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BT 7 HH®RE5EN O BIEORE R ORESN B OIALIRE OBAERIE QN BB 56
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DEMROEAE, 0.25 mgkg/day DL TEEEIMIE X OB BAESEEDRMER S bz
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SR (28 BHE#®S) 0 5 0 5(13 - 17)
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BB OBEZFEIT, 5 mL/kg TRE Uiz, HBRMERITEERR LB ICEN TR
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T=UNHEY | TV FEANTHD, BiE s — VNI BT ETORE (1
HBEORIEG LESKROER) &, Aa7 )y 7E A
HRERMROBETOFRE, HEORE (LB, BOFENKRUHEE
AN . EFEROHENCE (BH, BRAROTFT ./ —E) | IROA
B OGRR, BEREHROELE) | MERUCSWIOFELEE
B % 90 cmx60 cm DEIRE LIC 1 HFLIE G HLUR) B&, B8,
7 U —FRNTO | GBI, R, STORIE. RIS, RE - 856 - K8, FRT
1TEh DBIER BROEEITEOFELBE

1 oS RS (E0) ROBEREER Ro7—1E) Z2HE

FlE o TDEE
R ELE
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FOSHER OB A ISR 72— R IR BLER & MARICRBRBE KB T E RV IR TIRE L 7=,

BEATHR 3 om IR — AR OB %317, 4 @Fﬁ'ﬁf%ﬁ“ Lzt &DX
EAaT Y T ETEME

FETHREERD LELEORIGEA T YV JECHEE

BIGHE | 8 B |REAYI TR 13 BREMAIZEAL L & DR)SE2EE

RS |IREFCTEoE, BILICEEY T EORISEOEELEE
e K30 em ORI D, BOERE EIc LIREBTHEE LI &0

ERRS | BRERSORELBE

P BAHA—F FGC2 (AT 4 R) ZAV, FIKRUBEOEN% 2

EIRE L, SFIE CEHE

7 v MEBERIEIERE ACTIMO-10 (3 >5 27 /) &AW, B

BRETE OEEE A 1 R (10 T 6 B JIE L, FRIAMR (42.6 cmx26.5

cm DELFE ZHERE 5 om B CHA) 2R - 7= [E8 T3 E

i
i

&
| ool

|5

158 #FEHE
2FiZonT, EFEIRFE (FAr I oR) Z2HAV, TROBICEEZHE L.,
- B4R
- BB, 3,7, 14, 21 RN28 HE
- BRBRBEOMH R (FEED D ORHAT, EARER)
159 EEEEHIE
7. 14 RO 28 BERESEICOWT, BFEMRE (FrU o) 28, TEOH
WEREEEZHIE LR,
- ST BOKEE
- B 1, 3, 7. 14, 21 R (28 H E ORI E
57, 14 XU21 B BICIIBREENERICELHEL, BARROKEEZHE L,
HELIGHEELBREENOFHNERMTO 1| BESEEELRD, 2B, ZHEHR
WCHERZAT DB DWW TIIREFR O A ZRIE L, SO R CHREEEDORIEIIFTH 220

277,
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15.10 RIBE
a) B &K
28 B EBICOWT, 528 A HOFRICRB/ — D8 EINAE L, B Eguk
BEOHERRETEAETON 16 EIOEEREZER L7,
b) MEEE KOG :
FRLIEERREAVWRROEE 2HIE Lz, 2B, RIDEIIBELROE BERL
BELHER GREH CHERDEOREICEE LSRR D bR o o, &
AERIZOVWTIREETOR 1o T,

H H 5 B s
JRE (Urine volume) ARV U E I L BEE —
&5 (Color)
BV (Tubidity) PR B
RigFEE (Uosm) KBTS A
pH
EH (Protein) RERHEIE
7 bk (Ketones) ABRITIE T TRAT 4 v 7 2 (—2 | —
& (Glucose) VR) EER)
1M (Occult blood)
JRILVE  (Urinary sediment) Sternheimer Z¥% B

R A BENRZEER OM-6040 (77— LA)
B: YR T MAEMEREE BX41 (U %R)
15.11 iERE
a) I ORERE
FRBEICOVWTEKREROFEN LA L., A (EABL 16~20 FEE) |
COYOLIBEH R (COx0BA=4:1) FRELT CIEIARBRNOREDO LBV EML., B
ERBE R L, 2B, 3754 MEHCOW T MO RE R T b7 o o,
o, 28 BEIREEIZOWVWTIL, R AV—U RNAEIE (AARY by - 54 oFy
YY) EBRWTIIRZ R LESERR L, =BT 2 BRI RE8E1% . 20°C T 24 BREE
BLl, £, -80°C TRE L., FIATA R EH L CREMIMEHNTIIERTIC %

f+L7z,
AR VRS 1
s @ EDTA-2K IRMERILTUNA SB-41 (7 v MEH G2030, VA A v 7 R) Tk
I U 7= ik

SXABZFT MY UAZKFY (vy MBS CTR6101, FIMERT )
M $f | D32 w%KEIRE 100 pL #I L7245 A BIBRERE CHRML L 3O 4 B
(3000 r.p.m.x10 mins) L T/ 5§

M YE | AT ARREBRE THRIM LEOSEE (3000 rpm.x10mins) L CAET-ME
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2MEOmEE2FANVKREOEEZRE Lz, T54 M OWTIETr hr v By
R R OVEHALE 2 b ey R T AF VEERIORIEIIITh R olz, Fir, 7T DI
BIZOWTHRRAIE TE 272, 2% BV BEHEERIIERL L 2o,

H B 5 Ik 3
FRILEREL (RBC) FEAREFAR 1A
~ESa U EE (Hb) VT VA RNESu U
RBC x MCV
~< 7 Vv ME (Ht) T
SEEFRIMBRAFE (MCV) R AR BPAR A
Hb
THRMBKAE /2 BV E (MCH) o1’
‘ N P %10 C
FEHFRMBRANE Y 1w EURE (MCHC) RBCxMCV
I/ g% (Platelet) FEIREF AR 1
WEIRARMBRE LR (Reticulo) RNA ZufaE
B imzk# (WBC) Ja—H% A FA M) —k&
HInEKE 42 (Differentiation of leukocyte)
4FHEk (Neutro) . U 2738k (Lymph) .
fFERRR (Eosino) . SRR (Baso) TR=TARA R R
EEK (Mono) . KEIGELEBR (LUC)
7u ke U (PT) REER R
WS F VRS S AF UMM (APTT) | kit = D

BRERE Cltii4m, DIiCidmiEr A

ERARE C BEILKRFHREERE ADVIA 120 (3 —RA U X)
D: 2B B MEERERERIELERE STA Compact (¥ « A4 727 ) X5 4

v 7 R)
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MEZAVWTKREROEEZAE LT, V754 FEECOWTIET ARG E LT I )
FFGVARTZ 258, TI=20TI) b9 RT725—F, TAD VBT 3+ 275 2 —
B, RRER. /LT F=VRURE ALV RHAIEL., TOMOEEIZHE L2 2o

T
H B RS M es
TARGEVBTI ) NI VvRT7 25— . . .

(AST) UV ¥ ISCC ¥ L3t ik
TI7=vT /) 7 AT7 25— (ALT) | UV ISCC E¥E(LaHE
TNHVET + A7 75 —F (ALP) p-Nitrophenyl phosphate ¥=
2= RX7 55—+ (ChE) Butyrylthiocholine iodide ¥

. _ . N L-y-glutamyl-3-carboxy-4-
FINE SN NG YARTFH—E (nGTP) | e Y
=L A5 u—, (T-Cho) COD-ESPAS ¥ E

. GPO+ESPAS 7'V ¥ 1 — /L4
FVZUEY F (TG) £k
REZEF (BUN) Urease * GIDH &
2 L7 F = (Creatinine) Creatininase * F-DAOS &
#&EH (T-Protein) Biuret &
772 (Albumin) Bromocresol green %
t: (A/G ratio) - P

A/G A/G ratio T - Protein — Albumin -
¥ (Glucose) Hexokinase * G-6-PDH £
MEVU Ay (T-Bil BERVE
*SREYTER (TBA) BERYA 7D 0 E
mEY o (IP) Fiske-Subbarow £
FINT T2 (Ca) OCPC &
F R U7 (Na) Crown-Ether [RE/RIE
HV A (K) Crown-Ether [EEBLE F
e (o) MO &

RS B ELEEBOWER 7170 % (B SZ8UER)
F: BFESHEEE PVA-EXIL (A&T)
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15.12 WEZHRE
a) H %
ERBEICOVWTEREEEORAOVTh b RM%IK . BB IR REINR D DAk
LTI S, FR, BFLE, KT, EEE, MiE, BEEROERE: Z0RRICD

WTHIRRBEZTT o T2,
b) HMBEDEKOVOHREEERNE

(@ V774 MEE

1, 7Kk 14 BRARERIZOVWT, HIRFICKREZORE - BREZER LT,
5 B’ #=E - AR

HLERR B¥. Fhgx
D - MER Lol
W PREE R g
ETEERR FEE R bR JEEERISIAR* . WRIZERTSL IR
PR Jid* (KRB, NER OB & Sie)
1 MER B (RERE) | . FaiR*
PSR TEE*, R (ER/MEEED) | BB

#1 EREREN N No. 5 BT No. 6 &<,
B 10%HFHEEE AL~ ) VIR EEA L CRKRICEE L-%., NEY % KkkE
1/7:—0
FARIBREISI D [+ %43 LB E L, BEBRXIIRFRICBEET 3 RNICETXRE (¥
NRUDR) TEEFRIE L, B, BEEOBE LEZESZMLICHEL,
EE@éﬁ%ﬁﬁbto@%ﬁ&f%i&bf%%bto%W%ﬁﬁuﬁ%ﬁ®_
HE2EDTHE L, BRI EE/MEZED TEED b OB TIT 10%F e
A< RICREL, BH, EROERRENOLOBLCEERHIEL:, BEE
PR LIEBEICOVWTI, BHBICRE L -AEZEICENEELEHR L,
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HIRFFICRROBE - REER L,

5 B B -

FBER SE.

s HEW. B, 1B (F—mBr OB, /A = REED) .

