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2. RBEEE
& —RMAEMNMCEDEITMIEEE oM IMERTER s
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3. REBMEER
& W —RMEEANMCEDERT M EEE BHEZER
PTTEHE T877-0061 KB BHEMAIFHEI3 TH 822 it

4. HEBRE
Tricresyl Phosphate 27 > MZ 28 BB HRERORSE L& 2IZEN D EEOBERD
TREDEALZEET 5 Z LIZ X Y Tricresyl Phosphate DEM A 50T A Z L2 BHyE 4
b, Rio, BEFEREBFTOOOREZHRT 5,

UTORBRIEZSEBIZER LT,
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F7 5. FAL23-03-29 BFE 5 5. BIRATES 110331009 B, —ERMIE: Tk 24
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138 #
Tricresvl Phosphate DEHMFRIREERUVEETFER IR f’?‘%@ WTRERT 5 B8
T, tEEETAMIARKTAVEPOECD T A A K542 407 %Js BRI ER

OREEERETER LT,

5 BESDHED Crl:CD(SD)7 » M2 —JIZFAE 7= Tricresyl Phosphate % 1, 7. 14 X
128 HEIERBRFIEATES Lz, #EAEIZ 0 (=—M#) | 40 11200 mgkg/day & L,
1. TR 14 BERSRIZER TV 7T 74 PEETIZ 1 BEH T2V 4, 28 AREREEITIT L
HEHi=0 SIEEER L, BEHHTREFIZ VW T—RREEE, FEAERVEEER
EZITV, SREHRRKR T I CO/0, BE N ABEET TR ZHE L- %23 LT, ik
E, FEEFNBRERVCECRTFRAEFETO-OORBERYER L=, ML T, 28 HE®RS
B OWTIE, BREHETICERR —RREBEEROBERE LTV, REKES 0TI
REBERL TREEZITo T,

— KB TiE, 40 XU 200 mg/kg B THR 5B % OEREM ORI, 200 mgkg HETHE
EHETAALNT,

EETIT 200 mgkg HETHRE 21 KU 28 B BIEEERALZ LN,

MEAECFEIRE TIZ, 40 KU 200 mgkg B T28 BB S#IZz) v 2T 7—E DK
BRI T,

B EETIL200 mgkg BET 7,14 K128 HEHBERIZFIROMEMEEDFHEIN & LT,

R 7R — IR AR AR %%% Jﬁ@ BEE, REE., LKRFORE. JHREOREERTN
BETIIHRWEREIC ST BRI oT,

IV RSN/ zl:a“%ﬁ #FT {23V T Tricresyl Phosphate D512 X 1 | #f& % & OFFl&
DEEPRE IR, BoLREEFEIRO bR o7,
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14. B E
141 #HBYE
a) AWE
£ PR DABENY ML
Bl 4 DABERNY 7 LU
CAS &% 1330-78-5
b) BETEURy MEF
& FOERETE
oy hEE EPQ3236
c) HBEXE
BER

é/ \>
0 \_2~CH,
ol

H;C_/—
\X (@) N
\ 7/ | x—cm,
»Z
%\%it C21H2104P
SFE 368.36
d) HiEZ
o 99.5% (HPLC)

R E IR 100% & L TER VR - 77,
e) E(LZFEAMER
SIAKVERRE (FEEME) 12 A BT,

Bos -33°C
= 240~260°C (5.3 hPa)
BERIIBITHER < OTVWEE, BHOERE
TE FEEETTEE
BEIOTIERES (B
B K EREE (BEY
= )= BT 5
TE b BT 5
E E 1.172~1.182 g/mL (20°C)
f RESRMG

BN LIE[REARICANL., BEBRPEREZEOF Y E Xy MNITERRE L,

FEBEOERAE 19.0~23.1°C FFA&HE 10~30°C)

REGIERUEE FrExry F5, 201354 A 15SBE~201354H 16 B
XFrEXxy b1, 201344 A 16 B~20134511 A8 H
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?) HEEVEOR—ERUVRELETIZR T 2LEEOES

ZEEME TER L7z [Trcresyl Phosphate DEEE . KBYERODEEERFEBE
ERAR] (HBES X02-0276, JEGLP RE) B TR L

WMITEEAEZRITREFEFTOFTEILEHDAT VT —F~X—2Z (Spectral
Database for Organic Compounds: SDBS) 725 AF LIeRMRIR AT b b BRAERRER
WWBWTRIE LI ARY MAEZHET A LIZLY) HBEMEOR— 2R Lz, &
OFER R EREFNIIHEIE L7z A7 ML SDBS O AFLEANT ML ERETH
DI LPEREINT,

Tz, RERBFIRUCBRESHAK TEOFRNBRRALT ML EZHEETAZ LI2LD,
RERETICRBITI2EBYWEOREE TR Lo S RRART L HB L TR SRR T
BDORANRT MZEIERO b d o Z b BB EIIREPETEE TH-
7o & HIBT L7

h) B EOEE
BERERUVE~OEMIT IR AZ ST 520, FE w27 BF, REOHREDT
BERzERL,
142 # &
a) &
Z— 78
b) FREH

TR BEIIKIZIZEAEET 2N OERBRSHD Z L0 b R EROFREIT 2
— UM RAWTRE L, £O/RR. BRWEIX 2 — I 10 wW% DRE CTIHRELTZ,
E EBRDERITAEEL 7 BROBFTERE CEROELESEORENALNRNP-T D
Eb, I—UEEEE UTERLL,

c) ®Exm, JV—F, vy bEFRURE

& 2T JL—FK gy b &S| BREEFT RERE
I— M FTHIAT R {b=H V2T0152 REREE E-¢/-1

143 {EREW

EBRHPE L TRIINEYTHY, —BEEEB AR SN, SEBREZIIBWT
LERT—ZZEA LTS CH:CD(SD)Z v b (SPF) Z BEF ¥ —/L R - JA—HEHH
BEUVEF—bAFELE,

4 BEDOHET v b2 SSIEAFL, 1 7 —Uhiz ) SIKOEFABT CTAN 6 B £ TRE
FUEZATV, 3§ X TOBIICEERLON o720, YARIEL-AELZHWTHER
BREEATMEBETHEST L. 51 E2HBRICER L, BRI EELE CENAT
THbE L7, BESITICE 0 ANTZEBITRB L OBRA L, S/, ZANLGRE5EAE
Tid, —RRER OS2 EE 1| B EEE L,

BT, BESUTRNIES~EMEA 7 2B L, BT RITESRE T TR LZ, &
— VNI T VBT, Ty 7 IEBESER T L TENRTRER L,

B 5B OBMOEET 5 B, FEEEII 1279~1473 g Th Y . LBlOKENRS
EOEHEEL20%DOHBATH D Z & ERER LT,
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144 B#HERE

i, B% - StERFz 22T HEZEL T, BE 21~235°C, HExEE 40~
70%., BK[EE 10~15 B/, B4 70 12 BERR (7BES4T. 19BEO) I082E
LIz T =Y A7 A0FABE BREFETIIREE |, BRERTRIIFEE 1) A
L7, RERUVHEMEEOEAEIX. £ E1122.7~23.4°C RTR49.5~61.6%Th o7,

=T, BOURNEIAT U VREEHEKR T — Y (W260xD380xH180 mm) . B4y T4
AT > L ABERER 77— (W165xD300xH150 mm) Z{EMH L7,

MLATT RESRRE TRR OB TRICZHR L, B T %38 2 B OEE TR Lz,
IO, BMEFABTENOBISIRE T ABRICOTHR L, B, 7—VRONT v 7
W, BEOURRIKRE LI, £, YT 7 A REE (1L TR 14 BREEER) 12OV
T IEICL T v 7 2B LT,

FFHIERSAR MF (2 v FES 130612 KT 130809, AV = LVEERTE) 2. &
BAIE B B LKEKICRRAKKRIE TOEEREBED 3~5 ppm & 725 £ 5 IZREERET b
VoA (Ea—F v 7 R) ZERMULIZKEZ, TNENEHERSE-, 8REVES A2
Mida— b7 L—78E (121°C. 30 50 LiE=bozFznFhnER L,

TN HETX N ORADOSTT — 2 2 AF L XERERETAEWERSED H
BIROBAEOBEEMERE] (1979) 22512, YRBRH CED-EEENTHEZ &
PR LT-ey bEEALE, ,

BEKIZOWTIR, EEFEBE O KEEEICET2ES) (BEEFEHESE 10158)
WL L 72K EREXE 2 BAOHEETERL TR ., B ATEICAFE LZREERERD
BABEEERE CICAT L REREN, AESOEELZHAZL TN A2 L aRRALE,
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15. BB FE

15.1

152

EBHEORERE

AERTERABEE LT, SEBMER T [Tricresyl Phosphate ®F » MIEiT5 7 BEIRER
ORE5EERER] (EBRES PI12-0115, EGLPRE) *ERL/-, BEXTAB ClIa—
VETRRLUEBRDERE . FE 3 L0 5 BEO Cri:CD(SD)#F » I 0. 250, 500 &
' 1000 mghkg/day DFAET 7 BREERERS Lz, BEHHT I RREBEREERAE
2TV, BREE 1 BRICFIBRRUOFEEERELRTo70, TOFEFE. 250 mgkg KL ED
ETHEOREXIEEERME NCEBEEDREL AN 2L b, ILIrOEEE
BIZIVBYREBLOOH B LEX NN, REN. BESERUBRESEOVWT
NbmHShedo7c, 2B, 500 mgkg L EDOFETEHE, 1000 mgkg H THREEHZ DE
B O FRIE R ORI B OFSRERRME A A Sz 2 &b R E I L& R~ D RIgE
ZRETDHEEL, F72. 1000 mgkg HETHHFROEXRRUVEESE. BIBOEKR, AR
ERUVEESELRO b7z, 250 mgkg HETIR—BRRERVEBRTEEIRD b an
S7eb DD, FEOREFERARALNTEZ D, HHEHE % 250 mgkg/day LI EDOHE
T2 HERERS T2 AT EOEELEEDNRETITESERS D LE X T,

