬁ ) ;:32 @)
Adrenals (mg/100g) igig (4) i?g(s) (4 ggg 4)
Final body weight (9) l??;i @ l?g:g (4) :15212 )

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
tems Dose Fourteen-day treatment

(mgrkg/day) 0 80 400

Liver (9/100g) igg;? (@) 13(133 (4) d:gi)gg T4)
Heart (9/100g) igggg 4 tgg:? ) tggfg (4)
Kidney(R) (g/100g) ;tgggg 4 -t_-gggg 4) tgggg (4)
Kidney(L) (9/100g) -_pggf: ) tggig (4) tgggz *(4)
Kidneys (g/100g) a_,gca)ig 4 igglg @) igﬁgg *(4)
Testis(R) (g/100g) igjgig @) igigi? (4) :g:ggg o)
Testis(L) - {9/100g) tgigg @) ig:gig (@) :gﬁigg )
Testes (9/100g) i:,gg? (4 ;tgggg (4) :10:(1)$2 @
Epididymis(R) (9/100g) iggg: (4) igg:g 4) iggzg 4)
Epididymis(L) (g/100g) e @ +0.008 @ s0010 *(4)
Epididymides (9/1009) ig:;fg @) iﬁ:;?i @) tg:;;g @)
Ventral prostate (g/100g) igg?g @) tgg?g 4 igg:g 4)
Dorsolateral 0.070 0.075 0.085
prostate (g/1009) " 20.016 (4) - +0.021 (4) +0.017 (4)
Brain (9/100g) igggg @ ig:gii 4 ig:g;‘c‘: 3]
Spleen (9/1009) iggg? @) igﬁig @) igf)zg (4)
Thymus (mg/100g) Zi:g () ilgig? (4) ig;;? (4)
Pituitary gland (mg/100g) iggg (@) ig;g (4) i—gzg (4)
Thyroid (mg/100g) j:?g @) Jgg 4) :t;:;g (4)
Adrenals (mg/100g) l;gg () l?gf 4 l?lg (4)
e -

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 toxicity study in rats
Summary of relative organ weights:Male
ltemns Dose Twenty-eight-day treatment
(mg/kg/day) 0 80 400
. 3338 3.126 3612
Liver (9/100g) £0310 (5) £0.182 (5) £0.227 (5)
0394 0.376 0.362
H
eart (9/1009) £0.036 (5) +0.017 (5) £0.011 (5)
. 0.392 0.404 0.414
Kidney(R) (9/100g) £0.026 (5) £0.018 (5) £0.026 (5)
. . 0.394 0.396 0.416
Kidney(L) (8/1009) +0.052 (5) +0.009 (5) +0.025 (5)
. 0.786 0.800 0.830
Kidneys (9/1009) +0.077 (5) +0.025 (5) £0.048 (5)
. 0.462 0.488 0.436
Testis(R) (gr1009) +0.042 (5) £0.042 (5) £0.068 (5)
. 0.460 0.482 0.434
Testis(L) (9/1009) +0.037 (5) +0.040 (5) +0.063 (5)
0.922 0.970 0.870
Testes (g/1009) £0.079 (5) +0.080 (5) +0.131 (5)
- 0.108 0.110 0.112
Epididymis(R) (g/1009) +0.016 (5) +0.016 (5) +0.023 (5)
S 0.104 0.106 0.108
Epididymis(L) (87100g) +0.011 (5) £0.011 (5) +0.019 (5)
- 0.212 0.216 0.220
Epididymides (g/100g) +0.028 (5) £0.026 (5) +0.042 (5)
0.112 0.112 0.130
Ventral prostate  (9/100g) £0.008 (5) +0.013 (5) +0.019 (5)
Dorsolateral (9/100g) 0.082 0.084 0.108
prostate i £0.016 (5) +0.018 (5) +0.019 (5)
. . 0.260 0.266 0.282
Seminal vesicle  (g/1009) £0.029 (5) £0.021 (5) +0.051 (5)
‘ 0.616 0.620 0.614
B
rain (971009) +0.029 (5) +0.080 (5) +0.090 (5)
0.190 0.204 0.196
Spleen (g7100g) £0.031 (5) £0.031 (5) +0.023 (5)
176.78 203.18 162.50
Thymus (mg/100g) +44.85 (5) +49.60 (5) £26.20 (5)
. 3.24 3.00 3.46
Pituitary gland (mg/100g) £027 (5) £0.16 (5) £0.15 (5)
. 574 5.90 5.68
Thyroid (mg/100g) +0.68 (5) £1.01 (5) £0.45 (5)
Adrenals ma/100g) 14.46 14.50 14.94
£0.71 (5) £0.98 (5) £1.59 (5)
Final body weight (@) 324.40 331.24 316.48
+37.38 (5) £38.43 (5) +41.22 (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.

