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Nitrilotriacetic acid trisodium monohydrate % 7 » MZ 28 A& I KER DL Lz & ZITEH
NOEROEERVEREROE(LZBET 5 Z LIT XY .| Nitrilotriacetic acid trisodium
monohydrate DEMEEZALNCT AL EFBEMET S, o, BEFREEFEFTOZDOR
Bt 5y 2,

. ABRIE

UTORRELZBEIZER LT,

a) IHRIEPESRLIRBROFEICONT) (k23 43 A 31 B, &% 0331
57 5 WAL 23-03-29 BUFE 5 B BRARAEFEE 110331009 5) [ZED D MEEEE A
W5 28 RRORIEHR S =R

b) OECD Guidelines for the Testing of Chemicals, No. 407, October 3, 2008, “Repeated Dose
28-day Oral Toxicity Study in Rodents”
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Science ZZE [ URBRIERMER LT [H BFEMDYERICET 2488 LTI T 0%
B, fedt. B2 SEZCURBMRAMER Lic [0 BEXEERICET 512 126
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Nitrilotriacetic acid trisodium monohydrate DA EH 72 ER &G FEBRICRITTEEIZ
DWTHRET 2 BRYT, (LFET A M VA FIA4 RO OECD TR hUA FT A 407 %
2E 228 HRIRERORSEERBR T ER L7,

5 BEORHED Crl:.CD(SD) 7 v MIFEEI/KICEEfE S ¥ 7 Nitrilotriacetic acid trisodium
monohydrate % 1 [El, 7, 14 X128 BFiEAMAERO®RE Lz, ZRERAEIX 0 (FBEK) |
200 TN 1000 mg/kg/day & L, 1[E, 7 KON 14 AREREBICHEST29T 74 MEEITIT 1 &
H7cY 4L, 28 BEREGHICII 1 #HEH-Y SIEEER Lz, BEHMPIZEFIZ OV T
WEBE, FERERCEEEAE TV, FESHRKTRIZ COY0,IRE H ARRELT Tl
BERR L -%EE LT, MERE., REFMIRER CELETFREREMFIT O 72D OFEHEEL
ZEME L7, MA T, 28 BEREFITOVTIE, B 5HIMFICEEM — AR BRI E R UHERE
REZITV., ZFEEREFEOFRICREHER L TRREEZITo 1=,

—RCIREEEIZE Tlid. 200 & UF 1000 mg/kg B THBR. 1000 mg/kg B CREE# OERE O
TREENS 2 BTz,

PRI TiX. 200 & OF 1000 mg/kg BE TN, 1000 mg/kg BETROBY . RILET OFRMER
EOERMBROEN, ZA#XII=AFROBEIA LN,

MERACFARZE CTiX, 1000 mg/kg BT 28 BEHFE#IZ AST. ALT R TUYBUN OEEN
B o,

FEEETIL. 1000 mg/kg BT 14 BHERG#2 0 BROENEEORE. 28 BEKRGHZ
RO EEDOBEN A LN,

FIRTIX, 1000 mg/kg #ET 14 B REHEE% 0 SRR OBIROER, 28 B MER 5% I
DERBEIRH LT,

EAERFEAIRE TIL, 1000 mg/kg BT 7 R0V 28 ARIRERICBRORKE LE (BfTE
) BERE OB RS, 28 AEREZICERORE EFZERL, BOMBREERRE L
BB A A BTz,

e —BOREELE, HERE, AR, BEERVMEENRETII. #RMELSICX
HEBIH DNIRD DT,

UEDERY | AFRERSEM T2V T Nitrilotriacetic acid trisodium monohydrate D 5-1Z X
V. WREBE~DEEBRD b, FlE~DEEL A LT,
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14. REFEH

14.1

WERWE
a) AWEF
4 R Nitrilotriacetic acid trisodium monohydrate
CAS &%= 18662-53-8
b) BETLERUmy MNEF
RET Alfa Aesar, A Johnson Matthey Company
0y hEE 10168615
o) HEENE
EEX
Na"0_ _0O
\fN /}]/O'Na+
Na*O'\”/‘ O
N H,O
oFR C¢HgNNa;04.H,0
nTE 275.0995
d) MEE
R 99.1%

PR I 100% & L CER Do T,
e) WE(LFEAUMER

[ =3 >300°C

BIRICBIT MR BAefRhEk

ZEME HEEBY ORERUOBHRWTIISE LRV,
f) RESRHE

B LESERBIIAN., HBRPEREEOXT Y Xy MO TEREET LT,
REBREOERE  19.8~23.2°C (GFE&H 10~30°C)
REHAT R OHIR FYERY bS5, 2012582 ~201245 A 15 H
FryExry b1, 2012458 1S H~20124F9H 11 H
g) ERMEORELGTIIB T 2 EEEDOER
LB TEM L7 Nitrilotriacetic acid trisodium monohydrate D& EME. HEME
BoOREER NREMRDERER] FBRES X02-0260, JE GLP R®E) IcBW\ T, B5H
WHEIR R EHME TR ORI A R BT 22 212 L) RELETICR
TOHBME DR ENELTER LTz, R EHMAET L B L TRESMK THRDO ALY ML
WCRLIFFBOON R o2 Z e h, WRYEIREHHTEETH 7 & L,
h) Bk EorE
RIERVE~OFEMITNIRAZ SITE7-0, FR, w27, BF, FEHHRRRN
BREZER L,
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142 # {k
a) & W
FRELIK
b) IR
R ERORMEZRBEKE BV TR Lz, ZORER, HBEUEITBEKIZ 10
WV DIRE T LTz, £/, HBRYERIIARSZ 7 B CTEROELEDERE R A
DRIz DD, BEKEEEE L TERLE,
) ®iExL, Jv—FNERUOry bES

& Sy S
J1—FK B AEF/F
0y hEE PC120313
d ® &
RE G REREE
REIRE =R
143 {EREMD

EREML L TRLSNCEN THY | —BEERRICIA Sh, YRBRERICB T
bERT —FERELTNWS Crl:.CD(SD)7 v b (SPF) #HAF ¥ —/LA - U \—HEH
B Z—mbAFELE, ‘

3BEOWT v b SSIEAFL, 17—V 1Y 5STEOREE TAR 5 B R E THRE -
Bl Z4T o7z, S DIz, BEBRME 1 BRTICHEYET2ATR 11 BT THLL. $_ToOH)
MZRERHRONRpoTfed, YRBE LZAELZ AV THRERREESTHE RS
L. S1TIRZRBICHEM L, B dRITRSESEE CEMNES Tk L, BTk
DANTZEIFRBR D OFRS LTc, E72, AN DREEEE TIE. —RRER Ok
WrzER 1EUEBE L., '

Eid. BEOTENIEE AWML o 28 L, B U RITEEE AT TR L,
=V TV E2MTF, Ty ZITEBRESER T L TCENTNER L,

R E RO OBENL 5 B, FESHEIL 143.0~1750g TH Y, £FOKEENE
EDOFIEEL20%OHEANTH S Z L FRER LTz,

144 FEERE

i3, BE - BIEEET 2 E02FAEHMEE L T, B 21~25°C, FMHTE 40~
70%. AL 10~15 E/FEE., BIRFY 1 7L 12 BeRARIRE (7 BRAUUT. 19 BRYMT) I0RE
LN T =V 27 LAOREEE (REHEFIIRES 2. BREKTRIZFAETE 6) 12E
L7z, BERUHMHEEOEREILZ, TNEh 224~242°C R 45.6~64.5%TH > 7=,

=T, BOURNEIRT U VABEREK S —Y (W260xD380xH180 mm) | B4y T
ERAT VU ABRIEHER 77— (W165xD300xH150 mm) %458 L7,

b A RERRE TR R OB T RRIC ST U BT R I30E 2 B 4R TR LT,
ST, BMEREEENOHEREICRET ABRICL I L., S, BBRAA LN -8
MZONTIE, ROBERHERD L 5I1Z, BBROERFICL B LT, HEER, 7¥—Y
ROZ v 713, ORI Lz, £, ¥ 774 hEE (1 E, 7 k014 BEHRER)
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WOWTIIFRIZEICRH T ABRICb T v 7 2B LT,

FIRHIERER MF (2 v FNEB 120611, AV = U X VEERITE) %, SEUKIZBET
EAKGEAIZIRAKRIR COERIREN 3~5 ppm & 725 L 5 ICREEZERT M 7L (P2
—T7 v 7 R) BEMLIEAKE, ENEFNLEHERI$Z, AR UEREERSEMITA— 12
V—T7E (121°C, 30 5f) LcbozenEhvER L,

BRI, BET D O RADOST T — 2 2 AF L KERERETEESDERGIED 6
PR O DB RYERE] (1979) 2BZ1C, YRBRER TED - EEERNTHEZ L
R Loy MEERLE,

EKIZOWTIE, BEFBE O DKEEBICET 44 (EEFBHESE 101 5)
WL L 72K EREZF 2EOHEETEMRL TR Y | B AWINICAFE LIZREZERE D
BEBREEFRE TEAFLIERERERY, AEFOEELHEZ L TVWAZ L ARER LT,
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15. B F 1A
151 #HBYEORERE
BEREARR L LT, HHBRIEHR T Nitrilotriacetic acid trisodium monohydrate ®F ~ b
ZRIT5 7T BRRERARSEERR] RBES P12-0101, JEGLPREB) 2EE LT,
MAEREAR TIIREK THE LGB ERE . £# 3 C0 5 BEO Crl:CD(SD)#E T »
T 0, 50, 250, 500 % T* 1000 mgkg/day DHET7 BMEERES L-, #5WHFII—
CREBBEROBEREZITV., HEERE | BRIHRBREVBEEEAELTo -, 0
. 1000 mg/kg/day E TOTRTOARETHBYEREIZ L DFBIRD MR -T2,
L7c3 o T, AHBRTIX 1000 mg/kg/day ZEAEE L, EHE & LT 200 mgkg/day %
RE LIz, 2B, HBROEITIEEEZET2AEEERS 57120, REFEIT 10 mLkg &
L7z,
152 BEHERK
WBRMERGEHLE L T2 AEHZRT A, OS2 R E T A AEBREEZRE Lz,
Fio. BEHBEROCSHERIC, 1B, 75014 BEBRERICESNTIT 74 MR
RITTo. AT, S RE I BEE L 283 5,
V774 MEOREHHA T OBEROBRIET —F 1%, 28 BRRERHIIED TRV E-