L7z o> T, ARBRTIL 200 mgkg/day mAEE L, (EAEL LT 40 mgkeg/day #35%
E L7,
BEME AL

WRWEREFHE LC2 AEFER T oM, BEEOL 2B E T AEAETRELZRE L.
ETo. BAEMBHEEROSHERIC, 1, TRV 14 AFRBRERICHENT 29T 54 M EEZR
7. BT S FRER oo FREE L 5odi T 2,

Y774 MEOER G OBEROBEIET — #1328 BREBREEIZED TRV -7,

—— BRERE |B5FE &%%E?& K

(mg/kg/day) | (mL/kg) | EE(w%) (B s

AR (1 ERS) 0 10 0 4(1 - 4)
EER (7 BERS) 0 10 0 4(5- 98
AR (14 BEES) 0 10 0 4(9 -12)
EAEXTER (28 HE®RE) 0 10 0 5(13 - 17)
EAE (1E®RE) 40 10 0.400 4(18 - 21)
KAE (7 BREEE) 40 10 0.400 4(22 - 25)

| EAE (4 BERS) 40 10 0.400 4(26 - 29)
B | IEAE (28 AHKRE) 40 10 0.400 5(30 - 34)
| &mAE (1EKRS) 200 10 2.00 4(35 - 38)
H =HE (7 BRES) 200 10 2.00 4 (39 - 42)
=HRE (14 BREKRE) 200 10 2.00 4 (43 - 46)
=HE (28 BRE®RE) 200 10 2.00 5(47 - 51)
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a) BEEBEDEROBERUVEE

REVEZTEER, 2 —VBE M TER LERIE:, 0%, a—r#zna<
EE L 200 WWADHEBHEIREZRE L=, 5T, 2.00 WwvhDEBRHERD -T2
BL, =2—HEZMAZTHERL., 0400 wWY%DEBMEKREZR/EL -,

AL EREOEBRYERROERSEILAVIEAIENE YT RF v 7 EBICE
NETNIGT L. ERBRDEREEDORSGE 7 I2THET EANE 3~9°C, FEEHE 1~
10°C) THRE LT, HBERIIFAESE 12 BUNICER LR,

NGTRE LIEBREOKBDERKR OERII EBRE B ICREICLELREEERE
SR ORO L, AEEE TERTERLEESICAVE,

b) WERME IR DL EM DOHERR

10.0 T 0.100 wv% DB ERDOGHTRE TOEEMEY, YRBEERIZB T
X02-0276 TwmEKREs v~ N7 F 7 4 — (HPLC) [CX VSR L,

WETRE THE 13 BRICAE L-EBRDEREY, REEZOBIEREICTL 100
BT 0.100 wv% DB ER TENTI 101% KT 104% & 100£10% A TH 722 &
b, REFGETTR BHEIZETH D Z L AHER I,

c) TEIZAWVLERYEIRORERESR

FENZFRRE L7z 2.00 X T 0.400 wh% DHEBRMERORMNEROEE Y, LRBIER
12T X02-0276 THPLC IZ X W FER LT,

BIE U7 EIRE MR EMITH L 2.00 T 0.400 wiv DEEEMER TENEFI
100% K% T 101% & 100£10% AN TH o 7zizd, BENITHR T/~ LHE L THREICH
AV

154 & &
1. 7. 14 X328 BffiEEE 1 [E, BHBO®RE Lz, #8513 9:12~11:23 (21T > 7=,
BEINEIRT AT =T (FE) 2RO MFTERE (GArs) 2B, BlEL
FESOEEREIC, 10mLke TRE L, '
155 —ERESE
BREHEPIIEL 3 E (5. BEEE~ BEREg, %5 2~6 BEEE) .
D REREE L,
15.6 B2 —RCINESE
28 BRREEIZOWT, BERMHARNC 1 B, BRE5HARITE | HOEETKREDER
ZEE L., REMBEOBEIBMIZELE BRESHES) 2EMT. 8HOT UL
ZITo7c ., RBESHBITERVIRE (BB TfT-o7-.

(‘{“
p
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T=UBLRY | F—VIIFEZANTHL, B — UMY BT E TORKE (H
HETEORIS LEZRUERE) 2, Xa7 Y & THM

S %?%&U%ﬁﬁ?@%%\ﬁ%wﬁ%(ﬁ%\%wﬁnﬁvﬁ%
P AR [ KERUCHECRE (EFH. BRERUVTFT ./ —F) | Bo&
B GiE. BEREHERUELER) | RERUVSWWOEELZEE
%% 90 cmx60 cm DEEER FIZ 1 B E E5LURN) B & B8
TU—FTRTO | EFEhE, R, HMTOWKRE, REEHAH. RE - 85 - ©8. EFIT
ITENDEE BRUVEETHORELZEE

| pEOHEER (EoF) RUSHREE (RO7—AE) Z8IE

15.7 HERE

28 BREBEEEIZOWT, #5488 (&E52308) C1H, KEROEB2BRELL,

FUSHER CEITFEA—RREERE L RERICRBRE SR TE R VWRETRE L,
. |BEAR 3 cm IZR— AR OBEZEDIT ABHERRELZEEOR

B R e sary L recEE

B R | BETEZELLZLEOREEAIT Y VI ETHME

BOSHE | 8 B |TREAYITRED 13 BREHAIZEAL L EORG 2B

BN IR FCE %, BILICERZ Y TR LEORGOAEELBE
ZEf K30em OFmEND, BOERE LICUERETEL LEZEED

ERRS EERISOFELEE

= BHA—F FGC-2 (AAT 4 R) 2RV, BIEKUBEOE% 2

ERE L. FHECTFHE

7 v NEEESERIEEE ACTIMO-10 (3 >F27 /) RV, 81

EREDE DIEBER 1 R (10 R T 6 |E) BE L, FRIME (42.6 cmx26.5

cm DT HHE S om BB THAE) 2888 - /=B CRHE

15.8 FERE

2fiZon T, EFLEOIRFE (FL U TUR) ZAV, TROBIEEZRE LT
- B4R _

- BE 13,7, 14, 21 RU'28 B B

- FEBREOMRTE (EE=00OHAT. ERIRE)

15.9 EEHEAIE

7. 14 RO 28 BEBEEEHIZOWT, EF LMK (FL b vR) AV, TOA
WZEEEEZREIE LT,
- HOUBOKEE
- B5 1,03, 7. 14, 21 RU28 HEDEEE
BET, MEU2 BECHEBEERNERICEZBTL., FREOKREELRE L,
BIEL-HREELBEENLERERIRTO | BEHEEELRD -, 2B, FAEH
ICHEEZITOBMIIOVWTHEREEOLZHE L. HOBHRERUREEDORIEIX T2 h

77,
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1510 REBE
a) B &
28 BEIZEEEIIOWVT, &5 28 H BOFIT W 150xD 200<H 263 mm O EEBIHEEH
TF=VIIBPETREL. BEFKRUEERETEHE ZTOH 16 REOEFER ZHR
L7z,
by HMAHBRUFE
BERLUCEBRTAVWKREROERZBAE L, 2B, RILERHNBEROSHER Y
BRELCHER. aAEETERYEORSIIEE LA BRDONRho 2D, &
REFIZOVWTIIRERIThR o7,

H A s & Bz
K= (Urine volume) ARV U E—IZ L BEHE —
\@fu (ColoT). IR .
¥ ) (Turbidity)
RiEZEE (Uosm) KEPETE A
pH
ZH (Protein) HERE
7 b & (Ketones) FEBEIIIT T AT 4 v 7 A (—FA | —
#E (Glucose) v R) EER)
& m (Occult blood)
FRUE¥E  (Urinary sediment) Sternheimer Z5V5 B

fERHEEE A BENEFEES OM-6040 (T—2 L 1)
B: VAT LAEMBEME BX41 (VU L 3R)
15.11 miEk#E
a) BRI ORERR
FRBEIIOVWTERKESIOFELLERE L, BB (FE&HLE 16~20 BEHEE) |
CO/O.IBE AR (CO.O,iBEH=4:1) HErF THEISKIFMNOAEDOLBVELL, #
EEBEZERLE, 28, V774 FEZOWLWTIIMEOREHEENI{fTh o7, &
72, 28 BEESEIIOWTIE, N AV = RNAELE (BERT h - Frox
V) ZRVWTHRZER LEEREM L, EEB T2 BEEULESER. -20°C T24 BRER
E L, TDH%, -80°C TRE L. K74 T4 A&EH L TR MENTZIITIC %

L7,
BmERE ERLG 5
EDTA-2K FMEM A SB-41 (2 v FES G2008, A A v 7 R) TH
4 M .
m L7~ ik

CAABE=T I ULTAKMY (v bES WEI0101, FotfiEETE)
m 8% | D32 wv%KEKRZ 100 uL B0 L7z 7 ABEEE T L E D gk
(3000 r.p.m.x10 mins) L C47= 1 ##

m & | A7 AEERE THEM LEOSBE (3000 rpm.x10 mins) L CEZME
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2MREVLEZEVREROEEZREELZ. ¥ 774 FEII>WTETYa rarey
ERRUERLSES bR T 72T UV EROBEIITOR o7, 72, TXTOR
BICHOWTHREBAIETE 2D, 20z AW-8HFRERIIER L2 o7,

B B 5 OE AT
FRIMEREL (RBC) R ERE
~NEZ U EE (Hb) T A METOEVE
RBC x MCV
~< h7 Uy ME (Ht) BT
EHIRmEREFE (MCV) R BRI
Hb
SEHFRMER~FE 7o & (MCH) x10°
_ o H c
THFRMEA~E 7 0 v EE (MCHC) RBC x MCV
m/R#E (Platelet) FEAR Br A s
MBI IR MBS L= (Reticulo) RNA $em ik
HInEk# (WBC) Ta—%A AN —¥E
HInEKE 472 (Differentiation of leukocyte)
FFEK (Neutro) . U 733K (Lymph) _
IFERBR (Eosino) . #HEEH (Baso) 7E=YA PA R —E
B3 (Mono) . FKEFEREEK (LUC)
7u b ErER (PT) FEE B LA F
EMCES oo BT T AF UM (APTT) | | e (ms o b

