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N

2-(2-b R %305 -Udert-7 FNANT 2 =)WV MU T =R Ty M2 13 £720E 52 K
WROBE L. BRI, HETOo (HHEED, 0.1, 058 X025 mg/kg, MET 0 (XHEREE), 0.5, 2.5
B 12.5mgkg & L7z,

LR
EMMEZR LT, SHICEBRELRSICER L ZERBD o hiehorz.

2. &
EEOMHD, 2.5 mgke HOBETEE 36 HLIERICGED Hivz.

3. il
BB OEED, 2.5 mgke HOBETHRS 120 BLEICED b7z,

4. JRIRAEL
#5 13 BT, REBERIUCRILEDOSMEN 2.5 mg/kg BEOMIZRD Hiiz.
Ba 2 R TR, &5 13 EREEFEERENE LT, REZBEOEMD 0.5 8 L 2.5 mg/kg B
OREZ, RICEOBMES 0.5 mgkg HOHICEO LN, BE 1I3BERFICASN R T28LE L
T, REORME L AERIZFE ) RIZEBLEDRMED 12.5 mg/kg BHEOMEIZFED bk,

5. R AnIEE
HE 13EE TR T, WM O S & FRILEREDIRED 2.5 megkg BEOHEIZ, ~<~ 7 U o
Mﬁioszo\f\%& B EOMEMEN 0.5 B LN 2.5 mgkg #HEOBEIZRD LT
W5 52 BT, 513 ﬂﬁ%Tﬂ%k [FEIHRRZE L E LT, M/MRED&SIED 2.5 mg/kg BED
HEE 12,5 me/kg BEOMEC, FHRIMERECS L U~< b2 U v MEOMKE 2 LERE-IA L 0.5 8 &
2.5 mg/kg HORETHD bNTZ. K5 13 BR IFFCH o2 E{kE LT, PT BEUAPTT
OFEE 72 LEEMm A 2.5 me/ke BEOBEHCRD iz,
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6. M4 F R

B#E5 BEKETRTE, AGH, TA7 I UESEBIOALP OFERWV UEEBEE L 0B &
O B-7va7 ) OER 0.5 BLU2.5 mgkeg BHOREL 12,5 mg/kg #EOMET, ZLa—XBL
BUN DffE L a -2 07 Y 2 OIRMEA 0.5 3 X T 2.5 my/kg BEOBEZ, B - OEHEDS 12.5 mg/kg
HoOMICED bz,

#4552 B TRCIE, &S 13 EK TR L RFRREMRE LT, A/GHBIWALP O&EER2\V L
PEEME o -BLCarZ/ 27 ) UORERD UIREBFADS 0.5 B8O 2.5 mgkg BEOR-E -
12.5 mg/kg HOMEL, 77 I A O RMED 0.5 3 LU0 2.5 mg/kg BEOMEZ, BUN DES{EE B-
Ja 7y OIEED 2.5 mg/kg FEDRE, /WﬂHAmﬂL#EMmM%M@mbﬁm%ﬂﬂ

~
o4

IFi
Fe b5 13 B rRECRL, FHBROIRRAS 2.5 mg/kg BEORE S B & 12.5 ma/kg BEDOME 1 FLIZERDH B
7o,

B S2 B TR T, &5 3B TR BRREE LT, ITEOIRKA 0.5 mgkg BEOHE 7
B, 2.5 mg/kg BEOHE 9 #l3 X T8 12.5 mg/kg BEOHE S BLICRRD B -, |5 13 B THIHICA LN
o= k& LT, ATHROIK B(BEDS 2.5 mg/kg BEOBE2 41 & 12.5 mg/kg BEDORE 1 FlIZ 788 & 47,

8. MEEE

B5 13 ERTRTI, FBOMENSE XIUHIERORMEDL 0.5 BLY 2.5 mgkg HEOHEL
12.5 mg/kg FHOMEIZH S, BIEOMMERO B 2.5 mgkg HOMETRO Lz,

b 52 BRTRTI, &5 B3 EKRTREERRENE LT, BT XU ERO R
B 0.5 38 LT 2.5 mg/kg FEDHE S 12.5 mg/kg BEDMEIC T By, BT E D & EAS 2.5 mgkg
HOBETHEDL L.