R B, AR

L BER | b

WRER B, BR

s R, B LA, BEIERISIIRY, TPREERT IR,
B (BEREAT)

R Bit OB, BB OEZED) | TH, LERE

s O TN
e

ASUR TEMr, PR (ERMEEET) | EE

BAE R

B BER | BEG R . B CORE)

EE - NEE | 2R

SE R OBEBEIT 10% F R E SV~ U R R EARICERER L, B R OB 10%
FHERR BV~ U R EA L CRIRICRE Lo, WA S KEERE L,

RARBREAAD T*) 243 L7 88BN 1, BEBSUIRERICRIET 38N ETRE (3
NVEUDR) TERZHE L, B BEROBE EKIIEEZRI4ICHIEL,
EROEHEEH L, BIBRERZE LD THE L, SABEMNIBIIRED—
MzEOTHE L. FEIEEREED TEBHZ A TRELTRRL, EES
BE LT, FIRIIZ ER/MER &0 TRE D b ABEETIC 10%H R E &L~ ) o
BICREL, BH, ZEAOELZKENOOMLTEERAE L, EERHE L
FEICOVWTIE, BEHBCRE L EEZEICHETEEVEH L,
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) HERRDEER MR

BB L7.8E - i, UTo X5 cEERMERE L,

Frigis, ERZRES., SMUEEDFRE» D (FIIRMA & 7 O KM 2 f S0 A8
B> T) 2~3mm BOMEBT 4 BERR L, BEETFRREMFTAICELE, 2KTo0
EEP 15gUTThs I L eHRE. TNTNEED 5 £ D RNAlarer® (Ambion,
Inc.) ICRIESET, 1.5 2B 2BAIEMA OB E IR LIRS Lz, AEKe
&, -80°C THRIF LTz, SMIEEDBRGTREAEMITRTMOEREIE OB TR UE
0 DER 10%FHERE L~ ) VETEE Lz,

BhIE, EERAICERZHER, FRIOFRENSILEL ST L 5 ICEBE T 4~5
mm RO Z I LTz, BERA 2 DHEEZ B R\, EFRTINLE, 2059%
8 3 mm PIRIZHEE] L RNAlater \BIE L7z, 720 O¥40 HRLEE, BENY, BEE
EOREZSTTH TV 7 L, £RF RNAlater [ICBE LT, BV OESIIKA
&, -80°C THRAF LT, AN 10%FHEBRE SN~ VB TEE L, 28, EEVT
NOPDOHITITEPRD bNTHEIL. FEHE 10%FHEERL< ) VIRCTEEL, K
XAl % AR F- BB AT K O-80°C BRI H LT,

BRI, B4 CEERRESR, HllE 4 581, HE#F D¥4% RNAlater 128
B LT, RY OS5Ik, -80°C TREFE Lz, ERIREET Yy P UIRTEEL
770

BRLEEI, EEZHER, EALLVEETEY N UKRTEE LR,

FEZERTIARIT, EEAER., EFTIH L, —F % RNAlater ICEE L7, BY I 10%
FERE R~ ) VIR CTEE LT,

ftiZ, EEERREER., KB LEAZI—K (RF ) =7 aaRLV s ERESH
=6:3:1) ITRE L7, KT TS RRIRE 5 Lz, BRk=F ) — oKLz, &b
WK T TIRE D LMD, 1 RERESIC2EH, EAkog ) — L3R L, XEFTT
—BERE 5 L7cfk, R ) —NEBERBL 4°C TR L, HFE LEREHIES
F 2 RE U THRREBIRRBICEMT L,

TEFL, EEZRIEHR. RNAlgter ICFE LTz,

RNAlater |ZiRIE L 72 BHERRTE RNAlater ZHERCIBE S/ 5725, 4°C T 24 BEEHE
L7z#. RNAlater [ICIRIEI ¥ F £-80°C THFE L. FF9A4 74 X5 FE L CRAMT
MHEANBFAEATIC RS Lz, -80°C BRERE LRI OWTIZ RS A TA 22 RE LT
BTSRRI A Lz,

T DMDOEFE - BRkIE, 10%FEEE RV~ ) VIETEE LT,
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d) EARERE
(@ V774 i
1, 7 X0 14 BHRSHOMBEHEORAERICOVWT, § (1 ERS#E 0N
No.5 R U'No. 6 #Ex<) | FFIg. B, fBE. AizAR. B8 CRERE) . s W
BRONT 7 4 EEEGEREZERL, ~~ v FP Vv -4V (HE) Yefats,
HFBEWERNRE Uiz, BH (KEE) 3809 B UANC 10%E8 - &<V Uik
WWEBRKEIToTe, £, 7RO 14 BEBRERTIXE ROBRICE R &N TR
YWEOREICEEL AR R0, BABRICOWT S YZEE - Eiko
REHRR R E 21T o 72,
(b) 28 HH#&5-7E ,
MREROBAERICOWVT, BEVOTEEZERODCTER LT RTOEEXIT
KRR DT 7 ¢ EEEEE A 2B U, HE Yefatl, X BEMERICRE L, &
FOVERE (KERE) 13800 H LATIZ 10%I5E8 - S~ U URIC K B BRIR 24T 2 T,
o, mAERHTE., ZBEOBRICERDE OR 5 ICEE LBl Ebi -
O, BAERICOVWT S YETE - MEROFREEREORE LT T,
15.13 FEEHFERIFGIE
FE, BEEE, 7). BRESHE, MRFORE, KEENRE, RE. REFEE
EUOBEEEORBICOWTIL, Bartlett 1512 L 3ESBRE LTV, SUE B AMETEL
BB bNIZH AL, Dunnett IRIZ K B2MEEITo Tz, ELBBBD LRRWVEEIE/
v /37 A NV w7 @ Dunnett ¥EIZ X BREEITo T, PREES (ED%) R UHERER (R
DT —NE) X/ %5 2 N v 7 O Dunnett HEIC L ABEE{To T2,

16. R DOERMEICHEL KT Lz &L BN 2 BREER R ORREBREEED b OB
ARBRAROFRREICEEE R LI RONABEERIIRO bhvkd oz,
BEBRHEICBNT, WD 1 4] (No. 9) TRE 14 B BILKREERDHEI XA LEXD

NLERFERHONID, T—F2REAL L, SMBHETHY, YUBEOM OB DR
ERERP DFEEDOTHEIIFRE TH S0, RRICKITTREI 2V L,
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17. REREGE
17.1 —f%IR%E (Table 1, Appendix 1)
1 mg/kg B TIRUEDS 10 B CHIE S 7e, WX, %5 7 B B BRI ISISHESIIC 2 B 1,
&é‘nlﬁlé%‘t@i%bﬂc‘: EHICHBEREARER T 2EAIRD bz, 02 mgkg BEROKRREE
WCEEIIRD bnado iz,
172 BEME72—R%IREE (Table2, Appendix 2)
WRYER SR CHERRR R ERICAREREEIIRD b, OFIEEEE
BV T HHEBRMERSHEONREICEE] im&b BRI,
17.3 HBEBEFRZE (Table 3, Appendix 3)
WEMEREHETENRVERESRBICARZLTHIIRD b T KIGHREICB T
HIRBEMER SRR O BEICREEIIRD bR o T,
174 {& E (Fig. 1, Table4, Appendix 4)
BRYEREHCEREREFIRD bhixholz,
17.5 fEfE& (Fig. 2. Table5. Appendix 5)
1 mg/kg HTHRE 3 HEIWCHEREME CHBEED 923%) BHbNER, FhELE
BREBIIRED b2do7z, 02meke BICHEREBIIRD b Rd-T,
17.6 [RIRZE (Table 6, Appendix 6)
1 mg/kg FETREDBHERMR VREZEEDREEARA DN, MOREEBIZBWD
TR EREHR O BEICEEIIRD bhvko T,
17.7 MERE
a) IMIEFEIFRE (Table 7. Appendix 7)
1 ERERICEWN T, 0.2 mgkg B CTH/MEEOBEERBER A LNEN, FEKEHE
BIRNZ EDBBEENEBEE X 72, | mgkg BICHEERLTEIIRD bhAahoT,
7 BREERHCEV T, | mykg BTAMBKOAERBEAL B, 02 mgke B
CEEREBIRD bhAahoT,
14 FRBREHICBO T, | mghkg B CEYRMEARE (MCV) | EHRME~NES 1
vy E (MCH) RUMEBRFOLEIBLEROFEREER A DN, 0.2 mgkg BTl MCV
B ORBRAR MERE LR DA B R IREN bk,
28 AR EFITRNT, 0.2 mgke B CHEERMROEEREERL LN, B
BRGFEDRRVI L OBRENEE EE X7, | mgkg BICEZREEIIRD b
ST,
b) MRE(LZRRE (Table 8, Appendix 8)
1 EEDT AARSHE TR ER G ICERREHIIRD b Ao T,
14 B & ERICBW T, I mgkg BT 1/7’9%./@75,5 REER A BT, 0.2 mg/kg
BICEBREBIIRD bhvkholz,
28 HEREBEIZBWT, | mgkg BTTARNTEUVBTI ) MR 725 —F
(AST) . Z VT F=r, BEAROTAVIIVOEERBE, RalvxFo—1, I
BRI Y U ADEBRBESLZENT, 02 mgkg BETIIHN U 7 AOFBERIBENL b
iz,
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17.8 REZERRBRE