BAERE ClTiz4m, DIiciZmiErER

ERAEESE C REMERFHREEE ADVIA120 (¥ — A U X)
D: £ BEMKEERER TEE STA Compact (B¥ =2 - AT T ) AT 4

v 7 R)
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¢) MEE(LFEIRE
MEZAVWVTEREOEEZBE L, ¥ 774 FEIZOVWTIIT AT XVET I/
NGV RART 25—, T7=20TI) b7 R7=25—8, TAAVET AT 74—
Y. REER. JVTF=VRUREIALEC2BEL. TOMOEE ITRAEL2H o
7

" B 5 & BEEE
T TYBTS S RTEATET TN G i ssce i
TI=VT 2 hF AT =F5—F (ALT) | UV ¥ JSCC (ki
TNHIVET A7 7 Z—F (ALP) p-Nitrophenyl phosphate ¥&
a2 = R7 55— (ChE) Butyrylthiocholine iodide ¥
RINE N T UART T (pGTP) | Lo Searboy
#2127 82—/ (T-Cho) COD-ESPAS % E
Y E (1) ggﬁﬂ%syuta—w%
REZEE (BUN) Urease + GIDH &
7 L7 F =2 (Creatinine) Creatininase - F-DAOS £
¥ EH (T-Protein) Biuret &
7472 (Albumin) Bromocresol green 15
) Albumin
AG f (A/G ratio) T - Protein — Albumin -
¥ (Glucose) Hexokinase + G-6-PDH &
Byl (T-Bi) BERIE
#RETEE (TBA) IR E
EHY - (IP) Fiske-Subbarow %=
F A (Ca) OCPC ¥
JhU 7L (Na) Crown-Ether EE&E =
AV 7L (K Crown-Ether [EEHiE F
B (D MO EE

FEHAEE B A(bFEEEoWEE 7170 (B L&84ER)
F: BfAESITER PVA-EX T (A&T)
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5.12 IREFHIRE

a) H B
ERBHIODVWTIERXAREREOEROWTRLERMEZIZ, B2 KERRY S
LTREFRIE, k. BAR. BT, EEE. MIE BERUERIELZORAEICD
WTHIRMEZRE#1T o7
b) MEBERRUBREEERE
(@) 771 hEE
1. 7RV 14 BEIREFHIZOWT, HIBRFICKEDOSRE - ARZER LT,

o R’ B - AR
HIkaE%R i
L - MEFR Do
W RS R B et
AFEZR R R RERE b EERIRY. BRERISIE
FRIER B ORBM, PMEEURZE0) | B L5
=Mk BEE ORBRE) | BEEE*. MiR*
P4 IR TEE PR (LRIMEERED) | BE

FORBRLIAA D [+ 244+ U728 B I, BERXIIRERICBET ARICETFRE (V
VRV UR) TEEZEIE Lz, BiR. BRERUBE LEIIEREZR4IZHEL.,
EREOEFHEELR L, BIBEEREZE O THEIE L, TRERIIBIIFRED—
BEEDTHEE Lz, TR ERMEES D TERED bAEERETIT 10% T EEE
RN ARCEEL, BH, EEOEXRENONHELTEEZREL, EE
ZRELEFFICOVWTE, BHRICAE L -EEXRICEIEELEH LT,
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(b)28 AREHREE

BIRFICRROSEE - AmziEl L.
o = 258 - MR
FROR 25 R KE. Be
. AR B, B (HFZTEB»LEB. M VREZE0) .
Belg, Al
D mER DofiR*
WbREs R BliEx. Bt
. FEELY, MR B BEZERISIARY. BRIZERTILARS
R e (BEEZED)
FEEEFR e (KR, MR UEEZ ST . FH., LEHE
M BEE (REEE) . EEY v &, IBREY 8, i,
R B+
BRI TEE BB (ERMEEZET) | BIF
R ARER
- BRER BHH CRBRED) . & CRERE)

BIE - B3 | 1R

KE MR OBEIX 10%FERE R L~ U VIREEAZICER L, B R UL 10%
hERE R L~ U UIREEA L TRIRICEE L-%. REWEZKEERE LT,

FRRLSN D %) 24+ LTe2 B i BERUIRFRICRET 28N E R (F
VRV TR) TEEZRIE L, BiE. BERORE EEIERZ 4 ITRIE L.
EREO&HEZEHR L, BIBREREZ IO THEE Lz, FREIIBRIIFRED—
HEEOTHELE, REIEEREZEO TELHEZATREL CERL, EE%
BIE Lz, BRI EER/MEZ S D TRED D OB TIC 10%FHEEE R L~ Y
BIZIREL, BR. EA0EZRENLNBE L CTEERRELZ, EEFAELE
BEIZOVWTIE, BEBICHEL-EEZEICENEELVER LT,
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MEOCEERUEE

EERL78ET - &&I. UTOIITBEERTERRF L.

gL, EE28E%. MIEZEOFRTEH,»S (FIRAI L Z ORI ZZE ST BRI
BoT) 2~3mm BOMABS 4 HEERL, EETFEEERFTAICHEL, 28720
EEN1S5gUTTHD I L 2HRE. TNTNEED 5 fFELL ED RNAlater® (Ambion,
Inc.) ICEESER, 15 g 2B 28 HIXERFOmKEE2UR LA LI, FEIIKS
#%. -80°C TRE L, MIEEZEOBEFREREFETATMLOERE DR Mo KUk
0 DEL 10%THEE R L~ Y VR THEE L,

BT, EANXICEERRIESR. AROTRENSIBEEEL L O ITEET 4~5
mm B DR Z IR Lz, M OEEZIY BRWieth, ERFTIAh L, ¥5%
18 3 mm CAPIZHEE) L RNAlater (IZIBTE L1z, BY OX4510ILE, BERNT. BB
ROKRBEENTTH 7Y 7 L, FRZEN RNAlater ([ZBE LT, Y OESIIKAE
#%. -80°C THEFE Lz, AT 10%FHEEE L~ VIRTEE L, B, EEWVT
NDDIIIREDRRD LB AT, RESZ 10%FEEEFRAL~ Y VI TEEL. K
XA Z BT REREMEIT R -80°C BUERFICE LT,

BRI, EANXICEERRIER. A% 4 HEIL. EERA O¥5% RNAlater 123
E LT, BB OESIIKEE, -80°C THREF L, EAIEFEETEy hY VIRTEEL
77

R EET, EE2HER. EALVEETEy MY UVIRTEE L.

FEZERTNARIT, EEHER. EFTH L. —FH % RNAlater IZBE L7z, 22013 10%
iR E R~ U VB CTEE LT,

ix. BEZEITEER. KELEAZ D= (AF ) —):7 oafi/AEEREA T
=6:3:1) [CEELEZ, TOH, KT TSEHEIEL S Lk, Bk=F ) —VIZH#L
7o SHIKETTIRE D LML, 1 FHBEIZ2E, 8Ky ) — V2L,
KETFTT—HRIRE 5 Lz, ATy /) —VEEEXLHEL 4°C TRELZ, RELEZR
FHIFRARZ FE L THRRBLRFICEMS L,

TEEKIZ. EEZHEE. RNAlger IZEE LT,

RNAlater {23 E L 7= ZHRIT RNAlater ZHRERICEE I E 5729, 4°C T 24 BEFEKE
L7=%. RNAlgler (ZEEI®HT7-5Z80°C THFE L., FIAT A RAZRE L TEKLEH
MR IS L7z, -80°C ERBEFELIZERIIOVWTIERIA TARAERFLT
L BT RF ZE AT I S = A LTz,

ZOMOBE - MBI, 10%THEEER L~ ) VIR TEE L,
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d) REAZFHRE
(@) ¥ 7 T4 rE
1. 7Rk 14 BEBRSFONBERVERAERIIOWVWT, g, BE. 8. 1
MR, B (KERE) . B, MO 7 4 o EEBEEYYREERL, ~v b ¥
VY v exzF Yy (HE) LEE, AFBERENICRE L, B8 (KEBE) 13909
B URTIZ 10%88EE - R~ U VRICE DBIREIT o7,
(b) 28 HE 58
SBERUEAEEICOVWT, MEUTEEZHRVTERIRLICT X TOHE X
BT 7 4 EBETORZER L, HE &%, AEBERENICRE L. F
EOVEEE (CRERE) 13900 H LAENC 10%8E8 - A< U ARIC KD BUIK 2T 7,
15.13 FEHFHFE
FE, BEE EH. EREHE. LRFORE., MRECENRE, RE. REZE
RUOBRBEEEDHREIZOWVWTIL, Bartlett HIZE2ENBEREEZITV., SHEEKETES
BOEEO b =EE1E. Dunnett HBIZK DBEZIT o7, ELEPRO b2WEEIT/
Y 8F A KU w7 O Dunnett I K DBREZIT o7, SEEEE (o) RUBRES (R
DT —)VE) 1L/ 3T A Y v 7 @ Dunnett H5IZ X ABEZFT o717,

16. RBREDOEEEICEESRIT L7 L BN ABEER K UREBSHEEL S OB

RBREEOEEEICEEL KT L L BEDN I REER R ORBEEE D b ORI
bIviemo i,

-20 -




B10-0115

17. REBE

17.1

17.2

17.3

17.4

17.5

17.6

17.7
2)

b)

—RTIKE (Table 1. Appendix 1)

200 mgke ETREEZOEHFHOMEN 8 fl. BEREBETH4FHTEEEN, B
EESETIIHREF 18 HENORBE L, 8#RAIAEDICHA LN, WEEES 10 BE
VIR IC BB ITMENIC R b, 5 15~30 SLINICHEE L, 40 mokg BETITR
EE#OERMOMEN 3 #ITH N, METRSE 22 B B URBICEROIIHENIC
HoiT, IRETHERIRD N7,