7=

—— BRERE |BREERE %&?&%%"{& Ek7/E
: (mg/kg/day) | (mL/kg) | EEE(WNY%) (EhipEa)
g iR (1 ERS) 0 10 0 4(1- 4
EAXTEE (7 AR&RE) 0 10 0 4(5- 8
BASR (14 BRE®RE) 0 10 0 4(9 -12)
PEEARTHER (28 ARE#RE) 0 10 0 5(13 - 17)
ERE (1ERS) 200 10 2.00 4(18 - 21)
EHE (7 BE®’RE) 200 10 2.00 4(22 - 25)
| EHE (14 BRIRE) 200 10 2.00 4(26 - 29)
B | (KAZE (28 HE#®E) 200 10 2.00 5(30 - 34)
W ERE (1EERS) 1000 10 10.0 4(35 - 38)
2| EHE (7 BR%RYS) 1000 10 10.0 4(39 - 42)
=HAE (14 BRE&E) 1000 10 10.0 4 (43 - 46)
EHE (28 BE&®RE) 1000 10 10.0 5(47 - 51)

153 ®ER

a) WRWEROREE MRE
TROELTFEL., BRAKEZMN2 CFEESE, Z0#%, BEAEZMZTEEL 100
W% DB E R ERE Lz, & 51T, 10.0 W% DEBRMERO—BEER L., Bl
KEMZTHERL, 2.00 W DHEBRWER LT LT,
FAH LB REOEFDERR OCREIZCAVIEERIENE T 2F v 7 FBITE
NENANGT L, R ERREORGE 712 TR (ERIE 1~10°C, FEEGHE 1~

- 10 -
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10°C) THRE L7, #HBRYERITFARE 13 BLUNICER Lz,
N TRE LT B BREOHEBRDER K KT F&E B IR EICLERER L RE
BEOOBRYVEL, AEEE CERTERLEEICHWE,
b) WERMEIR DL EME DO
10.0 T* 0.100 wv% DEBRMERDOEGFTIRE CTOREMEZ, HRBRERIZBWT
X02-0260 TEEEE I n~ b7 77 4— (HPLC) IZL VFERR LTS,
MATHRE TS 14 BRICEE L-EBRYERED, REEZOREREICHL 10.0
TR 0.100 wh%DEBRHEIR TENEIN 103% KT 101% & 100£10% LA TH 72 &
No, REFHETTI3HHALEETHD I PR INT,
¢) BEIZAWLHEBRMEROBRERR
FENCFAR L7z 10.0 XUV 2.00 w%DERBRMEROREEZORE L | BRBRIERIC
BT X02-0260 T HPLC iZ & VW FESR L7z,
BIE U= B E B E AR EMEITH L 10.0 BN 2.00 wv%DHBRMER TENTh
99.4% K% TN 98.0% & 100£10% IR TH - 7=7=, BENIFHR cx- LHEL TREICH
Y5
154 & &
1EL 7, 141328 HFEER 1 [H, BERAORS L, &EX9:31~12:02 1ZfT>7,
BEIZIZRT AT =T (TAE) ERYMTEERE () 2HW, BIEL
T BT OMEELEIZ, 10mLkg THRE LT,
155 —ARREEE
BREHEFIIER 3 B (&E5a1. REER~] FE%., &5 2~6 FFl%) | £%%5E
IR AR BE LT,
15.6 FEAle—oKBEE
28 A SEICOWT, BERAANC 1 B, BEFEERITE | BOMEE CREDEHE
ZEE L., RERBEOBEIIEMICEE REBHES) Z2EIMT. BHORUEZ
BIToloth. RBENHBITE 2VIRE (BRE) TiT-o7.

TNl | F—VICFEEANTHG, BE S —USMIERY T EToRE (B
H4BRO RS LB EROER) &, 2a7 U U 7IETEA
BREREEMERETORE, #HEORIE (LT, BOHFENLKUEE
AN [ EERUHRECR (e, BREOFT ./ —8) | RDE
B GRR. REREHEVEAR) | MEROSWOEELBE
¥ % 90 cmx60 cm DELEHR EIZ 1 L E (S HUA) B X, B2,
TU—FTHATO | GBI, Rk, STORE, IRIRFAHE. RE - 8 - ©8. ERIT
ITENDEIE BRUERFETHOAELZERE

1| pHEOHFEER (Eo$) RUHEREZ (RO7—AVH) ZEIE

FILE - TOFF
AR TR

-11-
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15.7 HEsERRE

28 BE®REGHIZOWT, RE4HE (RE23HE) IZ1E, RROEEEZRELL,
FOSHE R CMBINIREM 2 — AR BB BLR L FRICRBRBE A KB TE W REBTHRE LTz,

| BEEAI 3 om [ZR— AU OBEZIESIT APHRRELEZEEDOK
JhE AT ) v ETCRHE
B O|BELETEEBES L EORIGE AT Y v ETEE
FUGHE | &8 B |PREANYITRED 13 BRBAZEAR & 20ORGE2EE
AR |BE2FCTEoLE, BILICEEZ Y TR L EXORGDOEEYBIE
ZEd |K930em DEmI DD, BOERE I UIREETHE L LIz &0
EMES |EFRGOFEZBE
= BINA—FFGC2 (AT 4 R) ZAV, BIEEVOEROEN% 2
[ERIE L, FEE CEHm
7 v NHAEBEREERE ACTIMO-10 (357 /) AW, &
HFETHE OEEEL 1 FEE (10 2R T 6 @) BIE L, FRAR (42.6 cmx26.5
cm OEFHZHERE 5 cm IR THA) 28580 - == T

15.8 FEAIE
ZHNZONT, EFLEIRFE (FL MY TR) 2HAW, FTROBICEEZEELE,
- BT H
- BE 1,3, 7. 14, 21 R*28HE
- BRBREEOMEIE (FFEDLOWHAT. EERE)
159 EEEAIE
7. 14 kU 28 BHE®REHICOWT, BFLIXE (P U vR) 20, FT20H
ICEEEEZHIE LT,
- BT HOKEEE
- 513,07, 14, 21 RO 28 HBOEEE
FE 7. 14 kU21 BBIZIIAZEERERICELHERE L, MAZOREELZAE L,
BIE L7-/GERE L FREEDOFBEERMTO 1| BESEERE RO T-, i, FHEHR
WCHEREZIT OB OWTIEREEDOL ZHE L, BOWFTR OREEOREIITHL 2 H

27,

-12-
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15.10 RIgZE
a) # K
28 ARSI OV T, &5 28 H B DI W 150xD 200xH 263 mm OB EFIH
F=UIZEMEINAE L. BHEIUKEROEERECTE B £ TOK 16 FEEIOEER 25
L7z,
b) BREEBEROFE
BEML-ERBREZAVWKEDCEE ZBE L, RILEITHRBRER S AERZREL
TRER. MAEH CTHEBRYEORSICEE LE (LR EbN =2, BAEREIZSWT

bRELXIT-o 7,
H A RS B

k& (Urine volume) ARV v E =T L AEE A —
&3 (Color)
%Y (Turbidity) AR o
RiZZEE (Uosm) KEETIE A
pH.
ZEH (Protein) AL
7 bk (Ketones) FEBRRIIET TAT 4 v 7 A(—R | —
& (Glucose) v R) wEER)
I (Occult blood)
RILFE  (Urinary sediment) Sternheimer ZEi5 B

EREE A BENRELEE OM-6040 (7—2 L 1)
B: & AT LAEMBRAMEE BX41 (Y L 3R)
15.11 MigkkzE
a) BRI & O EE
FRBEICOVWTEEREROFEIOEAE L, BA (EREMA 16~20 FFEIK) |
COY/O, IRE W Rl (COx0,1REH=4:1) T CEMREBIRNOKRERDOLBVEM L., &
ERBHEER LT, 28, 7 74 MOV TIRMEORBHER I Th e oz, &
7o, 28 BREIBEREICOVWTIL, /A7 AV— RNARME (BARZ by - FooFy
V) ZRAWTIR AR LEEREF L, 2B T2 BRI ESER. -20°C T 24 BRE
ELiz, £, -80°C TRE L. N4 74 R&REE L T TERNFERICE

U7z,
RERE VERU G
EDTA-2K FIERM A SB-41 (2 v F&EE G9059, A A v 7 R) THE
£ I i
i U7z ik

SAABER=T M LK (my NEE WEQ6248, FItLHiZE T )
m 3| O 32 wiv%KIETRE 100 pL 300 L7= 4 7 A BUEER S THRIm L, 32 O 4B
(3000 r.p.m.x10 mins) L T/~ m5E

m & | U7 AEREBE CHEML LiEOHSEE (3000 rp.mx10 mins) L CHA7ME




b) MEFRE
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2R OCmEEAVKREOEBEZBIE Lz, ¥7 74 FEIZOWTIXTr hrr By
R R OVEMELE 2 b e o RS R F VR ORIE I T ote, iz, $_TOE
BIZOWTHESRRIE TE 22, 20 AW BHRERIIER L ho T,

H B 5 I s
FRIMERE (RBC) FE IR BT AR IE
~NEZu b U EE (Hb) VT UARNES o
RBC x MCV
~<hrZ7 Uy ME (Ht) T
SEHFRMERAEFE (MCV) R B AR A
THRMHE~E S BB (MCH) el 10’
. ___H_b_____x 10° C
SEHFRIMBEAE 7 o €L EE (MCHC) RBC x MCV
/% (Platelet) R BT
WA MERE HLER  (Reticulo) RNA Zufaik
HinEk$H (WBC) Zua—% A FRX MY —1E
HMmEE 2= (Differentiation of leukocyte)
FHER (Neutro) . U /%8R (Lymph) S
JFEESK (Eosino) . A#FHEEER (Baso) ZR=YA FA YR
BB (Mono) . KAFEZRAEEK (LUC)
u hur Ul (PT) LRGN 5=
EECRS b R7 5 2F U (APTT) FEEE LR R b