2)

b)

FEEE (Table 9 T 10, Appendix 9 &1 10)

1 EREFICRV T, 1 me/ke BETHIBOER EEOEEREM HREED 93.4%) 28
Hbilc, 0.2mgkeg BIZARREEIZD bR o7,

7 BREIREBHICBVT, 02 mgkg HTUBE OBIBROMEMNEEDEEREER R LR
e, AERFEENL2NIENLERENEE B X2, 1 meky BICEEREENIRD
bR o T, :

14 BHEREHERBWVT, 1 mghkg B CTHROMEN R OB EEOTEREE GHRED
83.1%K% 1) 89.5%) BHbiciEh, BROMXEEDOHERMEE HRED 76.4%) &
U EEDRMEMRR GFHBEED 80.9%) M4 bz, 0.2 mgkg BICEERLTHNITRD
bR T,

28 A EHBVT, 1 mgkg B CTEBOMES RO EEOE Z2EME CiHRRED
78.0%% 1\ 83.4%) BH LT, 0.2 mgkg HETIIBMOMBENEEDEEREM (HHRR
D 83.9%) VA BT,

#| #& (Table 11, Appendix 11)

1 Bl E#H TR ER R LU REICEE ISR b o T,

7 BEHBEFRICE N T, 1 mgkg B CTRIE ORBHELRS 4 Al 1 flici bhiz, 02
mg/kg FHER U REICEFIIRD bhixhoiz,

14 B REEHBN T, 1| mgkg H CTBBOMAMEDCEER 4 Hl&F, 318 DBEOKE
RRE(ED 1 BICRBD b ziEh, RRBETHABBROBEIER 1 fllcibiiz, 02
mg/kg BHICRFITBD bR hroTz,

28 AR EHERBVT, 1 mgke B CTRIBOBRAMEDOEEN 5 HI2F. §TE ORI
R, REBAEE R ORI L& 1 BIiC A BTz, 0.2 mg/kg BER OV BRELIC B 21338
Do tz,

TREAE AR AIRE (Table 12, Appendix 11)

1 EIERICE N T, 1 mgkg H#TBRBOBMENEOERN 4410 1 gl bhi-, %t
BEICEE RO b7z, |

7 BRI EEICBV T, | mgkg B TRIBO HE O RS OKIER BE) | B8
SESME DR RAE DIZIER (BRE) K OV BESE SR O SEAL RIS 0 BARREEIE (52
EE) 25 4 BlefliciB biiziEh, WIRMICHTE OREEERAA b 1 FITHE 0
FRER B K ORI T8 0K ER OIS (BE) S ONC 0% AR T LB (R
FE) BRI, R, RO 2 v R — BB A&k TR B AIIEIERE 1,
PR D PISFRERRDY 1 BIIC 22 b7, 0.2 mg/kg BE TR, B BEESE RE O WAL RAE D
BRI (BE) 23 1 IR bivi, SHRE ISR O MIBEEN 1 #lic
Hbiviz,

14 AR EBEBVT, 1 myke BCRBOKRE O FMEORIER (FEE) | 8
BOVFEIE OIENLRANE DIIER (FREEE) KUK BESE R OO R 0 B B 5T

(BE) 24 FIEFICRD biEh, WIREICETE OBEOKEBREL AL b 1 5
THIE OREEEBRUKET B OKER CHIGEE (FL£E) AR bhE, i,
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FFI D BR B AT HEAREEFEDS 1 i A b7z, 0.2 mghkg BT, BB KE DML RMEE
DEER (BE) | BWHEIHIE OIEIRME OBIER (BE) ROKBEERT O
FRAE DEMIEESE (BE) 24 F2FCRB 0 bhizigh, #ETOERN 1 flich b
iz, SIBETIX. RAIRMICEAEROBRILERA b 1 fICHREZNCL BRI
RAFERR I NT,

28 AMIHREBERT, | mgkg BECEIROBE DML RRE OBIER (F%E) | B
BIVESB DN RME OIZIER (FEE~EE) ROKRBEREFEOITALRME O EiE
FISETE (BREE) A 5 BIABICRD bhigh, BMEOULA (BE~HEE) 2 3 F,
HIRER B R OMIETEOKER OHIEE BE~PEE) TOICOEAMRE LK
B (BE~FEE) X% 26, $8AE (FEE) BN 16, REOKETREOKE
ROVEIRE (BRE) 0161, EFEO A VRO ) o RTEE (BRE) 25 4 I8
v, ¥7o, BELEOFAMOBHIREEY 1 flicibhiz, 02 mgkeg BT, B
B0 R E DIEMLRME OIER BRE) | BEIMENE OEALIRE OBIER (BE)
RO BT DI AR O BARREEE (BRE) 35 BI2flicRBd bz, SHREET
X, B REORREK OMEERSLRO U SRR NE 1 A bz,
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18. % &

HBRYE L, BROTMIRMEERZ2RE S, BEERUBEAAZESHE-TIEE
ELTHEbONTWS (JEHE, 2009; 27, 2009) , BEBAMEIZOVWTIE, b b TR+ RE
HLFELNTHRWE, EREY TII+27R5E0AE T35 & LTERN AR
(International Agency for Research on Cancer, IARC) D353 AMEELM TIds 1 —7 2B (E
WX UTHEPAMERD DFREMEN H D) B I TS (ARG, 1993) , v &AW
7z 16 B FRHE A R ERR TiL, 1 mg/ke/day BI_ECBYER VB BEEER. 4 mg/kg/day BL 1
THIE DEEIESUTEFL, MROFEHER VRIS OHMAAR LI, B HHAELTWS (NTP,
1989) . F7z. 13 BERREIR OB 5RB T, 0.0625 mg/ke/day - CBIRO RIS LD
BAER. 0.125 mg/kg/day LL_ECEIRDIEAL B RAE DEMER A, 025 mgkg/day PAET
RER IS K OB EEORMEN S b3, 1 mgkg/day £ TOTRT D HETHER
WERE\CEELZETIIA LI » o EBESN TS (NTP, 1989) , ARERICISV
T, BERYWEREIC LD BIRK OB ~OFEEERRD bNiEd, B FEEOE 0L
~OEELRR SN,

BT 2REL LT, | mgkg BT 14 AMREEILRRHWLTERL LN, 28 A
MR ER I R O EROBRERA DN, REEBZORETIL, 7 ARREE1D
BE R OREE S SN B DI (LR AR DREIBRIE ONC B BEBE FH 0 SThr R4S 0D BRI 58 3F
BB b, REBEPETICONTRENES(L Uiz, MKAEFARE TIX, 14 BB
BERPOLIZVTF=UOBEE. 28 BEIBRERIZT Y U ADRKERA O, RRECREDE
EFEAE CREZEDEEER NS DN b, BREERRER I L, 2 b0,
BERD EBY | ILfRBEDEEICLZ LD EE LTz, 02 mgkg BETY ., JREMBEHRE
ICRBWT, 7 BRIRE%D b BIRO REEHEFE O RS O BEAREEE, 14 B BH5%H0
b RE R OBESMEINE DITALRANE OBIERMTED Bz iEh, 28 H R 5410 B
HMEEDEEROY ) U LADKMERA LIV, FEERKICG U -BEEDETNRD b,

BICH 88 LT, 1 mykeg HTHRSHMPICIESEE S, ¥R TIX7 BR®RS
RICETE OREERER, 14 BHEBRERICHTE OBEOKEREL, 28 BREREZLICHTE DX
FEEREMIER, REMEREE S R OSSR IE (LN A bz, FREERRSERIRE Cid, 7 B REREEH
HHIE OREEA B R OWSIE T B OKER OHIIRE, 7 R (28 A BREZICAEOOE A
R _ERIBFR, 28 AEBRERICHIEOUL AR VERE. RS OMETEOKER )
HFEE A b, BRIECEE L T 3 RER MEERIEARD b,

BE5HEFIC 1 mgkg BHETH O NIZBHEEO—BEOEMEIL, BIE~0OBHEEER VS
JE~OREMEZ K LR &5 % T,

ZDIENDOWBRMEREIC LB L LT, 28 AFHERITH I L AT o — VR OULEED
EAE, WONZZERB O NA = AARD U 7RIEENZ B, B COBRIEFE DR eI, i
EWMBICEEPRBD DN hoZ b, ThbOELOBMENERITIS VWL E X 7,
£l ST 288 E LT, 1 mghkg BT 1 HREBZICHANERDEME, 14 BRRES
I R OB EROBME, 28 B RHHBEHIC AST OFEN A LN, IHEERSORE
TIROWTHOBREEHICBOTHOEENRBD bRtz Z b, BEEREHNERITIIN
EEZT, BIT, 14 BEBREEHIZB VT, 02 KO 1 mgkg # T MCV Rk ORI MBS H
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ROIEE, 1 me/kg BET MCH DIEME R DRI O & VAR BB OEEULIEEER 2% 5
N, EMBICHT 5 —BHEOEERRDNIEN, R ORI BEOELITED b
27,

BEHR R LA R SR TRIC 2 b e 2 MO, FREEED 2\ ESTH
Brb, —EMOEETHE I L, MICEETAELABDLNRNI L, XERRESR
B LTHRESNAFTRTHE I LENnD, HRYERE L IEEORVENEE T,
HEDrBY., FRBCRERVERSICL ) BEEOE ~OBEEERRD b, B,
FHRR OS2~ DB BN, ZOMOMLER, MRER, b ME %, LRSS,
HER, WAWHR, BER, - BER. LBR~OFSIBRH SR P57,

19. ZE 38R \

- IARC (1993) TARC monographs on the evaluation of carcinogenic risks to humans. 56, 489-521.