FEHE72—AIREE (Table 2. Appendix 2)

THEDERSE CHEERRR UHRERICEEREHIIRD bh T thoEMEEEHR
CRBWTHEBRYERSHROMRBEICEEIIRO o7,

BégEfRA (Table 3. Appendix 3)

FEHERSHE TENRUVBREDEICFEREDIIRD DT, GHEREIZE VT
LEBMEREHEROMBHEIIRZTIRD o072,
= = (Fig. 1. Table4, Appendix 4)

200 mghkg B THERZLTBIIRO b7z, B85 21 RU28 5 BIZEEER (%
ILEIVKTEREED 92.8% % 1) 89.8%) BA LTz, 40 mgke BEICEERETENIZR O bNL2h
277,

EEE (Fig. 2. Table 5, Appendix 5)

HHRHER SEIIEEREIIRD bheh oz,
Ri&ZE (Table 6, Appendix 6)

HEDEREHE TRERVCREEEICERERZEHIIRD b ioBREEBIZB VT
LEBMERSHICETIRD oo T,

& EE

M#EFaRZE (Table 7. Appendix 7)

| ERSECTIIRBYERSHRICAEREHIRO bR 5T,

7 BERSEIIB VLT, 40 mgke BECAAGELR BRI FEOREREMEN L NN,
AEERFER2ZVWI LS ERNEE L E 27, 200 mgkg ETIZAERLEIIRD S
Nn7zhhor,

14 BERSETIIHRREYERSHIAELRTHEIRD SN2 o7,

28 AT\ SEICBV T, 200 mgkg B TEIYRMEREFRE (MCV) | FHRME~TS
v 8 (MCH) kUKL EOTERRMENR & T, 40 mgke B TILTH
FMEANES RV BEORELEE. FEERKEOFERRENALNZS, A&
EIEER LW ENLEBROEB LS 27,

Mm#EA{LFEIBEE (Table 8, Appendix 8)

1B, 7Rk 14 BRAKREGEHF TIIEBRDERSEICERELRESIRD b o7,

28 HF&REEICB VT 40 R 200 mghkg HETa ) VAT 7 —EBDOHEER{EENH
BT,
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178 REFHIRE

a)

b)

SZEEE (Table9 RTF 10, Appendl_\ 9 RTr10)

1 BIREEHIIBNT 200 mgkg FTRE LEDEMNRUEMEEDEFELRSEN A S
N, BEEEILIAEREENILZbN 2D -T2, 40 mgkg BETIXHERTEHIRD
Lot

7 BRI SEEICBVNT 200 mgkg B CHIBOHRMNEEDFT EREE GHRED 109.3%)
BH:-HNT, 40 mgkg HETHREIBROHMMEEDHEEREENRALNZMR, AEEREEN
W ENLBREAEHEE X,

14 HEREHBV T, 200 mgkg H THIBOBNEEOFE 2EE HRED 112.3%)
DBRO bNTiED, BHRFEFEENMEEER (BB 92.5%) 2R L., BREUOTEE
DIEIEECFEREER L LNz, 40 mgkg ETIREELRLHIIRD b oT-,

28 BT SRV T, 200 mgkg B CTBROMNEEDEE R SE GFBRED 110.5%)
DD LNTED, BERFEENEEER (FBED 889%) 2L, BROENEE
DEEDIEERA LN, 40 mghkg HETIXHEERLTHIRD b2hoT-,

# # (Table 11, Appendix 11)

1 ERTD7 BRAREHETIRBEYERSEAUCHRBECEFTIIRD biznoT,

14 BREIBRSEIIBVW T, #BYWEREEICETIIZRD b eh o203, SRR THIE
DIERDS 4 B 1 BlTH BT,

28 RGBSRV T, 200 mg/kg B TZEBOREEN S FIF 1 flicH bz, <HRE
TIImOREREMNMD 1 Fl, FRIRBROMRMERL 1 FlI&H 5Tz, 40 me/kg BETIRERIX
RO LR oT,

JREAERRFARIMRE (Table 12, Appendix 11)

1 BEIHRESEIZRV T, 200 mgkg B CEBROBEE T OFRN 4 51F 1 flick bhviz, st
BETIZIERZ IR b2 ho Tz,

7 BB SETIL 200 mgkg HER U BEICEEIIRO bhiknoiz,

14 BAREEHIZBW T, 200 mgkg BHETBIROKEDERD 4 fIF 1§, EEFILE
DY FKEBEN IR LN, BETREFREC/IHEFEER #, BROKETO
ERy 1 ficaoni,

28 BEIREGEIZBWT, 200 mgkg HETEBOBENSHT 1 Fl. FROAFERT
FRRERFARRERNE 1 §l, BEROBBMEOXR 7o L OFEFEN 1§, BRBEOHEEER
D1 BNC A BT, STBETIIAOEMA 1§, FFEOAFER OB T ARRER )
% 16l BIRRORBEDRT o OFEHEN 1 Fl, BERED Y g8 | f, EEERIT
RO Y L REREEN 1 Flic R Bz,
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18. & £

EBOREIIFER) VREEHTHY, =V M zAVWEERY CASREERETEES
(organophosphate-induced delayed neuropathy, OPIDN) OB EHE L LTH LD
(NTP, 1994; 82,2009) . 7> bz AWVW: 13 BRREROZEEERBR TIL, 50 mgkg/day
UEoRETHE2Y VAT 7 —EEMHOEERVERIBEEDHIRE DZER{L. 400
mg/kg/day UL E DO FAETHEMBEZER. 750 mgkg/day TBILEOKEREFLNRD Sz &
BEINTWSD (NTP, 1994) , KRBIZEBWTIL, BELREEERSERH LY VAT
7 —EEEORESRS LN DD, HRHEREIZLSALLRERIRD N2 o7,

28 HE&SZOMRAELFEAREIZBVT, 40 RU1200 mgkg HETa ) V=AT 7 —F
DIEER A L NEER~DOEEINRE NN, BEHEEVLERRICBENELIIRD N
T, FRECEEARSEDERVEESNRN-T-, Ty MO 13 BEREROBREEMRR

TIX 400 mg/kg/day UL E THREEBHDET AL LN, vV 2D 13 BERKERNBESEEHRE
TIZ 100 mg/kg/day LA ETHEBE DL RMEEF LM, 200 mgkg/day LB THEEED L FMEE
REMENRHZ L TWD (NTP, 1994) 23, ARBREIZNIVIEVWEETOEHOER L 2o
i, HO D REREENBRHEEN 2o EEZT, 28, BEHEOEEIT 200 mg/kg
HETLH LN ERERETRUCEEDCREERIL. BRR~OEELZRRLIE{LEE X T,

40 B U8 200 mg/kg BE TEE SIS IRIEIL, R EHRERFTHEEA L Z L OHBWE D%
WLV FEH L (Matsuo, 2000) HDEEZ -,

momygﬁf7Eﬁ&%ﬂ%ﬁ%@ﬁﬁﬁi@%ﬁﬁ&%ﬂ WHYEREIC X DI

DEENTES N, LLBRL, BMAREH THY . REABRFIREICBWTER
BERELUNMCEERRD o T, MRELFIREIZBV T HIFERE~OFEL RIET S
BRICERN LN 2722 b, FROEEELIIEHEFENIIERORVE(LLEE X
7=,

FEREHME TRICH DNIZZEOMOEIT, AEREEORWEETHD Z &, I
ETAEMRRObNRNT L, NIBRBERELE LTHEINIFRTHDI Z LEND,
Y ERE LIIBEEDORWELEE X T,

UEDEBY, ZRETHIERYERSITLVBRZRRUFE~DEENRE 725,
BROPREEEEIRDLNR -7, 72, ZTOMOEEEFR, FRER, L - mMER.
WREER, £FEER, EMEFR, AHWHR, BER. - BER. LBE~0OEEIREIN
AN

19. Z&3CHk

BAIE (2009)5.4 BE In [FRFFXvauy—) (ARMNF VooV —ZSHEZEER) , &
BEIE, B, p. 127-136.

NTP (1994) Toxicology and carcinogenesis studies of tricrezyl phosphate (CAS No. 1330-78-5) in

F344/N rats and B6C3F, mice (gavage and feed studies). National Toxicology Program Technical
Report Series No. 433.

Matsuo R (2000) Role of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,
216-229.
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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
ma/kg/day 0 40 200
Male ss ss ss
179 17 17
No abnormalities detected 17 14 9
Salivation 3 8
Decreased spontaneous locomotion 4

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Dosing week 1

Sumnmary of detailed clinical observations
Dose (mgfgpicay)

Number of arwmals

Table 2-1 Twenty-eight-day repeated-dose oral-toxicity study in rats

Wale

0041o32005050505050505050505005D5D50500005005000505000050005000050000000.0

oowvrwounoojlowvwolwvuolwo|lwLolwoN oo OoOINOIWOIOWOINOINOINOCIOCOWVLOOINOOOMOINOOOOINOODVOOOOINOOCOO0OOOO

coomaNolmN oo w ofjn ol olv olw OV OV O OV OB CIOWVWOWVLOIVNOIN O OO WO OINOOOVNONOOCOOoONODOINOO0OONODOOODOOOOO

OO Wwo ot —ojlow ojw oln O O OID Ol OV O OV OIO WO OO OO0 NOOINOOCONOINODODOODINOOCIOODOOINOOOOOOOO

COoOWOO|T ~oloOWOoOIVLOIOIWVOOVOWOOWMOIVOIOWOIOIVOINOOIOOOOINOOONOINCOOOWMOOOINOO0O0OOVODO0OCODO0OODOO

COWMOO|IW OO O O O Ol O O O O O OO VoI OV OIN OO0 T~ OO OONOMNOODOIVOODOINOO0ODOIOO0DOCOOOO O

Q.HOHQDH-H4OH.+.+_+.+.+.+.+.+.+40H.+.+0HQQ40HQUMQH.+.STP@O.NQ%.CGSH.SBCRWV..&T
O -1 8 [0 2
s | 2 Lels|5|E c|E| & Z e 0
Ke) c el g2l o o |5 7} = : 4] 5 g =
% i 3 I o8| 4]|¢E m §lE) 2 |8]8| e g B m 3 Wm m.m
: g8 E|lE|5|8 ElE| 2 |E|E| 3 5 & ‘ ] s
8 3 5E 85218 88583 5(5]5 g § 5| 3 el § g8
s s BslE|p|S|IE 3 @ |a|lo| & b o 3 28 7 23
5 5
(1] B B
- g nd ©
i £2 8
§ § 2 c
R.m o o &

0.0x0.0
08+1.8

0.6x0.9
12216

1.2£1.6
3.4+45

0.0x0.0
0.2:04
-27-

0408
12116

0.8x13
1417

Urination

a): (count/min, meantS.D.)