BRERE Ciii&m., D ITmiEEfEA

EARE C REMRFAREERE ADVIA120 (2 —A &)
D: & B BMKEERERELERB STA Compact (W2 « FAT 7 ) AT 4

v 7 R)
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MEFEZHANWVCREDPEEZAIE Lz, 774 "I OWTHT ARG EUBET I )
NGV ART 2T =B, T7=2VT ) h v RT72T5—8, TVHIET AT 7 —

B RRER, JVTF=VRUREUAEVERZRAIEL, ZOMOER IXEIE L2

7
H H 5 s
Ty TYBTS/RTEAT =TT G i ascc s
T7=VT3I/ b7 A7=2F—€ (ALT) | UV J& JSCC Z¥{bxtitiE
TNHIMET 4 A7 77 —¥ (ALP) p-Nitrophenyl phosphate 5
a2 A7 55—+ (ChE) Butyrylthiocholine iodide ¥
FINE IV G URARTFHE—F (GTP) ﬁéﬂ:ﬁ?g ;;é_carboxy#
# 3L A7 a— (T-Cho) COD-ESPAS i E
rUZUEY R (TG) g;;.ESPAS 7oEnTE
JREZEE (BUN) Urease - GIDH {&
7 L7 F = (Creatinine) Creatininase * F-DAOS &
¥ B (T-Protein) Biuret £
772 (Albumin) Bromocresol green 15
Albumin
A/G S (A/G ratio) T - Protein — Albumin o
m# (Glucose) Hexokinase - G-6-PDH &
Bevrey (T-BiD BERIE
#AEYTEE (TBA) BERVA 7V 7k E
E% Y (IP) Fiske-Subbarow ¥
AN T2 (Ca) OCPC ¥&
F RU A (Na) Crown-Ether JEERIE
HIV A (K) Crown-Ether JEERIE F
TR @) MO I&IE

At E ELFEBOIRE 7170 % (B Z8/ERT)
F: BEREESPTEERE PVA-EXTT (A&T)
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15.12 JREFEARE
a) ¥ ®
FERBEIIOWTRKEREROERBOWTNHERMEIZ, B % I KERD b Hm
LTEEIESE, R, BRI, BT, EEE MiE EEROEEEEZONEFICD
WTHERAIBIE # 1T o 7=,
b) MBEBREOREEENE
(@ V774 MEE
1@ 7RON4 BEBERICOWVLT, SIRBIIKEDSRE  EHEER L, £
. BIRAPREE L LT, 7 BREHRS5EED 1000 mgkg BHD 141 (No. 39) {22\ T

@w%&ﬁbto
5 & = -
LR FFligr
D - IEH Lol
WRBH i
AR FEE REE b JEIERTYRRY. RIZERT SRR
AR B RBM. NMER M%&)
M B ORBRE) . MlEr. Mg
P WT TEAE, Bk (ERMEESD) | BB

FARBRLSL D ] Z2F L7223 B 1T, BERIIFRFRICEE ST 28NcEFRE (F
NVEUTR) TEEZHE L, BiE. BREEURBE EEIEREZR 4 IZREL.
EROGHZER L, BIBRIERZ2E L OTHE Lz, TRZESMSBIIRED—
e THELE, FRIBIZERMEEED TRED D OBER 31T 10% T RS
A< VRICEEL, BH, EADEZRENOVEELCEEZBE L, EE
ZRELZB/EICOVWTE, R BICHE LAEZRICENEELEH L,

-16-



B10-0101

(b) 28 H & &7 N
IR CREDEE - TR LT,

5 B FBE - A

e EED [E. M

L BHTB. B. B (+ZHBOrLER. M AREET) |
BENg. AThE>

TNEIIK=E Lol

WREEFR g, FERE

R FEBL* . RERL L{Rx, MEZERISCAR*. HIZERTSIAR®.
BEr (BERT &)

PR R Bk (R, /MR OS2 ETe) . BB, LEHR

- BRE (KEEE) | B Y L 8, BRI Y o E, Bl
g i *

N UWAR TEE FRE (LRMEZ2ED) | B

R ARk

i - BHER B ORBRER) . B (KBEE)

BiE - fHE% | TR

K[E MR OBEMIT 10% R E R L~ U VIREEARICER L5 R UBIT 10%
FHERES LY SREEALUTERICEE L%, AR E KETERE L,

FRBLS O ] 2 L7281 BERXIIRFERICEE T AAICETFRE (¥
VR DR) TEEZRE L. Bk BEERUBEEELETIERZNZICHEEL,
EEOEHEEH L, BIBRERE LD CRIE Lz, SRIZEASIRIZRED—
HraoTHE Lz, BEIIEERLED CEEHSEZRATHEELTERL, EE%
BIE LT, ARIRIZ ER/INMEZED TRED L HBEE I 10% T HEER L~ ) v
WIZREL., FR, EEDEEZKENLLBELCERZHE L, EEZHELE
FEWZOWTIE, BEBICHE L -AEZEICESEELEH L,
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KRR OB E I OMRTF

BRI L7-BE - fkiL. UTOX S ICEERVURE LT,

FrigiL, EELXBEER. IMUEEDOFRED D (FIARE & 2 O CHA 2 FE S5 ARRIZ
HBoT) 2~3mm BOMEBA 4 A BEIL, BEFRREFETAICE L, 287250
EEN1SgUTTHD I L 2L, TNENEED 5 FEL ED RNAlater® (Ambion,
Inc.) IZRESHE, 1.5 g 2B 255 XABAF OMmE IR LA Lz, AEIIKS
#. -80°C TR LTz, MUEEDEBEFREEMRIT AT OREBE DR HH5 R UE
D DEE 10%FIHEEE SN~ ) R CTEE Lk,

B, EEMAICEEZRER. FAOFIENGHLEEZE X 5 ITHEBT 4~5
mm O Z BRI L7z, A2 OHELZRD R eth, EF T L, ¥0%
18 3 mm SAPICHEE] U RNAlater IZIRIE LT, &Y DX HIEE, BENE. BENH
RUOREZZTTH T Y 7L, ENFEI RNAlater \ZIRIELTZ, Y OFSIKE
%, -80°C THRfF L7z, ZEAIT 10%FHERE S L~ VIKCTEE LT,

FEEIX, EENXICEELZMER, Hl%EZ 4 5EIL, Bk O30 % RNAlater 127
Bl &Y O¥SIIkntk. -80°C THREFEL, EfIREETEy MY VIRTEEL
726

BEREEI, EEZWER, £EELVEETEY MY UVIRTEE LR,

MEZERTSIT, EERER. ERTTH L, —FH% RNAlater IZEE LT, V1L 10%
iR E L~ Y R CTEE L,

fdid, EEZRER. KB LTEAZ =K (A F =7 okl AEERIRS
=6:3:1) ICRE LT, TOR, KIGTTSEFHIRE 5 Licth, Bk ¥ ) —/TZL
Teo SHITKIMTTIRE 5 LA 6, 1 BEBXIC2E, Ak ) —AE2RHBLI,
KT CT—HIRE 5 L7otk, AR ) — L E2FERZHL 4°C TRELE, BFELER
FHIRMAIZ RS U THRERIREICESM L,

RERE T, ZRZEERE D b KR EEMTE CHRLZ, mimEEkR L. RPMI1640

(Life Technologies) 5 mL TEREZHEVVHL, 70 pm DA v 22 BLTI=INF =2
—7ICEI L7z, 4°C CiEls (1100 rpm, 5 49fE) #%. EE2BW iz, BELZ 2 mL O
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) (Z B/ <&,
FEEIRE T ERIZ-80°C THAEMRTF Uiz, HRITEESIZETe L 51T, 10%FHE
EHRA~< U ARTEE LT

PRfg . EEZ EIER . FRED HEET T 1~2 mm OERKA % 1 AEE L. RNAlater
WCRE LT, 7RV 1349 5 mm EFR TEI D iAA % AN BT 10% T HEEE R L~ U VKT
EE L7, '

faftit, EEZREER. EFTIH L. —F% RNAlater IFE L2, D IX 10%H
MREEARL~ Y VI TEE LT,

TEEIL EEZHER. RNAlaer [TFIE LT,

RNAlater [IZRIE L2 548113 RNAlarer ZHERTBE 5720, 1 BHRV 7 BHRE
BEOIEIT 4°C T 72 Bl T OMOAERIL 4°C T 24 FEHIAE L7, RNAlater |27
B FEE-80°C THFEL., NI4T 4 REFEE L CEEM MBI ZERTIZEN L
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7o -80°C BFEMRTF LIZHRRIZ DWW TS KT A 7 A 2 & RE L CEEMTHm T 7ERT
\ZiEfR LTz,
TOMDIFE - BkIT. 10%FHEEER L~ ) IR TEE LT
d) REMAERFIORE
(a) V7T T 1 bEE
1[E, 7RO 14 BEREEOGBHERTERAERICOWT, TR Bk, BE.
BISZAR, ERE (KBEE) | PRI, JORROT 74 VEEEEE A 2 /BRI L, ~~< b
TV emFTr (HE) ek, XFEEBRENICRE L, B8 CKEE) 139
D H LR 10%858: - A< ) VIRICE AR BT 7,
EHIZ, 7 BEREHETIIBRICOWT, SRAER CTERMEORSICEELE
BlenGEbiiz-o, EARFIC OV T HHREERFIREL T T,
(b) 28 B M58
SBERUVEAEFICOVWT, MERUTEEZRODTERLEZTRXTORE XT
KD NT 7 ¢ BB 2 /ER L | HE et RFBEMBENIRE L, B
ROVERE (RERE) 13800 B LA 10%I5E: - A~ U UK L ABIKE1T - 72,
o, BREOBRICOWTIE, SRAEH CTHEBMEORSICEE L AN
biielz®, EBRERIC OV THREERZEOBRELZT -7,
15.13 #EHFHIFHFIE
AE, EEE. BH, BREDE, MKRFEORE., MRAEFORE, RE. RESEE
ROZREEEDOHRBIZ OV TIL, Bartlett 1EIC L D2 ESBRERITV. SUEEKETES
SRR b 7B AL, Dumnett I X 2REEIT o7, ELHBRD ONRWEEIT/
»XF A MY v 7 @ Dunnett ¥EIZ X AREZITo 72, PEEEEK (E0$) ROBERES (R
DT —NE) 1L %7 A MY v 7 @ Dunnett JEIZ X ABREET o712,