NTP (1989) Toxicology and carcinogenesis studies of ochratoxin A (CAS No. 303-47-9) in F344/N rats
(gavage studies). National Toxicology Program Technical Report Series No. 358.

JEURER (2009) 5.3 &fh, RARIY), BAIGERWE, FRRMY In [FIR M X aud—) (B
AbhFTanP-ZoFEEESR) , BRAES, 7, p 118-126.

SAYER (2009) 6.14 BEME N FRFFvand—] (AR ML anP—2agELES

W, BIRE, HIK, p. 293-303.
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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 0.2 1
Male ss ss ss
179 ) 17 17
No abnormailities detected 17 17 7
Salivation 10
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)

B10-0122

Removal from cage

Ease of removal

)
-1
0
*1
)

No reaction

Very easy

Easy (slight resistance)
Difflcutt

Very difficuit

Vocallzation

0
+1
+2

None
Vocallzation during handling
Continuous voca!ization

Handling obsevations

Muscle tone

S

Decreased
Normal
Ingreased

Subnormal temperature

Absent
Present

Piloerection

Absent
Present

Staining hair

Absent
Present

Unkempt hair

Absent
Present

Paleness

" Absent

Present

Reddehing

‘Absent

Present

Cyanosis

Absent
Present

Lacrimation

"Absent

Present

Exophthalmos

Absent
Present

Puplllary size

Miosis
Normal

Saljvation

Mydriasls
Absent
Present

Secretion

Absent
Present

Observation in arena

Posture

o+:+-_"_;oL\+.+:+-v+|>+.'+-+-+-;+._'*_;o

Normal
Crouching position or hunchback position
Prone position or lateral position

Motor activity

Significantly decreased
Decreased

Normal

Increased

Significantly increased

Respiration

" Normal

Slightly insufficlency
Moderately insufficiency
Severely Insgfﬂc!ency

Lid closure

Absent
Present

Gait

Normal

Staggering gait

Tip toe galt

Shuffling (paralytic) galt
Galt disturbance

Tremor/twitch/convulsion

None

Tremor

Twitch or convuylsion

Systematic tonic convulsion (opisthotonus or episthotonus etc.)

Ste}eotyplc behavior

" Nonhe

Clreling
Grooming
Sniffing

Head bobbing

Abnormal behavior ~

4Y%<sSTowo oo

None

Self-biting

Backing

Clrcling

Rolling

Writhing
Vecalization

Straub tall

Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

© Male
Predosingﬁ Dosing 1 week
Dose (mg/kg/day) 0 0.2 1 0 0.2 1
Number of animals 5 5 5 5 5 5
-2 o] 0 0 0 1} 0
-1 0 o] 0 0 0 0
Ease of removal 0 5 5 5 5 5 5
Removal from +1 0 0 0 0 0 0
cage +2 0 0 0 0 0 0
0 4 4 ] 4 5 4
Vocalization +1 1 1 0 1 0 1
+2 0 0 0 0 0 0
-1 0 0 0 0" 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature + 0 0 0 0 0 0
. X - b 5 5 "B 5 5
Piloerection - 0 0 0 0 0 0
K - 5 5 5 5 5 5
Staining hair + 0 ps 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation eddening ¥ 0 0 0 0 0 0
- 5 5 B 5 5 5
Cyanosis . 0 0 0 0 0 0
N - 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
Puplilary size 0 5 5 5 5 5 5
+1 0 0 0 0 o] 0
e - 5 5 B 5 5 5
Salivation + 0 0 0 0 0 0
X - 5 5 5 B 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
-1 0 0 0 0 0 0
Motor activity 0 5 3 4 4 4 5
+1 0 2 1 1 1 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
" +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
GD 0 0 0 0 0 0
?bservaﬁon ) 5 5 3 5 3 3
narena Tremor/ twitch/  +1 0 0 0 0 0 0
convulsion +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic 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 o] 0 0 0
B 0 0 0 0 0 0
Abnormal ¢ 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 0 0
\% 0 0 o] 0 0 0
ST 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0204 0.8 +1.1 0204 06+13 0613 0.4+0.8
Urinatlon ® 0.2 074 3.2 6.1 0.0+0.0 1.8+1.6 1.0 1_1.2 02104
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-eigﬁt-day repeated-dose oral toxicity study in rats
Summary of detalled clinical observations

Male
Dosing 2 week ] Dosing 3 week
Dose (mg/kg/day) 0 0.2 1 0 0.2 1
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Ease ofremoval 0 5 5 5 5 5 5
Removal from +1 0 0 0 0 0 0
cage +2 0 0 0 0 0 0
s 0 5 5 5 T4 5 5
Vocallzation +1 0 0 0 1 0 0
+2 0 0 0 0 0 0
-1 0 0 0 ' 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 B 5 5
temperature + 0 0 Q 0 0 0
- 5 5 5 5 5 5
Pilloerection . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Staining halir + 0 0 0 0 0 0
K - 5 5 5 5 5 5
Unkempt halr + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling - 5 "5 5 5 5 "5
observation <eddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis . 0 0 0 0 0 0
e - 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
+1 0 0 0 o) 0 0
- 5 G B 5 5 5
Salivation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 57 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 1
Motor activity 0 5 5 4 5 5 4
+1 0 0 1 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Resplration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Galt T 0 ) 0 0 0 0
P 0 0 0 o] 0 0
; GD 0 0 0 0 0 0
(?bservanon 0 5 E 3 5 5 5
in arena Tremor/ twitch/  +1 0 0 0 0 0 0
convulsion +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- [ 5 5 B 5 5
Stereotyplc c 0. 0 0 0 B 0
behavior G 0 0 0 0 0 0
S 0 0 0 0 o] 0
H 0 0 0 0 0 0
- 5 5 5 "B 5 5
S 0 0 0 0 0 0
B 0 Y] o] 0 0 0
Abnormal ¢ 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
W 0 o] 0 0 0 o}
\Y o] 0 0 0 0 0
ST 0 o] o] 0 0 o}
T 0 0 0 0 0 0
Defecation™ 0.2+0.4 0.8 +1.3 06108 0.4 +0.9 00100 0204
Urination @ 0409 1,'0 £14 04 +0.5 0.2+04 22+32 04 +0.8
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0,01
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detalled clinical observations

Male
Dosing 4 week ]
Dose (mg/kg/day) 0 0.2 1
Number of animals 5 5 5
-2 0 0 "0
-1 1 1 0
Ease of removal 0 4 4 5
Removal from +1 0 0 0
cage +2 0 o] 0
0 5 5 4
Vocalization +9 0 0 1
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 i
temperature + 0 0 0
. - 5 5 5
Plloerection " 0 0 0
N 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
- 3 5 B
Cyanosis . 0 0 0
s - 5 5 5
Lacrimation . 0 0 0
- 5 "B 57
Exophthalmos + 0 0 0
-1 0 0 0
Puplilary size 0 5 5 5
+1 0 0 0
s - 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 b}
-1 0 1 0
Motor activity .0 5 3 4
+1 0 1 1
+2 0 0 0
0 5 5 5
. +1 0 0 0
Resplration +2 0 0 0
+3 0 0 0
- 5 5 5
Lid closure + 0 0 0
- 5 5 5
S 0 0 o]
Gait T 0 0 0
P 0 0 0
Observation GOD g g g
In arena Tremor/ twitch!  +1 0 0 0
convulsion +2 0 0 0
+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 o]
B 0 0 0
Abnormal c B 0 0
behavior R 0 e 0
W 0 0 o]
\% o] 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.0£0.0 0.0£0.0 0.2+04
Urination ¥ 02304 0000 0000
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 0.2 1
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
function - -1 0 0 0
Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupilllary reflex 5 5 5
- 0 0 0
+
Alr righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength 0 | ) 452 + 37 486 £ 34 423 +29
Hindlimb (g) 490 * 30 507 33 456 + 35
0-10 (min) 154 +40 121 £ 67 179 £ 71
10-20 (min) 90 +35 85 + 64 105 £76
... 20-30 (min) 40 £44 56 +48 78 £ 48
Motor activity - .
[Interval] 30-40 (mm) 71 64 49 £ 49 72 +67
40-50 (min) 57 £55 32 £33 32 £ 31
50-60 (min) 19 £ 17 31 +38 30 £ 31
Total 431 +169 374 £270 497 £219

*: significantly different from vehicle control at p<0.05, ** éignificantly 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
2?2;%2’““” Pain response (tail pinch) -1 No reaction ™
0 Normal
' ‘ +1 Hyper reaction
Pupillary reflex ' + “Normal
. - Abnormal reaction
Air righting reflex +  Normal

Abnormal reaction
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Twenty-sight-day repéated-dosa oral toxicity study in rats

B10-0122

Table 4
Summary of body welghts (g) : Male
Dose
o] 0.2 1
(mg/kg/day)
Administration 1 142,85 143,11 143,15
period (day) 8,37 (17) +6.34 (17) +4.78 (17)
a 160.82 168,78 158.23
16.53 (13) 46,56 (13) +5.72 (13)
7 193.82 194.48 188.45
+11,72 (13) £10.70 (13) +7.59 (13)
14 250,01 254.33 235,50
+13.66 (9) +18.22 (9) +11.42 (9)
21 294,34 318.16 283.12
+17.78 (5) +37,13 (5) £14.19 (5)
28 332.22 367.78 321.14
+20,51 (5) +47.80 (5) £12,30 (5)

Values are shown as Mean % 8.D..