Defecation®

* : 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

bhzie
Dosing wesk 2 Dcsing week 3
Dose (mg/kg/day) 0 40 200 0 40 200
Number of animals 5 5 5 5 5 5
2 0 0 0 0 0 0
-1 1 3 2 0 2 1
iasem w‘:] 0 4 2 3 5 3 4
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 4 3 3 5 4 1
Vocalization +1 1 2 2 0 1 4
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscietone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
femperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L - 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
L. 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness . 0 0 o 0 0 0
Handling . - 5 5 5 5 5 5
observation <eadening 0 D 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
) X - 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
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
s - 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
) - 5 5 5 5 5 5
Secretion + 0 0 0 0 o 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 s} 1 0
Motor activity 0 5 5 5 5 4 5
+1 0 0 0 0 0 0
+2 0 0 0 0 0 D
0 5 5 5 5 5 5
- +9 0 0 0 0 0 0
Respiration 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 S 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 o] 0 o] 0 0
P 0 0 0 0 0 0
0
Observaton s 3 : 5 5 :
i Tremor/
inarena ' +1 0 0 0 0 0 0
N
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
. c 0 0 0 0 0 0
E;’i‘ SO 6 0 0 0 0 0 0
S 0 0 o] 0 0 0
H 0 0 4] 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
poromal 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® 0.8+1.1 0.6+1.3 04 +0.5 14 +1.3 10214 04109
Urination 20125 12122 0.0 +0.0 22115 0.4 0.5 1611

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 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Sumrmary of detailed clinical observations

Male
Dasing week 4
Dose (mg/fegitay) 0 40 200
Number of animals 5 5 5
-2 0 0 0
E -1 0 0 9
Ofi 0 5 5 4
Removal +1 0 0 0
from cage +2 0 0 0
0 4 5 1
Vocalization  +1 9 0 4
+2 0 0 0
K] 0 0 0
Muscletone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
N . - 5 5 5
Piloerection + 0 0 0
. - 5 5 5
Staining hair + 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 . o 0 0
L - 5 5 5
Lacrimation + 0 0 0
- 5 5 5
Exophthalmos + 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
T - 5 5 5
Salivation + 0 0 0
) - 5 5 5
Secretion + o 0 0
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 2 0
Motor activity 0 5 2 4
+1 0 1 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 dlosure . 0 0 o
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
. 0 0 0
Observation GDD 3 5 T
in arena Tremor/
. +1 0 0 0
) +2 0 0 o]
convulsion +3 0 0 0
- 5 5 5
s typic c 0 0 0
] G 0 0 0
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B 0 0 0
o] 0 0 0
gﬂgﬁ? R 0 0 0
W 0 0 0
\ 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.0:0.0 02104 04208
Urination ® 3.0£51 02+0.4 0.0+0.0

aj; (count/min, meanxS.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 40 200
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
. +1 0 0 0
Sensorimotor R 0 0 "
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
LS
Pupiliary reflex 5 5 5
- 0 0 0
ES
Air righting reflex 5 5 5
- 0 0 0
. Forelimb (g) 475 +55 441 £ 53 43075
Grip strength
Hindlimb (g) 511+ 34 511 £ 58 451 50
0-10 (min) 158 + 84 237 £40 192 £55
10-20 (min) 9560 137 £78 142 £75
... 20-30 (min) 65+ 58 108 + 38 105 £ 46
Motor activity .
[Interval] 30-40 {min) 40 +44 100 £ 61 53 +44
40-50 (min) 34 +34 51247 50 £47
50-60 (min) 2320 34 +42 40 +53
Total 415 + 237 665 + 248 583 + 257

"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-sight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) | Male
Dose
0 40 200
(mg/kg/day)
Administration 4 137.94 137.48 137.21
period (day) +4.97 (17) 4.15 (17) +4.45 (17)
3 152.91 152.16 150.72
+6.81 (13) +5.07 (13) +4.86 (13)
7 188.84 187.50 182.26
+10.16 (13) +8.84 (13) +8.62 (13)
14 248.56 241.97 234.78
+15.07 (9) 20.85 (8) 1+16.62 (9)
21 3098.10 304.52 288.82
+23.56 (5) 128.04 (5) 126.79 (5)
o8 360.96 348.52 324.30
+31.69 (5) 133.82 (5) 127.87 (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 contro! at P<0.01.
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Table 5 Twenty-esight-day repeated-dose oral toxicity study in rats B10-0115
Summary of food consumption (g/rat/day) : male
Sex Dose
(mg/kgiday) 0 40 200
Administration 1 18.14 18.54 18.22
period (day)
+ 123 (13) +1.02 (13) + 130 (13)
3 17.78 18.76 18.66
+ 1.44 (13) + 1,36 (13) + 124 (13)
7 20.59 21.26 21.65
+ 1.70 (13) + 176 (13) +1.62 (13)
14 20.97 21.15 22.35
+ 1.80 (9) + 284 (9) +221 (9)°
21 20.78 21.98 22.27
+ 213 (5) + 311 (5) + 280 (5)
28 21.67 21.82 22.43
+ 230 (5) + 295 (5) + 193 (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 &1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses-hMale
Dose Twenty-eight-day treatment
Items
(mg/kg/day) 0 40 200
. 7.2 2.8 7.8
Urine volume (mL) 35 (5) £1.5 (5) £7.3 (5)
Uosm (mOsmiL) 1174.4 1880.0 1256.2
+471.6 (5) 1451.8 (5) 1786.3 (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 5-2 Twenty-eigi-day repeaed-dose oral tonddity study in ras B10-0115

Summary of urinalyses: bale

Group Twenty-eight-day reatment

Dose (mg/xp/day) 0 40 200
ttems No. of animals 5 5 5
Color

SY 1 0 1

Y 3 1 2

YB 1 4 2
Turbidity

Clear 5 S 5
pH

6.0 4 5

6.5 1 0 2
Protein

+ 2 2

1+ 3 2 1

2+ 0 2
Glucose

- 5 5 5
Ketones

- 4 5 5

+ 1 0 0
Oceult blood

- 5 5 4

+ 0 0 1

Color: SY: Slightly yeliow,Y : Yellow,YB: Yellow-brown.
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Table 6-3 Twemty-eight-day repeated-cose oral Imocity study in rats 8160115

Summary of urinalyses: Maie

Group Twernty-eight-day reatnent

Daose (mg/kg/day) 40 200
hems No. of animals 5 0 5
Urinaly sediment
Red blood cells

] 5 — ‘5
White blood celis ®

0 5 — 5
Epithelial cells ®

0 5 — 5
Casts ®

0 5 — 5
Crystals ©

- 2 — 2

+ 3 — 2

1+ 0 — 1

) Number of celis/1Oviews(x400).
®):Number of casts/18x18 mm>.

9 Incidence of crystals/18x18 mmZ,
—:Not examined.
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Table 7-1 Twenty-eight-day repeated-dose oral tmdcity study in rats
Summary of hematological examinations:Male
ltems Pose e e
(mg/kg/day) 0 40 200
RBC (x10%/pL) i:gg @) ggg @) ig;g O]
Hb (o/dl) l??g o) l?:gg @ lg:gg 4
e %) 210 © oroe 2o @
MOV ® et @ cos o @
MCH (Pg) iéif, @ iggg @) igigi @)
. MCHC (g/dL) Zﬁgg @ 28?2 @) zgi?? @

Platelet (x10%/uL) lg;:g 4 li:gg 4 ;fggg “4)
Reticulo (%) :gs @) l;?g 4 lﬁ:g 4)
WEC (x10%L) w242 @ 2500 @ éﬁéi 0
Differentiation of leukocyte

Neutro %) @ i @ a1 @

Lymph (%) iiii (4) iiﬁ 4 igzg (4)

Eosino (%) ig;f (4) tggg (4 tggg 4

Baso (%) i:‘,gg (4 iggg 4 i:)gg 4)

Mono (%) jzs (4 iéig (4) ti:i @

Luc (%) tg;g (@) igz&? (&) :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.
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Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological exarninations:iale
Dose Seven-day treatment
ltems
(mg/kg/day) 0 40 200
708.0 736.0 696.8
4
RBC (x10°uL) +42.9 (4) £97.7 (4) +40.7 (4)
14.83 15.50 14.00
Hb (grdL) £0.36 (4) +1.83 (4) £0.75 (4)
49.15 51.35 46.85
0,
Ht (%) +1.63 (4) +6.01 (4) +2.85 (4)
! 69.78 69.90 67.23
MCV ) £321 (4) £1.34 (4) £1.27 (4)
21.05 21.08 20.08
MCH (p9) +0.94 (4) +0.39 (4) +0.33 (4)
30.18 30.20 25.88
MCHC (g/dL) +0.43 (4) +0.14 (4) +0.34 (4)
120.40 105.20 128.03
4
Platelet (x107/uL) +17.36 (4) 32.33 (4) £10.13 (4)
9.68 8.00 7.95
. 0,
Reticulo (%) +1.45 (4) +0.74 (4) £0.91 (4)
97.30 90.30 50.85
2
WBC (x10%/uL) +7.82 (4) £28.67 (4) 18.85 (4)
Differentiation of leukocyte
18.70 18.85 17.40
0,
Neutro (%) +6.24 (&) 596 (4) . 6.02 (4)
79.40 78.08 76.95
0,
Lymph (%) +6.12 (4) +5.95 (4) +6.65 (4)
0.43 0.53 0.53
: 0,
Eosino (%) $0.19 (4) +0.10 (4) £0.33 (4)
1.05 1.08 0.83
0,
Baso (%) +0.35 (4) +0.35 (4) +0.15 (4)
2.45 2.75 3.18
0,
Mono (%) +0.33 (4) +0.68 (4) +0.67 (4)
LuC (%) gt ol i
0.05 (4) 013 (4 £0.15 (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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B10-0115