9. EEAARL RO A
513 METRFCE, FRO/NERCEORE W Ui S E 2R HMAAC KA, #ETiE 0.5 my/kg
BEOD 3 451 & 2.5 mg/kg #E0> 9 T, METIX 12.5 mg/kg #ED 6 FIIZFR S B LTz
BhE 52 WERTEFCIE, #5913 BRI EERREE LT, IHEO/NER LEOEE 2V L
& 7o FERIRRAL A, HETIE 0.5 mg/kg #5005 1l & 2.5 mg/kg BED 8 Bk, METCIE 12.5 mg/kg Bf
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DAFNRH o BE BEETRICA ORI (e LT, Fla~0®ER Y R7 R
F U EMR 2.5 me/ke FEOHE 6 ] & 12.5 mg/kg BEOME 2 Filic, EREE 7o\ LS 22 R AR E 2 BT
FRIAEEAS 0.1 me/kg BEDHE 1 B1L 0.5 35 L TR 2.5 mgske BEOHER 7 Billc, BLE /2 SERHANESS 0.1 35
E O 0.5 me/kg BEORER 2 ) & 2.5 mgkg BEOKE 4 12380 bz, F72, 2.5 melkg FEOHETIE
PP D BB 7 AR ER SE O FEASHIE 23, P BREE L Fhie L TR0l g D maswed Sk (38448
BE - 4710 f5).

R ORI R, AEPLEICA LR TWA 2 &, D0RBK L7z FFRERE o0 I B A% i e
TR A 2 LT E I ENS, ~ULd% S — ADONDeEEERE 2 L., Fi-, UR7RA
Foubsg, BRI A RATHRES JOEIDREMEC SV TiE, ~rd ¥ - A0S
Fo T L O aTRBIE SRR S iz,

Lo ean, ARBEMETICRBITS 2-(2-8 Frd 3,5 Utert-7 F L7 = =)L) Y

7= DEEEE (NOEL) 1%, 7T 0.1 mg/kg/day, MET 2.5 mg/kg/day & HIWT L7z,
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B EHR KOGk

1. $RBRE 8 LM

SOt =N/ 2-(2- FrX i3 5-Ttert-T F AT 2= AR S R YT
S (o EE , CAS &5 :3846-71-7) &fEf L7z, AR EIZER 100% (LC
TAARER), B CEE RERAESERT) Tho GRAEE ). BRI b OEME D2 ErEIC
DWW IRIC THtv L, ”“‘E’C&:é EERMER LTe (B 2). ERICiE=2—vHl (v b
T 5 - V2B6838, V3K4725, V2G7874, V3N5420, V3T0445, V4AF1900, F 4T A 7 A 7 ikt
AL bk, $UREB ORI HERDE EOREENIC SR GEHNE - 16~25C) TH
FL.

2. B & OB 44 _

5 AERD Cri:CDSDYIGS 7 v b (AARF ¥ bR « U AR B4, BERFAETEL ¥ —) M
% 85 VCEEA L, HEZ7 BM, M8 BAEOWMEELEITo7c. ZORND, 2AlIT- >V T—ikEE
OEBRBICEENMFEZEM L, BENR2WI E2MEER LI0L, S 80 LA ®A C 6 H T
HERICHEA U, RS PRAREOMREIIMES 192.2~231.0 g, M 139.9~1783 ¢ Tho7=. BT
TBBE 24+2°C (FFFE%0H 21~27°C), {BFE 55+£10% (FTA#LBH 35~75%), HREA 12 B (4Rl 7 e~k
7 By B X OHRREE 13~15 BIAFIIRE LAY T —V AT L C KIBNOFREE (83 &) TAT
VLA RF— VBN H A2 (W260xH200xD380 mm) 12, MEBILEIF FIX 17—z 2~3
VT, #5811 7 — I L LRE L TERE L. 2k, BB OIRE 0 FZRIfEIX 21~27°C,
VB OO SEANE I RAR 47~60%Th - 7=, FEHIEEAKBREOE U - ERHE (CRF-1, U=
5 AR T ERRE) %, SUKITKAEERE S ) v A% (8 2 ppm) L7FHFAKE BEE
KERE LY ENFA RS S fEHIMEREAN BRSO & —12 T, kTt
LA (FANETE 7 - FET) [T EITY, WIRbRREICEEG L WD Z L5
L. FESMESEASEE L EbOZEH L., 77— VREEIHES TR 1 B, 0% 4