** Significantty different from vehicle control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study inrats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 80 400 (mg/kg/day)
ss ss ss
4
No abnormalities detected 3
Kidney
Pelvic dilatation, unilateral 1 0 0

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 freatment

Male
Findings 0 80 400  (mg/kg/day)
SS sS SsS
43 4 4

No abnormalities detected 4

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 80 400  (mg/kg/day)
ss ss ss
43
No abnormalities detected 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 80 400  (mg/kg/day)
SS SS SS
5% 5 5
No abnormalities detected 4 3 5
Glandular stomach
Blackish region of mucosa 0 1 0
Kidney
Pelvic dilatation, unilateral 0 1 0
Axillar lymph node
Enlargement, unilateral 1 0 0
Skin
Erosion 1 0 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 80 400  (mg/kg/day)
SS SS ss
49 4 4

Liver

No abnormalities detected 4/4 — 414
Kidney

No abnormaliies detected oo, 34 .. T YA

Dilatation/Pelvis + 1/4 — 0/4
Testis

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

No abnormalities detected 4/4 — a/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.
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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 80 400  (mg/kg/day)
SS $$ ss
49 4 4

Liver

No abnormalities detected 4/4°) - 4/4
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

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

b) Number of animals affected / Number of animals examined.
—: Not examined.
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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 80 400  (mg/kg/day)
ss $S SS
4 4 4

Liver

No abnormalities detected 4/4°) - 4/4
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

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

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

—: Not examined.
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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 80 400  (mg/kg/day)
SS sS SS
5% 5 5
Trachea
No abnormalities detected 5/5°) — 5/5
Lung
No abnormalities detected S5 T WS e,
Hemorrhage + 0/5 - 1/5
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach
No abnormalities detected 5/5 -— 5/5
Glandular stomach
No abnormalifes detected 85 O B,
Necrosis/Fundic mucosa/Focal + 0/5 M 0/5
Duodenum
No abnormalities detected 5/5 - 5/5
Jejunum
No abnormalities detected 5/5 — 5/5
lleum
No abnormalities detected 515 -— 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
No abnormalities detected 5/5 -— 5/5
Heart
No abnormalities detected 5/5 - 5/5
Kidney
Noabnormaliies defected e B8O 85
Dilatation/Pelvis ++ 05 n . os
Urinary bladder
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 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 80 400  (mg/kg/day)
sS SS SS
59 5 5

Testis

No abnormalities detected 5/5°) - 5/5
Epididymis

No abnormalities detected 5/5 - 5/5
Ventral 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

MNo abnormaliies detected a5 . S e

Plasmacytosis/Unilateral ++ 115 - o5
Mesenteric lymph node

No abnormalities detected 5/5 — 55
Spleen

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

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

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.
++: 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

Male
Findings Grade 0 80 400  (mg/kg/day)
SS ss Ss
5% 5 5
Bone
No abnormalities detected 5/5° - 5/5
Skin
Ulcer ++ 1M — -
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.

++: moderate.
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