Table 7-3 Twenty-eight-day repeated-dose oral toxisity study in rats
Summary of hematological examinations:Male
- Dose Fourteen-day treatment
(mg/kg/day) 0 0 20

RBC (x10%pL) i @ 83 @ ooy @
Hb (gfaL) o o 0% (@ oo ®
Ht (%) i;gg @) 33? (4 :ggg 1G]
MCV (L) Zﬁ @ Zgigi @ ili @
MCH ) 23133 @ ig:g: @) iggg @
MCHC (@/dL) 2ot @ o ) oyl ()
Platelet (x10%uL) 1;2:;2 @ l??fg @) 12::2 )
Reticulo (%) ig?g 4 iigi ) ig;g 4
WBC (10%/pL) l:i;? @ ligﬁgi @) ;ggg @)
Differentiation of leukocyte

Neutro (%) l;?? (@) ;ggg 4 lg:g (4)

Lymph (%) ngg @ Z_Zgg @ Igig @

Eosino (%) ig:gi @ iglgf (4) :tg:?i 4)

Baso (%) i:;;j (@) :}:g?g (4) 1(13;2 1G]

Mono (%) é;g (4) jgg (4 1'3233 @

Luc (%) i&;g(@ :222(4) :ggg(ﬂ

Values are shown as Mean £ S.D..

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

=* Significantly different from vehicle control at P<0.01.
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Table 74 Twenty-eight-day repeated-dose oral toxicity study in rats
Surnmary of hematological examinations:Male
o Dose Twenty-eight-day treatment
(mg/kg/day) 0 4 200

RBC (10uL) 2 et ® 208 @
Ho (g/dL) el e 5 08 ©
Ht (%) igig (5) izgg (5) ﬁgj (5)
MoV W) o S oo
MCH (pg) lzgg (5) lggg (5) :‘-g;? t(5)
MCHC (g/dL) ig:gi (5) i::;; ‘(5) :g:ig (5)
Platelet (x10%/pL) 11223 5 gggg (5) l:gg 5
Reticulo (%) ing (5) iz;s (5) iﬁz TS)
WBC (x10%L) l:g:;g (5) l;ggg (5 l?;gg 5
Differentiation of leukocyte

Neutro (%) géﬁ (5) l:zgg (5) lggg ()

Lymph (%) Z:ig ®) 122; ®) Igég ®)

Eosino (%) ig:: (5) ig?g (5) iggg ©)

Baso (%) i;;g ) ig?i *(5) i;ﬁ (5)

Mono (%) .j:g (5) :;?73 (5) iégg &)

Luc %) iy ) Py ) iy ®)
PT (se2) l;?i ®) lgg? ®) lgjig ®)
APTT (sec) li:?g 5 gg? 5) li:;rg )

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 8-1 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 40 200
95.3 91.0 93.0
AST (U +13.8 (4) £143 (4) 7.8 (4)
353 36.0 353
|
ALT (1) 22 (4) £9.9 (4) 5.5 (4)
13045 1297.8 1198.3
ALP (o) 06.4 (4) 2592 (4) +165.4 (4)
11.15 10.85 12.03
Y
BUN (mg/dL) $1.72 (4) £1.08 (4) £3.74 (@)
. 0.133 0.110 0.128
Creatinine (mg/dL) £0.015 (4) £0.008 (4) £0.015 (4)
. 0.080 0.075 0.085
T- /d
Bil (mg/dL) £0.000 (4) £0.021 (4) £0.029 (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
ltems
(mg/kg/day) 0 40 200
88.8 97.5 88.3
AST () £10.0 (4) 9.3 (4) +56 (4)
36.5 38.8 348
ALT (v +7.8 (4) 2.6 (4) £1.9 &)
1182.8 1318.0 840.3
ALP (o) +340.5 (4) +408.7 (4) +183.1 (4)
11.13 9.73 10.03
BUN (mg/dL) +1.35 (4) +1.06 (4) +0.87 (4)
- 0.180 0.148 0.173
Creatinine (mg/dL) £0.022 (4) +0.026 (4) +0.030 (4)
. 0.055 0.073 0.058
T-Bil dL
' (mg/dL) £0.013 (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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Table 83 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 40 200
78.3 69.5 81.8
AST (aun) £92 (4) +15.8 (4) 1225 (4)
29.0 26.0 30.8
ALT aum) 53 (4) 4.7 (4) +10.8 (4)
979.3 9153 1018.3
ALP ) £120.8 (4) 2141 (4) £280.0 (4)
7.28 9.48 9.08
BUN (mg/dL) £1.01 (4) £1.90 (4) £260 (4)
N 0.183 0.183 0.203
Creatinine (mg/dL) +0.005 (4) £0.022 (4) +0.036 (4)
) 0.058 0.050 0.055
-Bil /L
T-Bi (mg/dL) £0.010 (4) 0008 (4) . 0.006 (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 84 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
o Dose Twenty-eight-day treatment
(mgkg/day) 0 40 2%

AST (un) e ) g ) aro ®)
ALT (o) i;g (5) igg (5) .Ztlg ()
ALP qun) é;gf 5) égg ) :222 5)
ChE (un) iﬁjg 5 iZ:g .(*5) ng ‘;5)
y-GTP (uL) igfi (5) igfg (5 iggg (5)
T-Cho {mg/dL) ji'_g (5) i:gf (5) :t?::g ©)
TG (mg/dL) i:;i () ig;? 5 i;g:g &)
BUN (mgidL) Py 5 23 @
Creatinine (mg/dL) igig; (5) ig:;gg (5) tgg;g 5
T-Protein (g/dL) iggg (5) i(s);(; (5) :tgg: (5)
Albumin (g/dL) iﬁjii (5) ié:gg (5 iéjg (5
AJG ratio ¢) igg;g (5) igz;g (5 xgg;g (5
Glucose (mg/dL) ;g;; (5) l?:: (5) lg§§ (8)
T-Bi (mgrdL) i?,jgig 5) iﬁjgfg 5) ig:ggg )
TBA (umolL) se0 ®) ey (5) e @
P (ma/dL) l;;g 5) :g ) J.-?ﬁg o)
Ca (mg/dL) :3:;: ®) 23? 5) l?;g (5)
Na (mEq) oo s @ e
K (mEa/L) tgig (5) t;;: (5) ig% 5)
ci (mqu}) 12?:;2 (5) 12?:;3 (5) 12::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 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 40 200
} ' 4.295 4.403 4.460
ver @ +0.314 (4) +0.152 (4) 0112 (&)
oot © 0.645 0.603 0.588
8 £0.044 (4) £0.030 (4) +0.050 (4)
0.613 0.648 0.645
Kidney(R) © +0.059 (4) +0.026 (4) +0.044 (4)
_ 0.615 0.618 0.653
Kidney(L) © +0.039 (4) +0.046 (4) +0.022 (4)
Kdnevs 9 1.228 1.265 1.298
4 9 +0.093 (4) +0.071 (4) +0.051 (4)
o 0.570 ' 0.590 0.658
Testis(R) © $0.074 (4) +0.077 (4) £0.033 (4)
. 0.565 0.585 0.638
Testis(L) @ +0.071 (4) +0.065 (4) +0.026 (4)
Testos o 1135 1175 1.295
9 +0.145 (4) +0.139 (4) +0.055 (4)
N 0.065 0.065 0.083 *
Epididymis(R) @ £0.010 (4) +0.006 (4) +0.010 (4)
o 0.065 0.078 0.075
Epididymis(L.) @ £0.006 (4) 0.010 (4) £0.006 (4)
o 0.130 0.143 0.158 *
Epididymides © +0.008 (4) £0.015 (4) £0.015 (4)
0.058 0.070 0.070
Ventral prostate  (9) +0.026 (4) +0.022 (4) +0.018 (4)
Dorsolateral @ 0.040 0.068 0.060
prostate 9 $0.020 (4) . 0.028 (4) +0.014 (4)
B © 1.748 1.743 1.703
g £0.102 (4) 0.039 (4) +0.069 (4)
Soleen @ 0.365 0.400 0.370
P +0.073 (4) £0.065 (4) +0.036 (4)
v g 451.58 483.78 456.08
ym 9 +98.73 (4) +62.96 (4) +5278 (4)
-, 4.98 4.85 5.38
Pituitary gland (mg) +0.56 (4) +0.31 (4) +0.29 (4)
: 11.85 11.95 10.85
Thyroid (mg) +1.03 (4) +0.26 (4) +0.42 (4)
Adrenals g 31.60 30.53 29.35
+1.83 (4) 1249 (4) £2.29 (4)
Final body weight (@) 118.85 119.40 119.63
ywel g £3.60 (4) +3.89 (4) +3.09 (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 &2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
It Dose Seven-day treatrment
ems
(mg/kg/day) 0 40 200
N 5.908 6.025 6.320
er ©@ +0.522 (4) +0.356 (4) +0321 (4)
deart \ 0.760 0.830 0.688
ea @ £0.067 (4) +0.055 (4) +0.059 (4)
: 0.828 0.828 0.775
Kidney(R) @ +0.062 (4) +0.081 (4) +0.070 (4)
. 0.808 0.793 0.743
Kidney(L) © +0.067 (4) +0.046 (4) +0.057 (4)
Kidnevs @ 1635 1.620 1518
ney 9 £0.127 (4) +0.125 (4) +0.127 (4)
) 0.895 0.960 0.945
Tests(®) © £0.097 (4) +0.091 (4) +0.070 (4)
] 0.885 0.938 0.923
Testis(L) @ +0.082 (4) £0.121 (4) +0.074 (4)
et © 1.780 1.898 1,868
estes g +0.179 (4) +0.210 (4) £0.143 (4)
I 0.115 0.123 0.120
Epididymis(R) © £0.013 (4) +0.017 (4) +0.014 (4)
S 0.115 0.118 0.120
Epididymis(L) © £0.013 (4) +0.017 (4) £0.012 (4)
o 0.230 0.240 0.240
Epididymides © £0.026 (4) +0.033 (4) £0.024 (4)
0.120 0.105 0.113
Ventral prostate  (g) 0,008 (4) +0.019 (4) +0.017 (4)
Dorsolateral @ 0.103 0.093 0.115
prostate 9 ) £0.030 (4) +0.015 (4) £0.019 (4)
Brain @ 1.798 1745 1.790
@ g +0.128 (4) +0.061 (4) £0.080 (4)
Soreen @ 0.478 0.478 0.393 }
piee 9 +0.124 (4) +0.074 (4) +0.067 (4) \
|
|
528.13 513.68 486.75 |
Thymus (mg) +104.91 (4) +82.30 (4) +80.66 (4)
B 6.75 720 6.08
tuitary giand (mg) +1.07 (4) 061 (4) +1.00 (4)
. 17.10 16.10 13.70
fhyroid (mg) +3.91 (4) £3.12 (4) +3.06 (4)
34.30 40.95 32.98
Adrenal
renals (mg) 6.12 (4) +1.77 (4) +4.68 (4)
. 166.18 168.70 162.53
ht
Final body weig @ +14.19 (4) +6.53 (4) +3.82 (4)