16. RBRERDOERIEICEE L RIT L7 &L RO 2REER R URBEEED D OBh

REBEREDEEEICEEZRII L EDNAREER K UORBIHEEND DIFFLITFR D
Y (WA Y '
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17. RER R

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—f%IRFE (Table 1. Appendix 1)

1000 mg/kg BFHETHEBRD 13 i, HEEHROERMOTIEN 7 fl TEEINIE, |1
Bl (No39) THE 6 HERU 7 HEIZ ESETEOKERA LNz, 200 mgkg BETIXRB
R 12 B CTH LN, BEBRIE, 1000 mgkg B THE 4 B B UIBICHERERIZ, 200 mg/kg
FHETHRE 6 HBURRICHFERICA O, TREEIE 1000 mg/kg BE TR E 14 A B LARICHES:
BT BHEBICH b, SRETIIEFERD b7z,

FEM 7 —MOIRRE (Table 2, Appendix 2)

W E RSB CHERNER OHRERICAEELRTENIIRD b hOEEEEE
IRWTHHEBRMERSHER O BEICER IO bk oz,
BEEERRZE (Table 3. Appendix 3)

TEYWEREGETEANRVBREDRICAERLHIIRD T, RISHEREICEBWT
bEBRMERSHI O REICET IR bvedo T,

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

HRMERSHIIEERESIIFED b ihol,
EeEE (Fig. 2. Table 5. Appendix 5)

HRMERSEIIAEREEIRO bhR2noT,
JR%ZE (Table 6, Appendix 6)

1000 mg/kg B CROBFADBEALH 5 FIF 1 6. ROBY M 5 FLF, B Q+~3+)
33 G, FRICES OFRMEKIENA 2 B, ERMIROBEMA 1 fHIFED BiziEs, £F1T
PRUCEE I = A ST = AEROMER I BIE S iz, 200 mgkg BETIREM (2+) 231 4

(CH DT, HBEBETIIROEY 252 BlIcH bivlz, RERVREBEEIZOW CIIHERY
ERGEICHEREREDIRD o7,
MikRE

a) MKFAIRRE (Table 7. Appendix 7)

1 ERSEEIZIV T, 200 mgkg BE CHBIERLEORERBERIA LN, AEL D
BEMERRD ONRNWI L L EBRIEE & & X 7/-, 1000 mg/kg B TIIAEE R EHIIEE
O biieroT,

7 BB EFIZEVT, 1000 mgkg BET Hb XU Ht OB EREE. L/IMEEOFE

EERAZ LN, 200 mgkg HCTIREERLBIIRD IR o7,

14 B & ERIZHBV T, 200 X TUN1000 mg/kg BE CHBAERHLR DA E RIEENH DT,

28 AR SHE CIIERYERSRICEERTEIIRD bh ko Tz,

b) MiKRAE(LFEAIRZE (Table 8, Appendix 8)

1E, 7ET 14 BRARSH CTRIEBRDERSHICEERENIRED bhiah o7z,

28 HEI®REEEICBVIT, 1000 mg/kg BT AST, ALT X U'BUN DEFEREEN L SN
7o 200 mg/kg HETITHEREREBIR D bR o T,



17.8
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TR IR
a) #xB 2% (Table9 K110, Appendix 9 KT 10)

b)

1 EEEIZHV T, 1000 mgkg B CRIB DN R UM EEOREEREME (FRE
D 76.3% KN 75.3%) &% b7z, 200 mgkg B TIIEROBMNEEDOE B /2B EILE N
FRBOMMEEOAEREENHBNZN, WTNLHAEL OBEMENRED b
TENLERNEB B X T,

7 BB EHE CIIERDERSEICAEEREHIIRD bhaholz,

14 B A& EEEIZIBVNT, 1000 mg/kg # THRIRBROMES R UM EED B EREME (x
FREED 66.6% K1 69.3%) . BIBROMMNEEOHEREME GIHRED 1103%) AHbh
7o 200 mg/kg B TIIEREN VRO EEOFEREERLONT-M, AELDOHE
EERRD DNV ENLBRNEE L E X T2,

28 HEHREEIZBWT, 1000 mgkg HCHIBROHENEERODAE2EE HRBREOD
121.0%) . BREOEGEEOFELEE (KMHBEHOD 118.6%) . BROMIEECHE
2EE (RHBEED 116.7%) AL, 200 mgkg BETIXEERLENIZED b
770
#| 4% (Table 11, Appendix 11)

1 BIREETIIHBRYEREHER O RBREICEEIIRD bR o7,

7 B EEEIZHV T, 1000 mg/kg BT ESEGIER O KB 4 FlF 1 FlicH BTz, 200
mg/kg FEA USRTRETIIERRIRD bhiznolz,

14 BAHEEEIZHVT, 1000 mg/kg B TR O BER K OB g o mAIE D BEAAS 4 i+
£ 1HNZH BTz, 200 mgkg BHECTIITEAEAOERN 1 flich bz, SBRETIIER
IR Lo,

28 HE®REERIZIB VT, 1000 mg/kg BECRIBOER A 5 6l 3 F, BlEOMAIEDRE
REOEM DA BEHRE 1 PICH DI, 200 mgkg BER OSTRECITEEIIR
Lo Tz,

B ERIRRE (Table 12, Appendix 11)

1 B EREICIV T, 1000 mg/kg B TERED MR RMEARMEF ARG A 4 B 1 FlIZH
bz, ARETIERERIIROONR»oT,

7 B REHREBECI T, 1000 mke BECEIRORE EHGBR (RE~HEE) 4
s 2 ], BERE BE) B2HIcHLNTZ, 200 mykg BECIXBIBROIEDOIEILE
N 1BlcH LNz, MHBETIIEEIIZRD O 1oz,

14 BEBSEICBO T, HRECEROBEOER, BRIE, TRIEMIEDY
PRERRED 4 FlFE 1 HICA BTz, 1000 mgkg BETIZEFIIRD b iehoTz,

28 HEBREEIZEBWT, 1000 mgkg BECRIBORE LR Zeft (BRE) 28 5 FlF 4
Bl BFEK (BEE) 16, RELRBHER (BE) 1461, BItORE EEBFR (8
BE~HEE) 2346, MIREE BE) B16chbnlz, 2B, BEEEICLEHNL
B PR OB TR EIIRD bived 77, 200 mgkg BECIXTBIROBE DR
B 1FNCH BT, HBEETIIEEIIRD b7,
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18. & £

WRME OBAE W TH B Nitrilotriacetic acid (= NV o =FiEE. NTA) Z&BA 4 F L
— MERZEDL, = MU U AEE UCEICEEBAICHER STz (JARC, 1999) . NTA
ROZEDEFEICTOWTIE, & FTREBAMOTSRINE LN TRV, EREYT
R E LTV D & U CEBEN ABFZEHES (International Agency for Research on
Cancer, IARC) OEBAMTE TIXZ A —7 2B (& MIR U TREBAENH DATEEMNH B)
IS TWS (IARC, 1999) , EREME AV RN AMERER L LTIE. NTA RU=F
NI U LR AW 18 y AL 24 » AREZEESERBIMTONTRY, <~ VARVPT v + T
WIRFEE DREPHRE I N TS (NCL 1977) , ARBRICBWTHIEBYWEREIZIVE
i, BERER OFFIR~DEENFRD bz,

WIRERZ~DOFEEL LT, 200 BT 1000 mg/kg BEIZRBWT, 85 1 BE S QBRI ELE
Sh, 28 BERSRICREMARD bitlz, & 51T, 1000 mgkg BT 14 BB 5%
FIROEMEEDOEMER IR, 28 AMEESHICROBE Y | RiLET ORMEKRE O kR
DM, ZA#II=ZAFEROER. BEELTST BUN OFE, BEROBENEEDRH 5
iz, MEFBFIOREIZB VT, 1000 mgkg BT 7 K28 HEHEZICERORERE F

(AT LR BEREOERRK. 28 BRRESHICERORE ERZRl., BtoMREEE
ORI EERZERESFED N2 b, FROROEBIIRE LROEELRE L2
EE X oo NTA RO b U ¥ A8, MILEICR O TIERIN S h = BICR SO F BT
BB S NARICRPICHR SN D Z ERFESNTVDER, EHED NTA 25T 5 L%
DF L— MEAICL VBRI L RO TOHFEBR TN T ASFHOEN, LWL
LDPONBELD L INTNWD, ANV T LR T 5 & RE EROMIEEE SN EE
EET. REMIEAHE LR, REMBOAERSENE X, BERIICIREEES 3| X
BT EEZBNTWS (Anderson et al,, 1985) , 7233, 1000 mg/kg BECRILETICHR bh
T =AEII=AFEROREE D RE LR 2 WBENEE LI TR L E 2 L8 NTA &
EUMMERRIIRE ER~OBMEER OCFEEMELEFBET 50+ TiER N E &
LT3 (Anderson et al., 1985) .