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

* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0,01.
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Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0122
Summary of food consumption (_g_;/rat/day) : male
Dose
(ma/kg/day) 0 0.2 1
Administration 1 19.47 18.30 18.99
period (day) ' ' . '
+ 1.69 (13) + 1.30 (13) + 1.82 (13)
3 19,90 19.50 18.36 **
+ 1.40 (13) + 1.62 (13) + 3.18 (13)
7 21.27 21.80 20.29
+ 2,20 (13) + 1.76 (13) + 1.81 (13)
14 22.09 22.41 20.60
+ 1.84 (8) + 2.82 (9) + 1,79 (9)
21 21.70 24.15 21.78
+ 1.30 (5) + 3,64 (5) + 1.35 (5)
28 20.95 23.88 21.98
+ 122 (5) t 3.49 (5) t 1.19 (5)

Values are shown as Mean + S.D.,

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 0.2 1
6.0 9.2 13.8
Urlne volume (ml) 2.5 (5) £2.9 (5) £8.7 (5)
1319.4 859.6 825.0
Uosm (mOsmiL) £466.5 (5) £458.5 (5) £464.4 (5)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0,01,
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Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses: Male

B10-0122

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 0.2
ltems No. of animals 5 5
Color

sy

Y

YB 3 1
Turbidity

Clear 5 5
pH

6.0

6.5

7.0 0
Protein

+

1+ 4

2+
Glucose

- 5 5
Ketones

- 3

+ 1

1+ 1
Occult blood

- 5 4

1+ 0 1

Color:SY: Slightly yellow,Y: Yellow,YB: Yellow-brown.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of urinalyses: Male

Group Twenty-elght-day treatment

Dose (mg/kg/day) 0 0.2
ftems No, of animals 5 0 5
Urinaly sediment
Red blood cells

0 5 - 5
White biood cells

0 5 — 5
Epithelial cells @

0 5 —— 5
Casts

0 5 — 5
Crystals 2

+ 4 - 2

*;Number of calls/10views(x400),
b iNumber of casts/18x18 mm?,
% Incidence of crystals/18x18 mm?.

--:Not examined.
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Table 7-1 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Home Dose One-day treatment
(mg/kg/day) 0 0.2 1

RBC (x10%/uL) Zggg 4 5‘15(1): 4) :ggg (4)
Hb (g/dL) lfgg @ lg:ig @ lf:gg )
Ht %) s (4 o 5505 (4
MV (") 40 4 e @ e @
MCH (rg) i}gg (4) i;:gg (4) ig;g @
MCHC (g/dL) Zgﬁﬂ (4) Zgﬁg 4 zgfg 4
Platelet (x10*/uL) lﬁg: “) Zigg *(4) lggi? (4)
Reticulo (%) l}ii @ 11:: ) :1)?2 @
WBC (x10%/pL) i§§§§ @ 1323? @) lgg; @)
Differentfation of leukocyte

Neutro (%) l;:gg (@) ﬁgg (4 ;Z;g 4

Lymph (%) 2223 ) 1% @ oy @)

Eosino (%) iﬁf,i ) d:&?: o) :tg:?g (4)

Baso (%) i?,j;li @ ig:?g @ ;,122 @)

Mono (%) iéfgg (4 ii:;g (4 ig:g: (4)

Luc %) w00 @) w0t @ 022 (4

Values are shown as Mean % S.D..

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

** Slgnificantly 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 examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 0.2 1
, 705.8 774.3 722.8
RBC (0L, £19.6 (4) £32.3 (4) £84.2 (4)
14.85 16.10 14.80
Hb (g/dL) 0,79 (4) £0.68 (4) £1.24 (4)
48.20 52.38 48.33
0,
Ht %) £2.48 (4) £2.34 (4) +4.34 (4)
68.43 67.65 67.03
Mev (L) +4.95 (4) £1.74 (4) £2.83. (4)
. 21.05 20.85 20.53
MCH (pe) 1,58 (4) £0.68 (4) £0.92 (4)
30.80 30.78 30.63
MCHC (g/aL) $0.32 (4) $0.31 (4) $0.28 (4)
124,03 108.65 111.75
4 '
Platelet (x10°/uL) £10.40 (4) £15.08 (4) +17.68 (4)
. \ 8.63 8.23 8.58
Reticulo (%) £0.81 (4) £0.72 (4) £0.65 (4)
) 82.05 103.15 130.05 *
WBC o IO £23.80 (4) £21.58 (4) £26.25 (4)
Differentiation of leukocyte
15,53 11.23 13.60
t 0,
Neutro %) £3.92 (4) +1.85 (4) 1,29 (4)
78.08 83.75 78.43
0,
Lymph %) £5.24 (4) £2.36 (4) £3.68 (4)
. \ 0.53 0.33 033
Eosino (%) 028 (4) +0.10 (4) £0.17 (4)
1.48 1.18 1.15
0,
Baso C4) +1.16 (4) $0.22 (4) £0.39 (4)
3.63 2.30 3.73
\ .
Mono %) £0.83 (4) £0.45 (4) £1.71 (4)
Luc o) 0.80 : 1.20 2.73

+0.26 (4) £0.50 (4) +3.32 (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,

** Slgnificantly different from vehicle contro! at P<0,01.
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Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0122

Table 7-3
Summary of hematological examinations:Male
Dose Fourteen-day treatment
Jtems
(mg/kg/day) 0 0.2 1
707.5 722.5 766.5
4 .
RBC (x10°/uL) 30,1 (4) £719 (4) £356 (4)
14,95 14.83 15.38
Hb (grdL) £0.53 (4) £1.13 (4) £0.79 (4)
48.80 47.73 49.45
0,
it () £1.62 (4) +4.61 (4) £2.43 (4)
69.00 86.13 * 64.53 **
Mev (L) £2.18 (4) £0.67 (4) £1,02 (4)
21.13 20.55 20.08 *
McH (k) 10,43 (4) £0.48 (4) 062 (4)
30.63 31.13 31,05
MCHC (grdL) £0.53 (4) +0.63 (4) £0.47 (4)
138.35 146,83 114.93
4
Platelet (x10°/uL) +14.76 (4) +19.08 (4) +15.65 (4)
. 6.50 5.18 * 3.55
. .
Reticulo (%) 0.5 (4) £0.57 (4) £0.48 (4)
R 129.18 136.78 117.08
WBC (x10%uL) £20.80 (4) 23,54 (4) £19.61 (4)
Differentiation of leukocyte
16.98 12.28 14,18
0, 0
Neutro (#) £2.10 (4) +2.85 (4) +4.90 (4)
R} 77.45 82,60 80.48
Lymph (%) £2.15 (4) £3.07 (4) 6,30 (4)
. 0.40 0.45 0.53
0,
Eosino (%) 10,08 (4) 013 (4) £0.13 (4)
1.30 1.33 1.28
0, .
Baso (%) £0.27 (4) $0.40 (4) £0.25 (4)
2,35 2.23 2.63
0, . .
Meno (%) £0.19 (4) 0,94 (4) £1.25 (4)
1.50 1.15 0.95
0,
Lue *) £0.81 (4) $0.26 (4) $0.24 (4)

Values are shown as Mean £ S.D..
Figure(s) in parentheses indicate number of animals used for the statistical analysts.
* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0.01,
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Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Twenty-eight-day treatment
(mg/kg/day) 0 0.2 1

RBC (x10%/uL) :ggg ®) -_Z;: (5) Iggg (5)
Hi; (g/dL) lgg? ®) 13102 (5) ::gzg 6
Ht %) e r085 © i1 ®
MCV (L) 2332 ) 222 ®) :igg ®)
MCH (pg) l§§§ (5) | S:gi (5) ig;g ®)
MCHC (g/dL) ié,jﬁi ®) :;:gi ) Zgig ()
Platelet (x10*/uL) 1::::? () E ?:Zg (5) l?g:j;) (5)
Reticulo (%) iﬁ:ig (5) ig:gg (5) igigg 6]
WBC (x10%/uL) l}gﬁ (5) lgﬁ: (5) lgggg (5)
Differentiation of leukocyte |

Neutro (%) llig (5) ggg (6) lgii )

Lymph (%) Zg? ) Z,:g (‘5) 12;3 (5)

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

Baso %) o5 ©) ot @ 015 )

Mono ) o6 6 Jrpeg 2025 )

Luc (%) o2 & w05 @ 2% ©
PT (sec) i 25 @ 1 )
APTT (sec) ;’;2123 ) li:ﬁ ®) li:gi ()

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.