Values are shown as Mean+ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
1t Dose Fourteen-day treatment
ems
(mg/kg/day) 0 40 200
] 7.833 7513 8.158
ver ©) +0.572 (4) +0.947 (4) +1.074 (4)
Heart ) 0.975 0.908 0.875
ea © £0.035 (4) $0.129 (4) £0.107 (4)
0.993 0.920 0.865 *
Kidney(R) @ +0.051 (4) +0.037 (4) +0.061 (4)
0.968 0.898 0.875
Kidney(L) @ +0.048 (4) +0.073 (4) +0.066 (4)
1.950 1.818 1.740 *
Kidneys @ +0.097 (4) +0.110 (4) +0.126 (4)
i 1.265 1.188 1.148
Testis(R) @ £0.010 (4) +0.158 (4) +0.079 (4)
: 1228 1.168 1.150
Testis(L) @) +0.015 (4) +0.148 (4) +0.067 (4)
Tesios ) 2.493 2.355 2.298
este @ +0.024 (4) +0.306 (4) +0.146 (4)
o 0.168 0.158 0.153
Epididymis(R) @ 10.025 (4) £0.013 (4) £0.017 (4)
o 0.163 0.168 0.158
Epididymis(L) @ $0.019 (4) +0.005 (4) +0.025 (4)
o 0.330 0.325 0.310
Epididymides © £0.042 (4) +0.010 (4) +0.039 (4)
0.208 0.170° 0.160
Ventral prostate @ £0.029 (4) £0.041 (4) £0.071 (4)
Dorsolateral @ 0.180 0.165 0.145
prostate 9 £0.042 (4) +0.031 (4) +0.070 (4)
Srain ( 1.868 1.920 1.850
a 9 £0.061 (4) $0.039 (4) +0.047 (4)
ol @ 0.668 0.513 0.518
pleen 9 +0.218 (4) +0.084 (4) +0.118 (4)
v mg) 627.45 665.33 589.88
ym 8 £37.44 (4) +89.88 (4) +65.75 (4)
-, 8.40 773 6.95 *
Pituitary gland (mg) +0.34 (4) +0.55 (4) +0.75 (4)
. 12.95 15.18 13.43
Thyroid (mg) 229 (4) +1.39 (4) +0.99 (4)
4175 40.20 37.73
Adrenals (mg) £7.74 (4) +3.83 (4) +317 (4)
. ) 225.15 208.10 208.25
Final body weight  (g) +13.77 (4) +16.64 (4) +13.55 (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
Sumnmary of absolute organ weights:Male
Dose Twenty-eight-day treatment
ttems
(mg/kg/day) 0 40 200
N 10.810 10.578 10.648
er @ £1.186 (5) +1.485 (5) +1.268 (5)
1.246 1.166 1132
Heart @ £0.111 (5) +0.096 (5) +0.151 (5)
1.276 1.196 1120 =
Kidney(R) @ £0.050 (5) +0.060 (5) +0.076 (5)
1.288 1.198 1118 *
Kidney(L) @ +0.061 (5) +0.045 (5) +0.128 (5)
i @ 2.564 2394 2238 =
ey g +0.088 (5) +0.001 (5) £0.200 (5)
) 1.578 1.586 1.588
Testis(R) @ £0.076 (5) +0.088 (5) +0.074 (5)
. 1.582 1.582 1.544
Testis(L) @ +0.096 (5) +0.086 (5) +0.077 (5)
Testes @ 3.160 3.168 3.132
g +0.171 (5) +0.173 (5) +0.150 (5)
o 0.356 0.402 0.348
Epididymis(R) © £0.042 (5) +0.050 (5) +0.038 (5)
o 0.356 0.394 0.346
Epididymis(L) @ £0.034 (5) +0.072 (5) +0.015 (5)
o 0.712 0.796 0.694
Epididymides @ +0.073 (5) +0.111 (5) +0.052 (5)
0.366 0.404 0.296
Ventral prostate  (g) £0.001 (5) £0.040 (5) +0.049 (5)
Dorsolaterat @ 0.322 0.288 0.294
prostate g +0.049 (5) +0.029 (5) +0.061 (5)
} . 0.964 0.946 0.846
Seminal vesicle @ +0.043 (5) +0.119 (5) £0.118 (5)
Bain @ 1.990 2.046 1.924
+0.034 (5) +0.084 (5) +0.059 (5)
0.702 0.740 0.564
Spleen @ +0.107 (5) =0.083 (5) +0128 (5)
728.74 65328 566.00
fhymus (mg) 7567 (5) £230.09 (5) 190.99 (5)
-, 10.70 1062 9.48
Pituitary gland (mg) £1.03 (5) £1.28 (5) £0.41 (5)
A 15.44 15.62 16.02
Thyroid (mg) £2.09 (5) +1.51 (5) +2.88 (5)
47.70 49.68 46.38
|
Adrenals (mg) +6.77 (5) +9.75 (5) 362 (5)
. 340.10 326.64 302.42
Final body weight  (g) +29.12 (5) £31.20 (5) +26.38 (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-gay repeated-dose oral taxicity study in rats