FElRIZ 3 228 L LT, 1000 mgkg BEIZRBWN T, 14 BHREBEE%D O IFBROER N B 5
U, 28 AR ERICHFHROEE 27" AST RO ALT OSE, FROENEEOHEN
RODNTZ, LNLARHBE, REERENREICBODCEVWThORSEMK TRICHER
BRODNRN2TeZ inh, HE~OEBIIBEENEED/ NSV LDEELT,

T DI, HRHBEOREIZLZEEL LT, 1000 mg/kg B THREE % OERERE O FREEN
H oz, METHREE 15 SLURNICEERLTEY ., fiEE2F 582 RERORE
LSBT LT LITERRE L RARIBICEENRO LN o= 2 &, MEITREMED
BRRLIZR>THE[EBIESNAEENH S (Matsuo, 2000) Z &b, KRB THONE
FIEITHBRMBEDORIZL VEHE L2 b O TH D EMFNERITBR N EXT-, 2. Ty b
TIX NTA 1T ZoNTA & LTEICIEET S Z LRI TV DA, NTA OEENE OHEE
IIERRICENREL RITT Z L IR INTE 5T (Anderson et al,, 1985) | ARBRIZHBV
THEEB~OEEIRD bNr o712,

B EHM T XIS B SR TR A DN Z 00T iE, AEEREEORWESTH
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HT L, MUICEETLIEEAROONRNI &, NTBRREEREL LTHASHAFHAT
HOLILEENPDL, FBRMERE LIIEEDCRVWELE X T2, ‘

UEDERBY ., FARBRTIIHRRWEREIC L 0 BEHF O LURE~D
BO DI, FFEA~DOEELH LIRS, TOMOEER, FFRER, O - L%
R IR, BREE f - BER. LE~0EEIIRE I Rbo T,

PEREN

. AEFEgE

3 al

19. &k

Anderson RL, Bishop WE, Campbell RL (1985) A review of the environmental and mammalian
toxicology of nitrilotriacetic acid. CRC crit Rev Toxicol, 15, 1-102.

TARC (1999) JARC monographs on the evaluation of carcinogenic risks to humans. 73, 385-399.

Matsuo R (2000) Role of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,
216-229.

NCI (1977) Bioassays of nitrilotriacetic acid (NTA) and nitrilotriacetic acid, trisodium salt, monohydrate
(NasNTA-H,O) for possible carcinogenicity. NCI CG TR 6.
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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 0 200 1000
Male ss ss 8s
179 17 17
No abnormalities detected 17 5 4
Turbid urine (white) 12 13
Salivation 7
Loss of teeth (upper incisors) 1

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats

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

B10-0101

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

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Ease of -1 0 0 0 0 0 g
removal 0 5 5 5 5 §
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 4 5 5 4 5 4
Vocalization +1 1 0 0 1 0 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reodening 0 0 0 0 0 0
; - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
L - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupiliary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
o - 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 o} 0 0
+2 0 0 o] 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 3 2 3 4 5 5
+1 2 3 2 1 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 4] .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 4] 0 0 0 0 o]
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
inarena  Tremor/
twitch/ +14 0 0 0 o] 0 0
convulsion 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g g g 8
behavior
S 0 0 0 0 0 0
H - 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal c 0 0 0 0 o] 0
. R 0 0 0 0 0 0
behavior W 0 0 0 0 0 0
Y 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation” 02104 1.0£0.7 04+0.9 0.2+0.4 0.0 0.0 0.2+0.4
Urination ¥ 26+23 1.813.0 0.8+13 22123 0.8+1.8 1014
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Maie
Dosing 2 week Dosing 3 week
Dose (mg/kg/day) 0 200 1000 0 200 1000
Number of animais 5 5 5 5 5 5
' -2 0 0 0 0 o] 0
Ease of -1 0 2 1 1 1 0
removal 0 5 3 4 4 4 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 4 5 5 4 4 4
Vocalization +1 1 0 0 1 1 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
L - 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 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis . 0 0 0 0 0 0
s - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupiliary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- - 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion . 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 o] 0
Motor activity 0 4 4 3 4 5 3
+1 1 1 2 1 o] 2
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
. +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
inarena  Tremor/
) +1 0 0 0 0 0 0
twitch/
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
e S S S S -
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal c 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 0 0
\% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 1.0+£1.2 0.6 0.9 0.4 £0.5 0.8 +1.1 0.6 +0.9 0.8+1.1
Urination ® 1617 4.016.3 2.0 3.5 2.0+3.9 0.6 +0.9 42+6.0
a): (count/min) *: significantly different from vehicie contral at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 200 1000
Number of animals 5 5 5
-2 0 0 0
Ease of 'g g g g
Removal removal . +1 0 0 0
from cage +2 0 0 0
0 4 4 3
Vocalization +1 1 1 2
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
" . - 5 5 5
Piloerection + 0 0 0
- \ - 5 5 5
Staining hair . 0 0 0
.. 5 H 5
Unkempt hair , 0 0 0
- 5 5 5
Paleness N 0 0 0
Handling . - 5 5 5
observation Rexidening + 0 0 0
\ - 5 5 5
Cyanosis + 0 S 0
s - 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
L - 5 5 5
Salivation N 0 0 0
. - 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 o] 0
+2 0 0 0
-2 0 0 0
-1 0 0 0
Motor activity 0 5 5 5
+1 0 0 0
+2 0 0 0
0 5 5 5
_— +1 0 0 0
Respiration 42 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure + 0 0 0
N 5 5 5
S 0 0 o]
Gait T 0 0 0
P 0 0 0
Observation %D g g g
inarena  Tremor/
o A B
. <+,
convulsion +3 0 0 0
- 5 5 5
Stereotypic g g g g
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 o] 0
B 0 0 0
Abnormal g g g g
behavior W 0 0 0
Y 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.2+0.4 0.0£0.0 0.0 +0.0
Urination # 22+2.0 2.0+21 14+22
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 foxicity study in rats
~ Summary of functional observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 200 1000
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 A5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
. +1 0 0 0
Sensorimotor » 5 5 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 5 5
- 0 0. 0
Forelimb
Grip strength | 0! ) 438 +49 438 +59 467 £25
Hindlimb (g) 488 + 35 465 + 60 465 + 47
0-10 (min) 146 £ 76 220+ 71 192 £ 14
10-20 (min) 115 £42 128 £48 113 £ 68
... 20-30 (min) 80 £33 65 + 41 85+34
Motor acfivity .
[Interval] 30-40 (min) 44 +18 80 +56 67 £47
40-50 (min) 43 £26 42 +51. 46 £ 18
50-60 (min) 51+44 25+29 11+19
Total ” 479 £ 171 560 + 219 514 +130

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

Scoring scale for sensorimotor function

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

- Abnormal reaction
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Table 4

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

Summary of body weights (g) : Male

B10-0101

Dose
0 200 1000
(mg/kg/day)
Administration 1 161.68 161.16 161.41
period £9.13 (17) *7.76 (17) £9.79 (17)
3 180.87 179.05 174.89
+11.28 (13) £10.89 (13) £11.06 (13)
7 216.76 213.59 207.22
+12.83 (13) #13.52 (13) £14.79 (13)
14 276.61 273.07 266.42
+19.28 (9) +13.80 (9) +18.03 (9)
” 334.86 325.50 324.38
+21.18 (5) +19.12 (5) £24.63 (5)
28 373.98 362.38 360.74
423,58 (5) £21.60 (5) +35.66 (5)

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.
**  Significantly different from vehicle control at P<0.01.




Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0101
Summary of food consumption (_glrat/day) : Male
(mgtl’lf;zay) 0 200 1000
Administration 1 20.50 20.62 2023
period
+ 172 (13) + 1.83 (13) _£239 (13)
3 22.18 22.43 20.97
+ 2,08 (13) + 219 (13) + 237 (13)
7 23.83 23.88 22.95
+ 249 (13) + 1.88 (13) + 233 (13)
14 24.90 24.84 2433
~ +303 (9) + 154 (9) + 234 (9)
21 26.57 26.20 26.60 ’
+ 1.70 (5) + 281 (5) +246 (5)
28 26.31 26.01 26.27
+ 181 (5) + 283 (5) + 310 (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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Tabie 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) 0 200 1000
. 9.4 13.4 17.0
Urine volume (ml) £2.9 (5) 6.3 (5) 5.1 (5)
976.0 824.0 613.4
Osm/L,
Uosm (mOsmiL) 2704 (5) $247.7 (5) +182.9 (5)

Values are shown as Mean + S.D..

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

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




Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0101
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 200 1000
ltems No. of animals 5 5 5
Color
sY K 4
Y 4 1 0
B 0 0
Turbidity
Clear 3 5
Cloudy
pH
6.5
7.0 0 0 2
7.5
Protein
= 4
2+
Glucose
- 5 5 5
Ketones
- 1 0 3
+ 3 2 1
1+ 1 1 1
2+ 0 2 0
Occult blood
- 5 3 1
1+ 0 1 1
2+ 0 1 1
3+ 0 0 2

e

Color:SY: Slightly yellow,Y : Yellow,B : Brown.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0101
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 200 1000
ltems No. of animals 5 5 5
Urinaly sediment
Red blood cells
0
500= 0
White blood cells
0 4
1-5
Epithelial celis
0 3
1-5 1
6-20 1
Casts ©
0 5 5 5
Crystals ©
- 1 0 0
+ 0 5 0
1+ 1 0 2
2+ 3 0 3

3 Number of cells/1Oviews(x400).
®): Number of casts/18x18 mm?,
9: Incidence of crystals/18x18 mmZ.
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Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male

ems Dose One-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%pL) Sﬁﬁ @ :22:2 @ Zggig @
Hb (grdL) lfﬁi @) l?:gg (4) | 53? (4)
He (%) 510 (4 w7 @ 17 @
MCV L) i?;g () :g;: @ :?:lg )
MCH (pg) iﬁ;? @ igji @ i;l: (4)
MCHC (@/dL) 2832 @ 22:2? @ igi‘g’ (4)
Platelet (x10%uL) 3333 @) l;;g ) llgﬁgg @) ‘
Reticulo (%) ' lggg (@) lgig @ lggg )
WBC (x10%/pL) égﬁzg ) :gg::g (03] i?éig “
Differentiation of leukocyte

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

Lymph | (%) :ig: () iggg (4) 18:2;2 ()