** Slgnificantly different from vehlcle 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 0.2 1
97.5 87.0 1015
AST (un) 0.3 (4) 83 (4) £9.8 (4)
32,3 30.3 40.5
ALT (i) £2.8 (4) 5.1 (4) 53 (4)
958.8 816.5 838.0
ALP (o) £138.8 (4) £290.9 (4) £180.9 (4)
11,53 11.48 11.90
BUN (mg/dL) 154 (4) £2.12 (4) £0.87 (4)
i 0.158 0.155 0.148
Creatinine (mgfdL) £0,015 (4) £0,021 (4) £0,030 (4)
' 0.068 0.083 0.090
T-8ll (mgfdL) £0.010 (4) 0,015 (4) £0.016 (4)

Values are shown as Mean % S.D..
Figure(s) In parentheses Indicate number of animals used for the statistical analysis.
* Significantly different from vehlcle control at P<0.05.

** Significantly different from vehicle 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 0.2 1
81.5 83.5 93.3
AST (i) 18.0 (4) £9.6 (4) 14.4 (4)
31.0 30.3 31.8
ALT (v +0.8 (4) 6.5 (4) +8.6 (4)
874.5 580.8 779.3
ALP (o) £121.9 (4) £182.0 (4) 88.7 (4)
9.40 11.75 11.93
BUN (mgfdL) 0,91 (4) 1.8 (4) £1.26 (4)
. '0.183 0.198 0.208
Creatinine (mg/dL) £0.030 (4) £0.013 (4) £0.022 (4)
0.053 0.048 0.040
-2l (mg/dL) £0.010 (4) £0.013 (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.

** Slgnificantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 0.2 1
74,8 66.5 78.0
AST (urL) 0.8 (4) 3.1 (4) £73 (4)
27.0 22.8 25.8
ALT (i) 3.7 (4) £1.3 (4) 36 (4)
807.8 703.5 825.0
ALP (ui) £46.2 (4) +176.7 (4) £195.7 (4)
9.98 10.53 10.13
BUN (mgreiL) 146 (4) £1.46 (4) 141 (4)
_ 0.193 0.213 0.290 **
Creatinine (mg/dL) £0.015 (4) $0.033 (4) £0.036 (4)
0.053 0.043 0.043
T-Bi (ma/dL) 10,010 (4) £0.005 (4) 0,013 (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 contro! at P<0.05.

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

et e
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
. Summary of blood chemical examinations:Male
e Dose Twenty-eight-day treatment
(mg/kg/day) 0 0.2 1

AST (lum :gg (5) :ig (5) zg *(5)
ALT aun) o ®) oy ®) oot (®)
ALP aunLy r04 (& es 2115 6
ChE (UL e 4 © 1145 6
y-GTP (IUL) iéﬁgz (5) 13132 (5) 1-(1):?3 (5)
T-Che (mg/dL) ifgi (5) igi (5) :ig *(*5)
TG (mg/dL) jiﬁ & igg:: ) j;‘ﬁ ®)
BUN (mg/dL) 12123 (5) lg?g () lﬁg ®)
Creatinine (mg/dL) igégg (5) igigg 6) iggg'z/ *(:3)
T-Protein (g/dL) igi: (5) igg; (5) ig:?: *(5)
Albumin (g/dL) iﬁ:; (%) ﬂzigi ) ;;E *(5)
AJ/G ratio Q) igggg (5) :ggig (5) igggl‘l* %)
Glucose (mg/dL) lfi:: (5) lzg:g (5 123? *(:5)
T-BI (mg/dL) ig:ggg ®) igf,’}‘f 5) igg?$ ®)
oA (Hmol/L) 12073 ®) 2210 (5) w2057 (5)
- ot fiw hew  hee
Ca (mg/dL) 1312? 5) lggg ®) 1(1):32 ®)
Na (mEq/L) 111: ®) 1:3:2 ®) 1:?):3 (®)
K (mEg/L) i;:fg (5) igﬁig *(5) tgzgi *(5)
cl (mEq/L) :?gg (5) :?gi (5) 122:635: {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 welghts:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 0.2 1
Liver @ 4,398 4.363 4,258
§ 0,141 (4) £0.377 (4) £0.177 (4)
Heart © 0.628 0.635 0.665
g 0.028 (4) 0,057 (4) _£0.057 (4)
0.623 0.625 0.600
Kidney(R) @ 0,068 (4) £0,054 (4) £0.048 (4)
0.595 0.605 0.588
Kidney(L) © 0,057 (4) £0.049 (4) £0.046 (4)
Kidnevs @ 1.218 1.230 1.188
4 g 0,123 (4) 0,100 (4) £0.093 (4)
0.588 0.685 0.675
Testis(R) G £0.107 (4) £0.099 (4) $0.042 (4)
. 0.583 0.683 0.683
Testis(L) @ £0.104 (4) £0.132 (4) £0.083 (4)
1.470 1,368 1.358
Testes @ £0.211 (4) £0.231 (4) £0.121 (4)
o 0.068 0.085 0.085
Epididymis(R) G 0.005 (4) £0.013 (4) 0,013 (4)
. 0.068 0,083 0.080
Epididymis(L) @ 0,019 (4) £0.010 (4) £0.014 (4)
. 0.135 0.168 0.165
Epididymides @ £0.024 (4) 0,005 (4) £0.025 (4)
0.073 0.088 0.078
Ventral prostate  (g) £0.025 (4) £0.017 (4) £0.005 (4)
Dorsolateral @) 0.058 0.0583 0.068
prostate g +0.022 (4) £0.010 (4) £0.017 (4)
1.735 1.710 1725
Brain (@ 0,079 (4) 0,032 (4) .£0,091 (4)
Soleen @ 0.393 0.388 0.368
P g 0,046 (4) 0,059 (4) +0.098 (4)
486.78 473.93 448.73
Thymus (mg) £99.61 (4) £79.22 (4) 197.47 (4)
5.18 5.60 5.00
Pitultary gland (mg) £1,00 (4) £0.57 (4) £1.06 (4)
10.78 11.48 12.28
Thyrold (mg) £1.29 (4) $3.35 (4) £1.65 (4)
. 31,38 32.58 30.63
Adrenals (ma) £6.19 (4) £371 (4) £1.99 (4)
121.13 124.28 126.40
Final body weight — (g) £3.94 (4) £5.55 (4) £5.43 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0,05,

** Significantly different from vehicle control at P<0.01. .
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Table 9-2 Twenty-eight-day repeated-dose oral toxiclty study In rats
Summary of absolute organ welights:Male
Dose Seven-day freatment
ltems
(mg/kg/day) 0 0.2 1
Lver @ 5.950 5,823 6.553
g £0.509 (4) £0.244 (4) £1.130 (4)
Heart () 0.860 0.750 0.810
g £0.100 (4) £0.076 (4) +0.057 (4)
0.858 0.748 * 0.795
Kidney(R) @ +0.078 (4) £0.035 (4) £0.048 (4)
0.803 0.728 0.803
Kidney(L) (©) 0.113 (4) £0.072 (4) £0.048 (4)
1,660 1.475 1,598
Kidneys @ £0.188 (4) 0,104 (4) £0.095 (4)
0.898 0.945 0.908
Testis(R) © £0.111 (4) £0.062 (4) +0.049 (4)
. 0.900 0.940 0.913
Testis(L) @ 0,110 (4) £0.084 (4) £0,030 (4)
Testes © 1,798 1,885 1,820
g £0.221 (4) 0,145 (4) +0.076 (4)
T 0.113 0.120 0.105
Epididymis(R) @ £0.013 (4) 10,014 (4) £0.017 (4)
0.115 0.125 0.103
Epididymis(L) @ £0.006 (4) £0.006 (4) 0,017 (4)
0.228 0.245 0.208
Epididymides . (g) £0.017 (4) £0.019 (4) £0.033 (4)
0.113 0.120 0.108
Ventral prostate (g £0.010 (4) £0.024 (4) £0.034 (4)
Dorsolateral @ 0.108 0.095 0.085
prostate g +0.021 (4) 0,017 (4) +0.034 (4)
Brain @ 1.785 1.765 1,793
‘ £0.051 (4) £0.060 (4) $0.054 (4)
Soleen @ 0.470 . 0.463 0.555
P g +0.053 (4) 0,052 (4) +0.245 (4)
541.70 503.20 555.10
Thymus (mg) +48.77 (4) £55.81 (4) 61,92 (4)
o 6.48 7413 6.65
Pltuitary gland . (mg) £0.90 (4) 0,64 (4) £0.47 (4)
13.93 11.10 12.70
Thyrold (mg) £2.57 (4) £1.68 (4) £1.72 (4)
39.85 39.43 47.18
Adrenals (mg) £8.86 (4) +4.57 (4) 6.28 (4)
168.55 167.45 167.25
Final body welght  (g) £10.87 (4) £0.49 (4) £9.43 (4)