Summary of relative organ weights:Male
e Dose One-gay treatment

(mg/kg/day) 0 40 20

Liver (9/100g) igg;g 7 ig(e)gi 4) rg:fz (4
Heart (9/100g) ig:g;g @) igEg? @ igigg? (4)
Kidney(R) (9/100g) iﬁjf,;ﬁ @ igf.’fg @ £:§:g @
Kidney(L) (g/100g) ig:ﬁig @ igf,;i @) ig:gzg )
Kidneys (9/100g) i;fﬁ; (@) i:):ggg 4 111382'8/ @
Testis(R) (a/100g) hpes @ 20002 @ s002 @
Testis(L) (9/100g) iggzg (4 ig;z? (4 i-ggzg )
Testes (9/100g) ig?gz @ ig??g (4 i;gig 4
Epididymis(R) (g/100g) ig:gfg @ ig:gg: 4) ig:ggg 4)
Epididymis(L) (9/1009) :tg:ggg @) ig:ggg ) i(o):ggg )
Epididymides {g/100g) igjégg @) ig::;fg (4 ig::)?g *(4)
Ventral prostate (g/100g) iggzg @) 18:8?3 ) 7 :ggfg (4)
Dorsolateral (/100g) 0.033 0.055 0.050
prostate +0.019 (4) +0.024 (4) £0.014 (4)
Brain (9/100g) i;:gzg @) 4_-(13:322 I i;::)?g 4
Spleen (9/100g) igf,gi @) igféi @) :gjg;_g “
Thymus (mg/100g) ﬁgi () 122232 ) igfgg 4)
Pituitary gland (mg/100g) igig “ iggg @ i;;g 4
Thyroid (mg/100g) lgigg (@) ;g:g? @ 5:13 ()
Adrenals (mg/100g) ig?g @ i?gg (4) i‘:gg “
Final bod;:veight (9) 11223 4) 112;3 4 1112(33 4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 40 200
‘ o 3.553 3570 3.885 =
Liver (g/100g) +0.079 (4) $0.119 (4) 0,117 (4)
0.455 0.493 0.423
Heart (¢/1009) £0.006 (4) £0.036 (4) £0.033 (4)
0.500 0.490 0.475
Kidney(R) (6/1009) +0.014 (4) £0.036 (4) £0.047 (4)
0.488 0.470 0.455
Kadney(L) (971009) £0.013 (4) +0.020 (4) +0.041 (4)
. 0.988 0.960 0.930
Kidneys (6/300g) +0.021 (4) +0.050 (4) +0.088 (4)
, 0.540 0.570 0.580
Testis(R) (971009) +0.054 (4) +0.042 (4) +0.045 (4)
. 0.535 0.558 0.568
Testis(L) (671009) +0.051 (4) +0.060 (4) £0.046 (4)
1.075 1.128 1.148
Testes (9/1009) +0.103 (4) £0.102 (4) +0.092 (4)
o 0.073 0.073 0.075
Epididymis(R) (a/100g) +0.005 (4) +0.010 (4) +0.010 (4)
S 0.073 0.070 0.075
Epididymis(L) (g71009) +0.005 (4) +0.008 (4) +0.006 (4)
o 0.145 0.143 0.150
Epididymides (971009) +0.010 (4) +0.017 (4) +0.014 (4)
0.075 0.063 0.068
Ventral prostate  (g/100g) +0.013 (4) +0.010 (4) £0.013 (4)
Dorsolateral (g/100g) 0.063 0.058 0.073
prostate S +0.015 (4) +0.010 (4) +0.010 (4)
. 1.088 1.035 1.103
Brain (9/100g) +0.121 (4) +0.024 (4) £0.056 (4)
0.285 0.283 0.243
Spleen (g/1009) +0.055 (4) +0.043 (4) +0.044 (4)
316.50 304.15 299.48
Thymus (mg/100g) +42.64 (4) +44.75 (4) +48.42 (4)
. 4.08 428 373
Piuitary gland (mg/100g) +0.39 (4) +022 (4) +0.64 (4)
) 10.25 9.55 8.43
Thyroid (mg/100g) +1.82 (4) +1.80 (4) +1.72 (4)
20.58 24.25 * 20.28
"
Adrenals (mg/100g) 239 (4) £017 (4) 250 (4)
] 166.18 168.70 162.53
Final body weight  (g) +14.19 (4) +6.53 (4) +3.82 (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
Dose Fourteen-day treatment
ltems
(mg/kg/day) ¢] 40 200
N 100 3.480 3.603 3.908 *
er (/100g) +0.104 (4) +0.214 (4) +0.291 (4)
0.435 0.435 0.418
Heart (9/1009) +0.021 (4) £0.034 (4) +0.040 (4)
. 0.440 0.445 0.415
Kidney(R) (/1009) +0.022 (4) +0.030 (4) £0.006 (4)
0.430 0.430 0.420
Kidney(L) (6/1009) +0.014 (4) £0.029 (4) +0.008 (4)
v 0.870 0.875 0.835
Kidneys (/1009) +0.036 (4) +0.057 (4) £0.006 (4)
A 0.563 0.573 0.553
Testis(R) (9/100g) +0.032 (4) +0.064 (4) +0.042 (4)
) 0.548 0.560 0.553
Testis(L) (9/100g) +0.029 (4) +0.060 (4) +0.043 (4)
1110 1.133 1.105
Testes (g/1009) +0.061 (4) +0.124 (4) +0.085 (4)
o 0.075 0.078 0.073
Epididymis(R) (g/100g) £0.013 (4) £0.010 (4) +0.005 (4)
o 0.070 0.080 0.075
Epididymis(L) (9/100g) £0.012 (4) +0.008 (4) +0.010 (4)
o 0.145 0.158 0.148
Epididymides (g/1009) £0.024 (4) £0.015 (4) +0.010 (4)
0.003 0.083 0.075
Ventral prostate  (9/100g) +0.015 (4) +0.022 (4) +0.029 (4)
Dorsolateral (/100g) 0.078 0.083 0.068
prostate 971uee +0.017 (4) +0.019 (4) +0.030 (4)
: 0.833 0.928 0.893
Brain (9/100g) +0.054 (4) +0.079 (4) +0.070 (4)
0.295 0.245 0.248
Spleen (971009) +0.088 (4) £0.019 (4) +0.041 (4)
279.00 319.55 284.88
/
Thymus (mg/100g) +1478 (4) £3351 (4) +43.28 (4)
. 373 373 333
1
Pituttary gland (mg/100g) +0.22 (4) +0.39 (4) £0.29 (4)
) 5.80 7.35 6.48
Thyroid (mg/100g) +1.32 (4) +1.10 (4) +0.66 (4)
Adrenals (mg/100g) 18.53 19.35 18.18
+3.08 (4) +1.96 (4) +1.67 (4)
Final body weight (@) 225.15 208.10 208.25
Y 9 +13.77 (4) +16.64 (4) +13.55 (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 104 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Twenty-eight-day treatment
Items
(mg/kg/day) 0 40 200
. 100 3.178 3.226 3512 =
ver (g/100g) +0.148 (5) +0.164 (5) +0.147 (5)
0.368 0.358 0.374
Heart (971009) +0.019 (5) +0.030 (5) +0.039 (5)
0.378 0.370 0.370
Kidney(R) (9/1009) £0.022 (5) +0.034 (5) +0.012 (5)
0.380 0.370 0.368
Kidney(L) (67100g) £0.019 (5) +0.032 (5) +0.015 (5)
) 0.758 0.740 0.738
Kidneys (9/100g) +0.036 (5) +0.063 (5) +0.015 (5)
. 0.466 0.492 0.528
Testis(R) (9/100g) +0.042 (5) +0.072 (5) +0.049 (5)
: 0.466 0.490 0.514
Testis(L) (67100g) +0.042 (5) +0.068 (5) +0.055 (5)
0.932 0.982 1.042
Testes (9/100g) +0.084 (5) +0.140 (5) +0.104 (5)
o 0.106 0.126 0.114
Epididymis(R) (9/100g) £0.011 (5) +0.023 (5) 0.015 (5)
- 0.104 0.122 0.118
Epididymis(L) (8/100g) +0.011 (5) £0.026 (5) +0.013 (5)
_— 0.210 0.248 0.232
Epididymides (97100g) +0.021 (5) £0.047 (5) +0.027 (5)
0.108 0.124 0.100
Ventral prostate (g/100g) 0025 (5) 10,015 (5) £0.016 (5)
Dorsolateral (g/100g) 0.094 0.088 0.096
prostate grole +0.015 (5) £0.013 (5) £0.018 (5)
. . 0.284 0.294 0.282
Seminal vesicle (g/100g) £0.024 (5) 0,062 (5) £0.050 (5)
. 0.588 0.632 0.640
Brain (g/100g) +0.043 (5) +0.083 (5) +0.064 (5)
0.206 0.228 - 0.186
Spleen (9/1009) +0.025 (5) +0.023 (5) +0.042 (5)
215.48 197.82 186.92
fhymus (mg/100g) £29.65 (5) +58.81 (5) £21.72 (5)
L 3.14 3.30 ) 3.16
Pituitary gland (mg/100g) 10,09 (5) 1037 (5) 1017 (5)
4.56 478 528
i /
Thyroid (mg/100g) +0.73 (5) +0.38 (5) +0.76 (5)
14.04 15.18 15.44
Adrenals (mg/100g) +1.69 (5) +2.48 (5) +1.93 (5)
. 340.10 326.64 302.42
Final body weigh
inal body weight - (g) £29.12 (5) £31.20 (5) £26.38 (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 controt at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Tabie 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinabions: One-day treatment

Male
Findings 0 40 200  (mg/kg/day)
ss Ss ss
42 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 40 200 (mg/kg/day)
ss ss ss
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 40 200  (mg/kg/day)
ss ] S$
43
No abnormalities detected 3 4
Spleen
Enlargement 1 0 0

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

Male
Findings 0 40 200  (mg/kg/day)
SS sS ss
5% 5
No abnormalities detected 3 5 4
Lung
Dark reddish change 1 0 0
Jejunum
Diverticulum 0 0 1
Kidney
Recessed region, unilateral 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 40 200  (mg/kg/day)
ss ss sS
4? 4 4

Liver

No abnormalities detected 4/4" — 414
Kidney

No sbnormalities detected 44 oA

Cyst/Subcapsule v o4 - 1
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.
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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 40 200  (mg/kg/day)
ss 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 histopathoiogical examinations: Fourteen-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss sS
43 4 4
Liver
No abnormalities detected 3/4 — 4/4
Microgranuloma v s — oa T
Kidney
No abnormaiities detected 3/4 _________ - i’
CystCoriex T g
Cyst/Subcapsule + 1 = oa
Testis
No abnormalities detected 4/4 —_ 4/4
Ventral prostate
No abnormalities detected 4/4 — 4
Cellular infiltration, lymphocyte + o4 — s T
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 124 Twenty-sight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 40 200 (mgkg/day)
ss sS SS
59 5 5
Trachea
No abnormalities detected 5/5% — 5/5
Lung
Noabnormalities detected M5 o T S
Hemorthage “+ 15 — 055
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
Noabnommalifies detected . TS
Diverticulum 0/5 1/5
lleum
No abnormalities detected 5/5 -— 5/5
Cecum
No abnormalities detected 5/5 - 515
Colon
No abnormalities detected 5/5 - 5/5
Rectum
No abnormalities detected 5/5 -— 515
Pancreas
No abnormalities detected 5/5 - 5/5
Liver
Noabnomnalies detected ... e S
Granwoma A5 — s
E\i.ecrésis/Hepancyte.!?c;c;l_ T 1/5 — -1/5 --------
Heart
No abnormalities detected 5/5 — 5/5
Kidney
Noabnommalities detected ... S T
Atrophy/Nephron/Focal T 1/5 Z 15
Urinary bladder
No abnormalies detected Y5 T S
Cellular infiltration, lymphocyte + s —  os

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 repesated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss sS
59 5 5
Testis
No abnomalities detected 5/5% —_ 5/5
Epididymis
No abnormalities detected 5/5 — 5/5
Ventral prostate
Noabnormalifes detested Y5 T
Cellular inﬁltration,-l.ymbﬁéc-ﬁe ++ 1/5 — o5
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 5715 - 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
No abnormalites detected .. A e ... S
Ultmobranchial rest + 0/5 - o
Parathyroid
No abnomalities detected 5/5 — 4/4
Adrenal
No abnormalities detected 5/5 — 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss ss
52 5 5
Eye ball
No abnormalities detected 5/5° — 5/5
Skeletal muscle .
No abnormalities detected 5/5 — 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.
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