Eosino (%) igfg () tgfg *(4) igfg (4

Baso %) Ry @ o @ o8 (o

Mono %) 000 @) w05 @ 58 ®

LUC (%) i;:ig @ i;:g? @ igﬁig @

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 examinations:Male
o Dose ' Seven-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%pL) Iﬁff @ EZZZ ) 2222 @
Ho (g/dL) s @ Joped @ oy *(4)
e *) o 2o fa @
MCV (fL) : :ggg @) i:ii (4 :?:2 4
MCH (pg) ig:g; @ iggg @ igi: @)
MCHC © (@b 231‘2’3 @ :g:ig @) igig )
Platelet _ (x10*pL) ig:gg @) lg;;g 4 l;?;g *(4)
Reticulo (%) igig @ iggf @ i:g: 4
WBC (x10%/L) 1:;:;2 @ l??gg @ li::;g )
Differentiation of leukocyte

Neutro (%) lggg @ :1322 @ ligg 4

Lymph (%) i;?i @ :}12 4) igfg (4)

Eosino (%) tgi; @) igzs 4 :tgg: (4)

Baso (%) i:);g (@) i(o)gg 4 ig?g 4

Mono (%) iﬁ-?/g @) . iggg @) iégg 4

LuC %) *:)::g @ iéiii @ i;jii @

Vaiues are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose Fourteen-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%/uL) IZZ 4 Zg::: @ :Zg:g @
Hb (g/dL) lg:ig @) lg:gi @ lg:gi @
Ht (%) ig:ig @ :i:g @ ::32 @
ey ) Tto0 @) 10 @ 3 @
MCH (pg) lg::: (4)- ig;? @) lg::g @
MGHC (g/dL) e 070 @ 0 @
Platelet (x10*uL) lf;g: (4 lf;?i .(4) l:ggg “)
Reticulo (%) iggg @) igzg 4 ig?g )
WBC (x10%/pL) l?::;i @ 12232 @ 122:2 @
Differentiation of leukocyte

Neutro (%) legg @ 12;3 (4) lgig 4

Lymph (%) Z:gi @) :gzg 4 zg;f @

Eosino (%) ig?g @) tgfg *(;) igg: T4)

Baso ) ot @ 05 @ 18 @

Mono (%) so036 @ 1029 @ 018 @

LUC (%) t?,jﬁ? @ :tg:g? @ t;:;g @

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
. Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000

RBC (x10*pL) :gj/j (5) :3113:2 (5) :21:: 5
Hb (9fdL) e ®) 07 1038
Ht (%) 25 © c1es 5 g
Mcv ) S ) o4t ) Tros )
MCH (pg) lﬁ;;i ®) lggg ) lg:gg ®)
MGHC (9/dL) Ry ryein 7
Platelet (x10*/uL) lfi;i (5) Sigg 5) 1?3252 (5)
Reticulo (%) iggg (5) 152(7) (5) ii?g (5)
WBC (x10%/pL) l;i;: ®) 15338 ®) l:i;g ®)
Differentiation of leukocyte

Neutro (%) l:?g 5) lgzg 5 ig:g ®

Lymph (%) Zigg (5 :ig (5) zggg ®

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

Baso (%) ig:g (5) ié:gg (5) ig:gg 5

Mono (%) ;3;;‘2 ®) i;:;g ®) 13:22 (5)

LUC (%) 13;2‘3 ®) s:;j: ) t:l:lg ©)
PT (sec) i?fg (5) 2222 (5) igg: 5)
APTT (sec) ig;i (5) i?;g (5) iiff (5)

Values are shown as Mean z 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
(ma/kg/day) 0 200 1000
91.5 86.0 87.5
AST o) 55 (4) 9.8 (4) £10.7 (4)
32.0 31.8 35.8
ALT (L) 2.4 (4) 35 (4) 5.4 (4)
745.8 813.8 913.8
ALP (o) +44.3 (4) +£150.9° (4) 1122.3 (4)
12.30 13.58 14.30
BUN (mg/dL) £2.34 (4) £1.25 (4) £1.24 (4)
- 0.145 0.130 0.143
Creatinine (mg/dL) £0.017 (4) £0.016 (4) +0.029 (4)
. 0.068 0.070 0.073
T-Bil /dL.
' (mg/dL) £0.010 (4) £0.014 (4) £0.024 (4)

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly differant 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
(ma/kg/day) 0 200 1000
90.3 78.8 81.5
AST (o) £11.1 (@) 53 (4) 8.3 (4)
31.3 29.3 33.8
ALT (o) 2.5 (4) 5.5 (4) +10.5 (4)
928.5 890.3 666.0
ALP (o) 154.6 (4) +186.9 (4) +181.7 (4)
12.30 12.80 14.98
BUN (mg/dL) £1.35 (4) £2.47 (4) £2.40 (4)
- 0.165 0.173 0.180
Creatinine (mg/dL) 0.024 (4) £0.017 (4) £0.022 (4)
. . 0.060 0.058 0.053
T-Bil L
' (mg/dL) £0.016 (4) £0.015 (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 control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Maie
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 200 1000
85.3 75.0 £8.3
AST (un) 137 (4) 4.4 (4) £10.0 (4)
21.8 245 25.5
ALT (un) £2.9 (4) 3.1 @) +4.5 (4)
' £95.3 733.0 634.3
ALP (uL) +173.5 (4) +105.0 (4) +182.5 (4)
13.20 12.50 16.60
BUN (mg/dL) £2.17 (4) £1.53 (4) 250 (4)
- 0.200 0.188 0.193
Creatinine (mg/dL) £0.014 (4) £0.022 (4) £0.026 (4)
. 0.053 0.043 0.040
T-Bil jdL,
' (mg/dL) £0.015 (4) £0.005 (4) £0.008 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
ltems Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000

AST (un) 213 5) Jéié ®) E:? *(*5)
ALT auL) P s ) %1
ALP () 225 a1rs 07
ChE o) oo ) o ) o )
y-GTP (lun) ig;? (5) xg?g (5) :l:g?: O]
T-Cho (mg/dL) ::§ ®) :::; ®) iiﬁﬁ )
TG (mg/dL) jijﬁ ) égﬁ ®) ;218 ®)
BUN (mg/dL) Iy ) g ) s *(5)
Creatinine (mg/dL) ig:i:g (5) tg:ﬁlg (5) :tgﬁ;i ®)
T-Protein (g/dL) ig:: (5) igg? (5) tgg: (5)
Albumin (grdL) tﬁgg (5) zé?g (5 iggg ®)
AJG ratio Q] tg:ggg (5) igjgg: (5) ig:ggi (5
Glucose (mg/dL) lg?é ®) lgzg (5) l?;i (5)
T-Bil (mg/dL) igg?g (5) igggg (5) tgggi (5)
TBA (umol/L) ,jgg? ) ég::? 5) ig:g: ®)
P (mgdL) lfﬁi ) l:::i ) l?fg (5)
Ca (mg/dL) 15115; (5) lﬁgg (5) léfg (5)
Na (mEg/L) 1:::? ®) 1:;:; (5) 123:2 %)
K (mEg/L) igg: ) :I:;l; (5) i;ii ©)
cl (mEg/L) 12:1322 (5) 1:?22 (5 12135 (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) 0 200 1000
U 4738 5.138 4.873
ver @ +0.342 (4) +0.564 (4) +0.540 (4)
Heart @ 0.670 0.768 0.715
9 +0.063 (4) +0.126 (4) +0.058 (4)
. 0.700 0.715 0.740
Kidney(R) @ +0.059 (4) +0.118 (4) +0.033 (4)
. 0675 0.713 0.718
Kidney(L) C) +0.052 (4) +0.095 (4) +0.062 (4)
Kidneve @ 1.375 1.428 1.458
4 9 £0.110 (4) +0.213 (4) +0.094 (4)
) 0.735 0688 0.768
Testis(R) @ £0.037 (4) +0.064 (4) £0.064 (4)
. 0.750 0.680 0.768
Testis(L) © +0.042 (4) £0.080 (4) +0.067 (4)
Testes @ 1.485 1.368 1.535
9 £0.075 (4) . £0.141 (4) £0.131 (4)
o 0.083 0.080 0.090
Epididymis(R) © £0.013 (4) +0.016 (4) +0.008 (4)
- 0.090 0.070 * 0.090
Epididymis(L) @ +0.008 (4) +0.008 (4) +0.000 (4)
o 0.173 0.150 0.180
Epididymides @ £0.019 (4) £0.022 (4) £0.008 (4)
0.065 0.065 0.085
Ventral prostate  (g) +0.030 (4) +0.013 (4) +0.017 (4)
Dorsolateral @ h 0.065 0.043 0.070
prostate 9 +0.038 (4) +0.010 (4) +0.018 (4)
Brain © 1.775 1.840 1.795
g £0.047 (4) £0.022 (4) +0.079 (4)
Soeon @ 0.375 0.478 0.405
P 9 : +0.039 (4) +0.071 (4) £0.058 (4)
Thymus mg) 451.88 508.53 465.50
Y : 9 £10.33 (4) +65.49 (4) +128.49 (4)
. 5.28 5.70 570
Pituitary gland (mg) £0.71 (4) £0.27 (4) £0.93 (4)
13.15 10.90 12.05
-
Thyroid (mg) +0.97 (4) +1.29 (4) +1.99 (4)
34.40 33.30 26.25 *
Adrenal
renas (mg) 579 (4) £0.82 (4) £1.23 (4)
. . 137.38 139.68 140.38
Final body weight
nal body weight () +8.05 (4) +10.40 (4) +6.88 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 200 1000
U ' 6.633 6.548 6.695
ver @) £0.474 (4) £0.840 (4) £0.910 (4)
Heart © 0.890 0.880 0.883
9 £0.080 (4) £0.119 (4) +0.104 (4)
. 0.860 0.893 0.893
Kidney(R) @ £0.088 (4) $0.161 (4) £0.093 (4)
. 0.850 0.900 0.870
Kidney(L) © $0.126 (4) $0.133 (4) +0.113 (4)
Kidneys @ 1.710 1.793 1.763
4 9 $0.213 (4) £0.291 (4) £0.203 (4)
. 0.993 0.993 1.013
Testis(R) @ +0.034 (4) 0.106 (4) £0.108 (4)
) ‘ 0.983 0.988- 1.015
Testis(L) @ £0.038 (4) £0.105 (4) +0.107 (4)
Testes @ 1.975 1.980 2.028
9 £0.070 (4) £0.210 (4) £0.212 (4)
o 0.133 0.138 0.123
Epididymis(R) @ | £0.013 (4) £0.010 (4) +0.017 (4)
o 0.123 0.120 0.115
Epididymis(L) @ +0.017 (4) £0.016 (4) +0.019 (4)
R 0.255 0.258 0.238
Epididymides © £0.029 (4) £0.019 (4) £0.034 (4)
0.145 0.153 0.133
Ventral prostate  (g) £0.040 (4) 0,029 (4) £0.034 (4)
Dorsolateral © 0.095 0.120 0.103
prostate 9 £0.026 (4) 0.022 (4) £0.022 (4)
Brain @ 1.885 1.838 1.898
g +0.034 (4) £0.052 (4) +0.084 (4)
Soleen @ 0.578 0.538 0.545
P 9 0.135 (4) £0.112 (4) 0171 (4)
Thymus o) 641.18 553.83 546.63
Y 9 £112.54 (4) £46.06 (4) +153.17 (4)
- . 718 7.28 7.35
Pituitary gland (mg) £1.10 (4) +1.60 (4) $0.56 (4)
: 16.43 15.03 14.23
Thyroid (mg) £1.26 (4) £1.62 (4) £1.92 (4)
40.45 39.43 40.13
Ad Is
rena (mg) £2.66 (4) 561 (4) +5.00 (4)
. . 184.33 184.20 181.33
Final body weight
inal body weight - (g) +12.51 (4) 1341 (4) +18.70 (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.