Values are shown as Mean + S.D.,

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

** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 0.2 1
Liver © 8,428 7.945 7.005 *
g £0.549 (4) £0.379 (4) £0.698 (4)
ot © 0.990 0.968 0.910
g £0.085 (4) £0.043 (4) £0.089 (4)
. 1.068 0.978 0.948
Kidney(R) @ 0.097 (4) £0.058 (4) 0,066 (4)
1,063 0.853 0.925
Kidney(L) @ £0.084 (4) £0.078 (4) 0,089 (4)
Kidnevs @ 2,130 1,930 1.873
4 g £0,175 (4) 0,135 (4) £0.146 (4)
1.158 1.153 1,225
Testis(R) © £0.117 (4) 0.086 (4) 0,095 (4)
. 1.155 1.138 1.228
Testish) @ 0,108 (4) 0.084 (4) £0.107 (4)
Testos o 2.313 2,290 2.453
g 0,225 (4) $0.144 (4) £0.197 (4)
. 0.173 0.168 0,170
Epididymis(R) @ £0.010 (4) £0.005 (4) . 0,008 (4)
o 0.158 0.160 0.173
Epididymis(L.) (@) 0,010 (4) £0.014 (4) 0,021 (4)
-, 0.330 0.328 0.343
Epididymides (©) 0,016 (4) £0.019 (4) 0,026 (4)
0.195 0.225 0.238
Ventral prostate  (g) £0.037 (4) 10,024 (4) 0,068 (4)
Dorsolateral @ 0.178 0.165 0.200
prostate g 0.033 (4) £0.025 (4) 10,038 (4)
Brain @ 1.838 1.835 1.798
g £0.065 (4) 0,034 (4) £0.039 (4)
0.628 0.558 0.480 *
Spleen @ £0.051 (4) £0.097 (4) £0.036 (4)
650.85 672.78 581.55
Thymus (ma) £34.25 (4) 63.10 (4) £200.62 (4)
_ 8.50 8.88 8.30
Pituitary gland () £0.55 (4) £0.73 (4) £0.42 (4)
. 20.73 18.13 15.78
Thyroid (mg) £5.00 (4) £1.13 (4) £2.22 (4)
49.08 45.95 46.98
Adrenals (mg) $5.67 (4) £8.64 (4) £5.62 (4)
) ) 228,95 . 222,95 212.30
Final body welght  (g) +10.38 (4) £10.31 (4) 11,81 (4)

Values are shown as Mean * S,D.,

Figure(s) In parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0,05,

** Significantly different from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study In rats
. Summary of absolute organ welghts:Male
Dose Twenty-elght-day treatment
Items
(mg/kglday) 0 0.2 1
Lver © 9.772 11.160 8.962
g 0,740 (5) 1,823 (5) 0,449 (5)
1.200 1.250 1,084
Heart (@ 0,112 (5) £0,104 (5) £0.107 (5)
1.260 1.158 0.988 *
Kidney(R) © £0.183 (5) £0.158 (5) £0.086 (5)
1.236 1.148 0.960 *
Kidney(L) @ 0156 (5) 0179 (5) £0,088 (5)
Kidnevs @ 2.496 2.306 1,948 *
4 9 0,329 (5) £0.335 (5) £0.174 (5)
1.526 1,644 1.526
Testis(R) @ 10,025 (5) 10.104 (5) 0,061 (5)
1.540 1,518 1.582
Testis(L) @ 0,068 (5) 0,086 (5) 0,163 (5)
restos © 3.066 3.062 3.108
. 0,075 (5) 10,182 (5) £0.217 (5)
, 0.358 0.376 0.340
Epididymis(R) @ £0.036 (5) £0.042 (5) 0,021 (5)
0.356. 0.378 0.350
Epididymis(L) @ £0.040 (5) 0,036 (5) £0.062 (5)
. 0.714 0.754 0.690
Epididymides @ 10,076 (5) £0.077 (5) £0.075 (5)
0.370 0.354 0.340
Ventral prostate  (g) £0.093 (5) 0,105 (5) 0,053 (5)
Dorsolateral © 0.334 0.336 0.294
prostate g 0,046 (5) 0,087 (5) 0034 (5)
. 0.924 0.920 0.824
Seminal vesicle  (g) £0.216 (5) 0,193 (5) £0.090 (5)
1.922 2.024 1.988
Brain @ 0105 (5) £0.141 (5) £0.079 (5)
Soleen @ 0.588 0.652 0.568
P 8 0,085 (5) 0,115 (5) 0,082 (5)
550.26 614.96 524.68
Thymus (mg) 46,25 (5) - +276.98 (5) 85.17 (5)
10.08 10.60 9.80
Pitultary gland (mg) .01 (5) £1.79 (5) £0.66 (5)
20.26 2446 20.62
Thyrold (mg) £2.72 (5) 15.94 (5) +1.38 (5)
. 52,02 52.30 56.66
Adrenals - (mg) 16,51 (5) 3,50 (5) 8.72 (5)
313.14 344.04 293.28
Final body weight  (g) £10.35 (5) +43.36 (5) £11.86 (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 welghts:Male
o Dose One-day freatment
(mg/kg/day) 0 02 1

© Liver (g/100g) ig:gg: (@) ig:fgg (4) ﬂ:g:gfj *(4)
_Heart (9/100g) 18(5):3 ) tgggg (4) iggtsig (4)
Kidney(R) (g/100g) igg;g @) igggi (4) igg:z )
Kidney(L) (g/100g) ig:gg: @) ig:gg? 4) ig:gg? @
Kidneys (9/100g) igggg (4) ig:ggg (4) igggi (4)
Testis(R) (g/100g) igggg @ igigg (4) iggig (4)
Testis(L) (g/100g) iggsz “) igggg ) igg;f @
Testes (g/100g) igjfgi @) 121::'2(1) (4) :{:g:??g @
Epididymis(R) (g/100g) igggg ) ig:g?g ) ig:ggg )
Epididymis(L) (g/100g) igg?g (4) iggfg 4 ‘ iggfg O]
Epididymides (g/100g) ig:;;i ) ﬂ:g:g)?g 4 ﬂ:g:g?g 4)
Ventral prostate (9/1009) ig:ggg @) ig:ggg @ ig:g?g (4)
Dorsolateral (g/100g) 0.050 0.043 0.053
prostate 10.018 (4) 10.010 (4) 10,013 (4)
Brain (g/100g) :h:):?gg @) ig:zgg 4) ;Z,f;ﬁ @
Spleen (g/100g) igzgg @ igg;g 4 igﬁggg 4
Thymus (mg/1069) Z?;gi ) iigﬁ (4) igi:ig 4
Pitultary gland (mg/100g) i‘;ﬁ:’ @ ig::g @ ig:gi 4
Thyrold (mg/100g) jzg @ ig_;i 4 i?gg (4)
Adrenals (mg/100g) i:?g () ig;i 4 ig?g (4)
Final body welght  (q) 12;;2 () 15;:2 (4) 12222 (4)

Values are shown as Mean = S.D.,

Figure(s) In parentheses indicate number of animals used for the statistical analyss.
" * Significantly different from vehicle contro| at P<0.05,

** Significantly different from vehicle control at P<0,01.
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Table 10-2 Twenty-elght-day repeated-dose oral toxicity study in rats

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

(mglkglday) 0 0.2 L

Liver (/1 059) iﬁjgﬁi (4) iﬁjglg 4) ig:igf (4
Heart (9/100g) igj{;';g (4 ig:ggi :4) ig:ggg “)
Kidney(R) (9/100g) igggg o) igg:g ’;) igg;i 4)
Kidney(L) (9/100g) iﬁj‘éﬁ @) tg:ggf @) -ig:gfg )
Kidneys (a/100g) ig:ggg @) ig:ggg ;4) 18:322 (4)
Testis(R) (g/100g) tgjﬁiﬁ @ ig:ggg ) tgﬁg @
Testis(L) (g/100g) ig;iZS (4) i-g:gig (4) ig:g;i (4)
Testes (g/100g) J):?gg ) 1(1)::;: 4) i;:gig (O]
Epididymis(R) (9/100g) igg?g () igg—g 7)) igggg )
Epididymis(L) (9/100g) ig:g;g (4 iﬁﬁ%i (4) 188?3 4)
Epididymides (g/100g) ig:;?? 4) ig(;:g “@ igg?g (4) |
Ventral prostate (g/100g) ig:ggg (4 1&8?2 ) ig:g?? (4)
Eri'ssf;’éte"‘" (g/100g) 1813‘?? @) iggfg @) iggfg @
Brain (g/100g) i:,:ggi @) :{:;:ggg 4) :t:)g;: @)
Spleen (g/1009) igﬁ?g @) i&gg @) :Eg:?:i “)
Thyms (my1009) 0z (s i W
Pitultary gland (mg/100g) i‘g:g: @ tg:g: 4 ig:?g )
Thyroid (mg/100g) ,jgg (@) 1(15;? (4) izgg “
Adrenals (mg/100g) iiig o) iggg 4 ig;g )
Fijal body weight  (g) l?g:g?/ @ - 1:;:3 o8 1:;:‘25(;

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.

** Slgnificantly 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
Moms Dose Fourteen-day treatment
(mg/kg/day) 0 0.2 1

Liver (g/100g) tgggg @) tsgsg (4) igﬁgg T‘(‘:4)
Heart (g/100g) igg:: () tggg: (4) igggg (4)
Kidney(R) (g/100g) *3j3§i ) iggx () ig:g:g (4
Kidney(L) {g/100g) igg?g (4) igg}?; (4 igggg (4)
Kidneys (g/100g) iﬁjﬁ?ﬁ (4) d:g:ggg (4) ig:ggg )
Testis(R) (g/100g) igfiz @) ig:géf 4 ig:gsg (4)
Testis(L) (g/100g) iﬂﬁgg ) igg;g @ iggsg @
Te;tes (g/100g) i;g;g (4 i;ggg 4) 1(1):22 (4)
Epididymis(R) (g/100g) 10,008 @ 10,006 4 0,008 (4)
Epididymis(L) (g/100g), ig:ggg (@) ig:g:g @) :tg:g‘?g 4)
Epididymides (g/100g) igf,;‘g (4) ig:;:g (4 :l:g:;$g 4
Ventral prostate (g/100g) ' igg?Z ) igg?g @) ig;;g @
E:;ftoalta:em] (g/100g) 131333 %) :!:g:g‘l?g &) tgigfg @
Brain (g/100g) 13333 @ iggi: ) fcgg:g @)
Spleen $9/1009) igg;g (4) tggig 4 igzgg 4
Thymus (mg/100g) :?g:g (4) :gzgg ) izggg (C)
Pitultary gland (mg/100g) ig:;g @) ig:;)(a) (4) igﬁg (4)
Thyrold (mg/100g) j:gg @) ig:;i 4 :i:::gg (4)
Adrenals {mg/100g) :; ;2 ) iigﬁ “) i?gg 4
Final body welght  (g) :fggg (4) ifgg? 4 i: ?2? 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-elght-day repeated-dose oral toxicity study in rats
- Summary of relative organ welghts:Male
tems Dose Twenty-elght-day treatment
(mg/kg/day) 0 0.2 1

Liver (9/100g) ig:}fg (5) igfg; (5) 13:332 {5)
Heart " (g/100g) igg?; (5) igggg (5) 4 :tgggg (5)
Kidney(R) (g/100g) iggg: (5) igg?: ;;) :tggz? *(*5)
Kidney(L) (g/100g) igggg 5) igg?: z;) igggg *(:5)
Kidneys (g/100g) ig:gig ) ig:ggg ;;) ig:gij *(*5)
Testls(R) (g/100g) tg:gg? 5) 183:; (5) :tg:ggg (5)
Testis(L) (9/100g) ig;‘if (5) ig:ggg (5) ig:ggg (5)
Testes (g/100g) ig:ggg (5) ig?‘:g (5) ig:ggg (©)
Epldidymis(R) (g/100g) 13:;;; (5) ig.‘glg (5) 18:11)‘1'2 (6)
Epldidymis(L) (9/100g) ig:;:g (5) ig:;:)g (5) ig::)gg (5)
Epldidymides {g/100g) iggg: (5) ;tgtz)fg (5) 3:8522 (8
Ventral prostate (g/100g) ig:);g ® 3:8(1)2: 5) igg:; (5)
E;rsst:ta;eral (g/100g) :bg;?? ®) igg:? ®) ig::)sg &)
Seminal vesicle (g/100g) iggg: ) :tggig ®) igi:g ®)
Brain (g/100g) 181513 (5) iggzﬁ (5) ig:gzg (5)
Spleen (g/100g) igggg(s) iggfg ® 13332 ®)
Thymus (mg/100g) l;g:? ®) l;ggg (5 l;g?g (5)
Pitultary gland (mg/100g) i§j§§ ®) ig:;g 5) :tg:gg (5)
Thyrold (mg/100g) igj;‘ ® Jﬁl? ®) i;.’i): ®)
Adrenals (mg/100g) l?gg ®) l?:g ®) lg:gg ®)
Final body weight  (g) ﬂg;g (5) ::g:gg (5) :?i:gg (6

Values are shown as Mean & S.D..
Figure(s) in parentheses indicate number of animals used for the statistical analysis,

* Stgnificantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0,01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 0.2 1 (mg/kg/day)
SS ss ss
43 4 4
No abnormalities detected 4 4 4

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

Male
Findings 0 0.2 1 (mg/kg/day)
sS ss ss
42
No abnormalities detected 4
Forestomach
Rough region of mucosa 0 0 1

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

Male
Findings 0 0.2 1 (mg/kg/day)
S8 S8 SS
49 4 4
No abnormalities detected 3
Forestomach 4
Edematous change of wall 0 0 1
Kidney
Discoloration, bilateral 0 0 4
Pelvic dilatation, unilateral 1o o T
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 0.2 1 (mg/kg/day)
ss ss SS
5% 5 5
No abnormalities detected 5 5
Forestomach .
Recessed region of mucosa 0 1
Rough region of mucosa 0 o T
Roughening of mucosa 0 0 - T
Kidney
Discoloration, bilateral 0 0 5

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 0.2 1 (mg/kg/day)
SS SS SS
4% 4 4

Liver

No abnormalities detected 4/4P — 4/4
Kidney

No abnormalifies defected . rrevecerenne A R S

‘Cyst/Outer medulia + 0/4 = 174
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 414 -— 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 0.2 1 (mg/kg/day)
ss ss ss
49 4 4
Forestomach
No abnormalifies detected 200 44 A o,
Edema and cellular infiltration/
Lamina proptia and submucosal + 0/2 0/4 114
o A
CI-llisfff;zlesreplas|a/Squamous epithelium/ 4 02 /4 1/
Glandular stomach
No abnormalities detected 2/2 4/4 4/4
Liver
No abnormalities detected 4/4 - 2/4 )
Hyperplasia/Kupffercell w 0l4 T R
'Necrosis/Hepatocyte/Focal " o4 B g T
Kidney '
No abnormalities detected 44 34  0/4
Karyomegaly/Proximal fublle/Cortex __+ " 0j4 oM 4l
aryomegaly/Proximal tubule/Outer
sopeoronsrmedle A o N,
Single cell necrosis/Proximal tubule/
Corgtico—medullaryjunction * 0/4 14 4/4
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 -—- 4/4
Dorsolateral prostate
No abnormalles detected ... 34 . T A
‘Cellular infiltration 14 T o T
Bone marrow
No abnormalities detected 4/4 -—- 4/4
Spleen
- Noabnormalities detected A4 pe . SR
‘Granulation tissue ’ T T oi4 _—_— 18 T
Thymus
No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal,

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 0.2 1 (mg/kg/day)
Ss ss sS
42 4 4
Forestomach
No abnormalifies deteoted .. 44 AL
Edema and cellular infiltration/
Lamina propria and submucosal ++ 0/4 0/4 1/4
layer
Glandular stomach
No abnormalities detected 4/4 4/4 4/4
Liver
No abnormalities detected ] 4/4 -— 3/4
'NecrosisiHepatocyte/Focal Y o T T 14T
Kidney
No abnormalities d_ete_ac_t_e_d ___________ 3/4 0/4 0/4
CystOutsr meduila YT oA ol
CystiSubcapsule Y oA o
Dilatation/Pelvis L S S
. + 0/4 4/4 0/4
7 N S
Karyomegaly/Proximal tubule/Outer _+ ~~~ 0/4 44 0/4
stripe of outer medulla ++ 0/4 0/4 4/4
Single cell necrosis/Proximal tubule/
Cor%co-medullary junction 0/4 e A4
Testis
No abnormalities detected 4/4 — 4/4
Ventral prostate
No abnormalities detected 4/4 -—- 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4
Bone marrow
No abnormalities detected 4/4 -—- 4/4
Spleen
No abnormalities detected 4/4 -— 4/4
Thymus
No abnormalities detected 4/4 -—- 4/4

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

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

--: Not examined.
+; slight, ++: moderate.
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Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations; Twenty-eight-day treatment

Male
Findings Grade 0 0.2 1 (mg/kg/day)
ss ss ss
5% 5 5
Trachea
No abnormalities detected 5/5°) -— 5/5
Lung
No abnormalities detected 5/5 -— 5/5
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach
No abnormalities dgge_c-t_e_d _______ 56 5/5 2/5
'Edema and cellular infiitration/ + s s s T
Lamina propria and SUBMUCOSaI  «=sxsmrmmramr e
layer ++ 0/5 0/5 1/5
Boson o EE s
.............................................. O I,
Hyperplasia/Squamous epithelium/ + 0/5 0/5 1/5
Diffuse BV o5 55 T
Parakeratosis o o5 s T
Glandular stomach
Noabnomnalifesdetected 85 S5 45
Edema and cellular infiltration/
Subrrzuoonsal layer ) " * 075 0/5 175
Duodenum
No abnormalities detected 515 — 5/5
Jejunum
Noabnormalftiesdstected  _ _.o...oee... A LS S
Fl?;lltact:tlon/Lymph sinus/Peyer's N 0/5 /5 455
lleum
No abnormalities detected 5/5 - 5/5
Cecum
No abnormalities detected 5/5 — 5/5
Colon
No abnormalities detected 5/5 - 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas .
No abnormalities detected /5 — 5/5

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 0.2 1 (mg/kg/day)
ss ss S8
5% 5 5
Liver
No abnormalities detected 5/5°) 5/5
Heart
No abnormalities detected 5/5 -—- 5/5
Kidney
Nogbnormalities detected 45 005 e 05 e
Karyomegaly/Proximal tubule/Cortex-------------9-/-5- --------- o e O eeeeceecaeeenns
............................................... O e OB B,
Kaome aly/Proximal tubule/Outer S SN S C— A R—
stipe of otter meduli OO
S SN 05 ... A e
SearfCoriex s O o T
Single cell necrosis/Proximal tubule/
Cgr%ico-medullary junction ) 0/5 5/5 5/5
Urinary bladder
No abnormalities detected 5/5 - 5/5
Testis
No abnormalities detected 5/5 -— 5/5
Epididymis
Noabnormalities detected 515 T 5
Germ cell debris/Unilateral YT T LT 5 T
Ventral prostate
No abnormalities detected as ... 5/5
Cellular infiltration, lymphocyte o 1/5 -------- T o5 T
Dorsolateral prostate
No abnormalities detected 5/5 --= 5/5
Coagulating gland
No abnormalities detected 5/5 e 5/5
Seminal vesicle
No abnormalities detected 5/5 e 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 0.2 1 (mg/kg/day)
ss ss SS
5% 5 5

Spinal cord .

No abnormalities detected 5/5°) - 5/5
Sciatic nerve

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

No abnormalities detected 5/5 -— 5/5
Axillar lymph node

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

No abnormalities detected 5/5 e 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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