- 46 -




B10-0101

Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
ltems Dose Fourteen-day treatment
em
(mg/kg/day) 0 200 1000
L 8.913 8.435 9.110
ver @ +0.798 (4) +0.568 (4) +1.078 (4)
1.120 1.065 1.010
Heart © +0.140 (4) £0.062 (4) £0.078 (4)
. 1.068 1.140 1.143
Kidney(R) @ +0.089 (4) +0.051 (4) +0.136 (4)
. 1.080 1.130 1133
Kidney(L) @ +0.078 (4) +0.068 (4) £0.122 (4)
Kidnevs 2.148 2.270 2275
ney @ £0.149 (4) £0.113 (4) £0.257 (4)
. 1.363 1.255 1.295
Testis(R) @ £0.041 (4) £0.051 (4) £0.132 (4)
. 1.348 1.225 1.293
Testis(L) @ +0.036 (4) +0.058 (4) +0.139 (4)
Tostes @ 2710 2.480 2.588
9 +0.072 (4) £0.004 (4) £0.268 (4)
T 0.208 0.195 0.203
Epididymis(R) @ £0.021 (4) £0.024 (4) +0.010 (4)
- 0.205 0.203 0.205
Epididymis(L) ©@ $0.013 (4) +0.028 (4) £0.021 (4)
i 0.413 0.398 ©0.408
Epididymides @ £0.026 (4) £0.051 (4) +0.029 (4)
. 0.280 0.233 0.260
Ventral prostate @ +0.056 (4) £0.052 (4) £0.058 (4)
Dorsolateral @ 0.218 0.158 * 0.173
prostate 9 +0.037 (4) £0.028 (4) £0.022 (4)
Brain @ 2.005 1.910 1.933
9). £0.051 (4) £0.032 (4) +0.084 (4)
Sofeen @ 0.623 0.588 0.613
P g +0.120 (4) +0.017 (4) £0.179 (4)
Thvmus o) 558.40 614.00 576.63
v 9 6235 (4) £55.37 (4) £100.71 (4)
- 9.98 9.08 8.45
Pituitary gland (mg) £1.02 (4) +0.41 (4) £1.00 (4)
. 21.13 17.28 14.08 **
Thyroid (mg) £2.92 (4) £0.57 (4) £2.42 (4)
45.43 43.40 44.28
Ad
renals (mg) +5.34 (4) £4.24 (4) £5.59 (4)
. . 246.05 24250 235.08
. .
Final body weight  (g) £14.23 (4) £11.89 (4) +15.85 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 94 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
L 10.730 10.594 12.488
iver @ £1.074 (5) +1.071 (5) 2125 (5)
Heart ( 1.308 1.254 1.336
9 0.156 (5) 0.052 (5) 0.078 (5)
: 1.286 1.294 1.446
Kidney(R) C) £0.218 (5) +0.088 (5) £0.099 (5)
. 1.258 1.314 1422
Kidney(L) © +0.200 (5) +0.087 (5) £0.111 (5)
Kidneve @ 2.544 2.608 2.868
4 g +0.417 (5) +0.174 (5) +0.204 (5)
‘ 1.518 1.534 1.604
Testis(R) C) £0.075 (5) £0.057 (5) +0.152 (5)
. 1.536 1.544 1.592
Testis(L) @ +0.002 (5) +0.046 (5) 0,165 (5)
Testes © 3.054 3.078 3.196
g £0.161 (5) $0.101 (5) 0315 (5)
. 0.400 0.396 0.378
Epididymis(R) @ £0.020 (5) £0.040 (5) £0.045 (5)
- 0.388 0.402 0.376
Epididymis(L) ) +0.019 (5) £0.044 (5) +0.046 (5)
o 0.788 0.798 0.754
Epididymides @ £0.026 (5) +0.084 (5) +0.090 (5)
0.410 0.382 0.468
Ventral prostate  (g) £0.065 (5) 0.005 (5) 0.084 (5)
Dorsolateral @ 0.328 . 0332 0370
prostate 9 : +0.039 (5) ~£0.062 (5) +0.081 (5)
.Seminal vesicle @ 0.884 0.982 1.046
9 £0.098 (5)  $0.136 (5) £0.209 (5)
Brain @ 2.036 1.992 2.052
g +0.075 (5) +0.053 (5) £0.079 (5)
Sofeen @ 0.706 0.704 0.786
P g £0.032 (5) £0.079 (5) £0.092 (5)
v ) 516.16 552.02 527.22
Y 9 +109.18 (5) +107.05 (5) £89.89 (5)
o 11.04 10.56 10.62
Pituitary gland (mg) £1.48 (5) +121 (5) +1.58 (5)
. 20.10 19.28 20.74
Thyroid (mg) +1.42 (5) +151 (5) £2.13 (5)
55,46 49.20 54.42
Adrenal
renais (mg) +9.85 (5) +3.66 (5) £9.28 (5)
. . 345.84 333.02 331.72
Final body weigh
inal body weight  (9) £20.76 (5) £22.36 (5) £32.66 (5)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
_ 3.445 3673 3.465
Liver (g7100g) £0.073 (4) £0.154 (4) £0.264 (4)
0.485 0.548 0.508
Heart o/ 1009). : £0.029 (4) £0.057 (4) £0.043 (4)
, 0.508 0.513 0.525
Kidney(R) (9/100g) £0.015 (4) £0.054 (4) +0.017 (4)
. 0.488 0.510 ‘ 0.510
Kidney(L) (¢/1009) +0.015 (4) £0.036 (4) £0.036 (4)
, 0.995 1.023 1.035
Kidneys (¢/1009) £0.029 (4) £0.000 (4) £0.050 (4)
. 0.538 0.498 0.548
Testis(R) (9/100g) £0.010 (4) £0.070 (4) £0.040 (4)
. 0.545 0.490 0.548
Testis(l) (9/100g) £0.019 (4) £0.088 (4) £0.039 (4)
1.083 0.988 1.095
Testes (6/100g) £0.025 (4) 10.157 (4) £0.079 (4)
o 0.060 0.058 0.085
Epididymis(R) (g71009) 0.008 (4) £0.013 (4) £0.010 (4)
N 0.063 0.053 0.063
Epididymis(L) (g/100g) £0.005 (4) +0.010 (4) £0.005 (4)
N 0.123 0.110 0.128
Epididymides (91009) +0.013 (4) £0.020 (4) £0.015 (4)
0.048 0.048 0.060
Ventral prostate  (g/100g) £0.021 (4) £0.015 (4) £0.014 (4)
Dorsolateral 0.048 0.030 0.050
(g/100g)
prostate £0.024 (4) 0.008 (4) £0.018 (4)
. 1.295 1.320 1.278
Brain (g/1009) £0.075 (4) £0.092 (4) £0.042 (4)
0.270 0.340 * 0.288
Spleen (9/100g) $0.018 (4) £0.041 (4) £0.029 (4)
329.65 363.25 329.73
/100
Thymus (mg/100g) £17.08 (4) £28.48 (4) 80.52 (4)
. 3.85 4.10 4.03
Pituitary gland (mg/100g) +0.44 (4) £0.47 (4) £0.47 (4)
9.58 - 7.78 * 8.55
i /100
Thyroid (mg/100g) £0.42 (4) $0.50 (4) £1.04 (4)
24.95 23.98 18.78 *
Adrenal /100
renais (mg/100g) £3.13 (4) £2.27 (4) £1.74 (4)
. . 137.38 139.68 140.38
Final body weight
inal body weight  (g) £8.05 (4) £10.40 (4) +6.88 (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 T
Summary of relative organ weights:Male
tems Dose Seven-day treatment
(mglkg/day) 0 200 1000

Liver (9/100g) i?,jﬁig (4 :tg:fgi @) :gfgf (4)
Heart (9/100g) tgﬁii @) 13322(4) tg;?g )
Kidney(R) (g/100g) igjgfi (@ tg:gig (4) tg:ggz 4
Kidney(L) (9/100g) iggg: @) igggg 4) tgggg 4)
Kidneys (g/100g) iggii @ igggi @ :tgzg @
Testis(R) (9/100g) iﬁjﬁiﬁ @) igig;i @) igigg @
Testis(L) (g/1009) igggi () igggg 4 tgggg (4)
Testes (9/100g) i;gg (4) iéi?iz ) t:):ig (4)
Epididymis(R) (a/100g) ig:ggg (@) ig:gzg @ ig:ggg (4)
Epididymis(L) (9/100g) ig:ggz () ig:g?g (4) ig:g?g @
Epididymides (g/100g) ig:,gg (@ ig:;‘:g @ 1810?2 (4)
Ventral prostate (9/100g) ig:g;g 4 tg:gii (4 ig:g:g 4
Dorsolateral (9/100g) 0.053 ., 0085 0.058 :
prostate 0.010 (4) £0.013 (4) 0.015 (4)
Brain (g/1009) ._,.:Jgég @) -_:;(1)32; (4) i;?gg )]
Spleen {9/100g) tgg;g (@ igigg ) tgégg )
Thymus (mor1og) deme e e
Pituitary gland (mg/100g) -_Fg:gg (4) 13:23 () igigg (4)
Thyroid (mg/100g) - jj?: (4) ig::; (@) :gf;g )
Adrenéls (mg/100g) il Zi (@ ﬂgg @ iigg @)
Final body weight (9) l?;g? () Jjgi? @ l?;ig 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) 0 200 1000
, 3.618 3.478 3.863
Liver (9/100g) £0.123 (4) +0.169 (4) £0.214 (4)
0.453 0.440 0.428
Heart (9/100g) £0.032 (4) £0.029 (4) £0.017 (4)
. 0.433 0.470 0.483
Kidney(R) (g/100g) 0,034 (4) +0.014 (4) $0.031 (4)
. 0.440 0.468 0.480 *
Kidney(L) (9/1000) 0,008 (4) £0.015 (4) £0.022 (4)
, 0.873 0.938 0.963 *
Kidneys (a7100g) +0.038 (4) +0.025 (4) £0.051 (4)
. ' 0.555 0515 0.550
Testis(R) (gr1009) +0.034 (4) +0.013 (4) £0.045 (4)
, 0.548 0.508 0.550
Testis(L) (9/100g) 0,040 (4) +0.033 (4) £0.050 (4)
1.103 1.023 '1.100
Testes (9/100g) +0.074 (4) +0.045 (4) £0.093 (4)
- 0.085 0.083 0.088
Epididymis(R) (g/1009) +0.010 (4) +0.010 (4) £0.005 (4)
N ‘ 0.085 0.083 0.085
Epididymis(L) (g/1009) £0.010 (4) +0.010 (4) £0.013 (4)
— 0.170 0.165 0173
Epididymides (g/100g) £0.016 (4) +0.019 (4) $0.017 (4)
0.118 0.095 0.110
Ventral prostate  (g/100g) £0.025 (4) +0.017 (4) $0.022 (4)
Dorsolateral : 0.088 0.068 0.073
(g/100g)
prostate £0.021 (4) +0.010 (4) +0.010 (4)
: 0.818 0.788 0.823
Brain (gr100g) £0.056 (4) £0.025 (4) £0.046 (4)
0.250 0.243 0.260
Spleen (g/100g) £0.042 (4) +0.005 (4) £0.066 (4)
226.75 253.58 244.13
Thymus (mg/1009) £17.49 (4) £25.14 (4) £30.22 (4)
4.05 3.75 3.60
bit
ftuitary gland (mg/1009) +0.26 (4) +0.31 (4) £0.27 (4)
: 8.63 7.15 5.98 *
Thyroid (mg/100g) +1.39 (4) +0.54 (4) +0.87 (4)
18.43 17.88 18.78
Adrenal /100
renals (mg/100g) +1.24 (4) +1.05 (4) £1.38 (4)
. . 246.05 242.50 235.08
Final bod ht . :
ody weight (9) £14.23 (4) +11.89 (4) +15.85 (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 10-4 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) 0 200 1000
U 100 3.098 3.168 3.748 *
fver (g/100g) £0.174 (5) $0.123 (5) +0.308 (5)
0.376 0.376 0.404
Heart (9/1009) £0.025 (5) £0.021 (5) £0.029 (5)
0.370 0.388 0.438 *
Kidney(R) (6/1009) £0.044 (5) +0.030 (5) £0.030 (5)
. 0.362 0.394 0.430 *
Kidney(L) (9r100g) £0.040 (5) +0.034 (5) £0.037 (5)
) 0.732 0.782 0.868 *
Kidneys (9/100g) +0.083 (5) +0.064 (5) +0.066 (5)
) 0.440 0.460 0.486
Testis(R) (g/1009) +0.016 (5) +0.038 (5) £0.063 (5)
. 0.444 0.464 0.484
Tests(L) (g/1009) +0.019 (5) +0.036 (5) £0.074 (5)
0.884 0.924 0.970
Testes (971009) +0.032 (5) +0.074 (5) +0.136 (5)
_— 0.114 0.118 0.116
Epididymis(R) (g/1009) +0.015 (5) £0.004 (5) £0.021 (5)
o 0.110 0.122 0.114
Epididymis(L) (97100g) +0.010 (5) +0.008 (5) £0.022 (5)
o 0.224 0.240 0.230
Epididymides (g71009) £0.023 (5) £0.012 (5) £0.042 (5)
0.118 0.116 0.142
Ventral prostate . (¢/100g) +0.013 (5) £0.032 (5) +0.031 (5)
Dorsolateral (g/100g) 0.096 0.098 0.112
prostate - 9/100g +0.011 (5) $0.020 (5) - 0.031 (5)
. ) 0.256 0.294 0.318
Seminal vesicle  (g/100g) +0.030 (5) +0.040 (5) £0.072 (5)
) 0.590 0.598 0.624
Brain (g71009) +0.040 (5) £0.033 (5) +0.065 (5)
0.204 0.210 0.238 *
Spleen (9/1009) +0.011 (5) £0.012 (5) +0.023 (5)
148.42 165.52 159.78
Thymus (mg/100g) £25.93 (5) £33.00 (5) £29.34 (5)
- 3.18 3.16 3.20
Pituitary gland (mg/100g) 4036 (5) 037 (5) 027 (5)
i 5.86 5.82 6.28
Thyroid (mg/100g) +0.67(5) +0.78 (5) £0.86 (5)
16.02 14.78 16.38
drenal /100
Adrenals (mg/100g) +2.36 (5) £1.52 (5) 235 (5)
] ) 345.84 333.92 331.72
 body weigh
Final body weight  (g) £20.76 (5) £22.36 (5) £32.66 (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 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 200 1000  (mglkg/day)
SS SS SS
43 4 4

No abnormalities detected 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 0 200 1000 (mg/kg/day)
sS $S sS
42 4 4
No abnormalities detected 4
Oral cavity
l.oss of incisor 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 0 200 1000 (mg/kg/day)
S5 SS ss
4? 4
No abnormalities detected 4
Liver
Enlargement 0 0 1
Kidney
Enlargement, bilateral 0 0 1
Pituitary gland
Cyst 0 1 0

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 0 200 1000 (mg/kg/day)
$S Ss SS
5% 5 5
No abnormalities detected ‘5 5 1
Liver
Enlargement 0 0 3
Kidney
Enlargement, bilateral 0 0 1
Urinary bladder
Whitish substance in lumen 0 0 1

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 0 200 1000 (mg/kg/day)
ss ss Sss
4 4 4

Liver

No abnormalities detected 4D — 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

Noabnormalties detected | e R . SO

Proliferation/Fibroblast/Focal ++ 0/4 - 1/4
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.

++: moderate.
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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 0 200 1000 (mg/ka/day)
SS ss sS
43 4 4
Liver
No abnormalities detected 4/4" - 4/4
Kidney
Noabnormalities detected va_ M2
Hyperplasia/Urothelium SRS, S O Lo A
.......................................... RS~ SR SO L U
Mineralization/Papila v oM A o4
Pyelitis ] + 0/4 o4 24
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 animais 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 0 200 1000 (mgl/kg/day)
Ss ss SS
4% 4 4
Liver
No abnormalities detected 4/4 — 4/4
Kidney
Noabnommalties detected . .. oot ... SR
CystMedulla e VAo
Dilatation/Pelvis + 114 7
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate ’
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
Noabnommalities detested L O e, SO
Cellular infiltration/Lymphocyte + 1/4 --- o T
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 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 200 1000 (mg/kg/day)
ss SS ss
52 5 5
Trachea
No abnormalities detected 5/5°) — 5/5
Lung
No abnormalities detected 5/5 — 5/5
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach
No abnormalities detected 5/5 -— 5/5
Glandular stomach
No abnormalities detected 5/5 -— 5/5
Duodenum _
No abnormalities detected 5/5 -— 5/5
Jejunum
No abnormalities detected 515 - 5/5
lleum
No abnormalities detected 515 — 5/5
Cecum
No abnormalities detected 5/5 -— 5/5
Colon '
No abnormalities detected 5/5 — 5/5
Rectum
No abnormalities detected 5/5 — 5/5
Pancreas
No abnormaiities detected 5/5 — 5/5
Liver
No abnormalities detected 5/5 -— 5/5
Heart
No abnormalities detected 5/5 - -— 5/5
Kidney
No abnormalities detected e 5 WS
CystMedula PO s s
HyperplasialUrothelium PO s s
PYRIS Ps o5 s
Vacuolization/Urothelium + 0/5 0/5 45
Urinary bladder
No abnormalities detected .o 588 WS
Cellular infitraion T 05 05 s
Hyperplasia/Urothelium ~ oeeeeeenenne AT, T S e
‘ ++ 0/5 0/5 1/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate.
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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 0 200 1000  (mg/kg/day)
ss ss ss
52 5 5

Testis

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

No abnormalities detected 5/5 - 5/5
Ventral prostate

No abnormalities detected 5/5 - 5/5
Dorsolateral prostate

No abnormalities detected 5/5 - 5/5
Coagulating gland

No abnormaiities detected 5/5 - 5/5
Seminal vesicle

No abnormalities detected 5/5 -— 5/5
Spinal cord ‘

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

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

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

No abnormalities detected 5/5 - 5/5
Mesenteric lymph node

No abnormalities detected 5/5 -—- 5/5
Spleen

No abnormalities detected 5/5 - 5/5
Thymus

No abnormalities detected 5/5 -— 5/5
Thyroid .

No abnormalities detected 5/5 - 5/5
Parathyroid

No abnormalities detected 515 - 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 - 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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