BRI 1 E, & — 3RS TR 1IN, F 0% 2 BT 1B, AZ0EE 2~3 BoOHEE TERLFh
T HEE B, AESIIHEOIERL, HEE2R LTy 7 THR U, HHEEITREESR
Ber P U D ABLOWIMEAITA QM) 2 1M I EICEX TR

UU
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B fi;f) (m?’fl’fu %ﬁ;g:' PRI @ﬁﬁ& B
I
. 0.1 0.02 5 ' 20 221~230°, 231~240""
fEmEn 0.5 0.1 5 Q 20 421~430", 431~44g“
) 0.5 0.1 5 & 20 241~250", 251~260""
AR 2.5 0.5 5 Q 20 441~4§o*, 4§1~460“
e I 05 5. & 20 33(1):3332;?9 280"
12.5 2.5 5 Q 20 461~470", 471~480"

* R I3BEOBEICMER
. RE S EOBEIMEM

SEIC R LT 28 BRI UE B 55t
B :5467) BEITEKE

DOHETEB D Gz,

iz, B

g D (MTEEA SR E
Ui, T 72b b, MR ¢, Mydhitic B4 2 & Bbila (ke LT,
Al E RO EME, FhIEAR S OWFRR O B RS,

e E ¥ —, AR

0.5 mg/kg LA FDOBEDOHEE 12.5 mg/kg LA ORE

FMEE MY S8 e LT, TR BUREEIEDS 2.5 mg/kg LL L O#ED

HE, RO ZERREMED 2.5 mgikg LA EOFEOHEE 62.5 mg/kg BEOMEITFr v, IR OB ZEME A

12.5 mg/kg DA L DHEHEICER Y b,
BRI E 5T L DB DR EN T

EORERMOARBRTCOREEL, HEMMEZERL T,
BHOEND ETHEIND 2.5 mgkg (HE) LT 12.5 mg/kg (M)

FEBEEL, UTAS 2> THETO0S BXT0.1 mgkg, MET2.5BXTN0.5 mgkeg FN2E

NWHEHER LU

SEREEIT EEC 3

EHE!
Jish=5:3/

IZERE LT
TR BEEAMATCEH AES L.

9L EEE MRS 100 L.
O THIE, MEEEE BT,

BT HRoOEBMITIL, BEsEH JEHL%:EF%’&HW)HH%S EEb

PG5 BARAHT H 2

BEEL B E 13 £72013 52 BEICHK

Z O A ORE 2 AT BHLEG R ik TER L 7-.

SE&BIMRERR LT A2 E S — PO Tz,

4. 5B, RETE BRI LR GTHIRA

BRI, OECD FMEBT A KT A4 T

bR ~DIRERIROD S THLIBEORSE L. BE5IZITEE RZ-1, 770
BT RS T3E-R 2 EEEESELG L. &S

Aty =M,

1R 1R,

wZ, REES, BmEE, &

NTWVLRGERETHY, EnPREIh?

VB AR LT ER
Al smbkg &
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L, BEZLOREEREIEFOFEEZECEL L. SRBIOIRAREOKEEEERE L. 2
B, k5P 2kEG 18, REMMELZHRS 1BE L.

S. YRS E & B0k & ORGSR el X ORREAAET

WHRMEZRBE LN EENE L Co—EF® L, 002, 0.1, 058K UN2.5 mg/mL k%
PR U7z, FAENT L ERENC 120 L 2 FETY, SR LGRS WIMRIR S & 7 (3R E RIS ok
REEOEBENICERT, BBEELE. o IR LE 222-t Fo¥o3,5-Ydent-7
FN 7 2y R DT 2002 BED 2.5 mg/mL HITEN T, BIBEREF T8 BRIZLE
ThDHIEFHREINTVD Y. BAWIZHOWTIL, la (&5 1 e, B8 (&Y 26 #
W) 35 L ORARE] (&5 52 ) RS OXRE R 04T U, HEMOS%URNICH D 2 & 2 HEER L
7o (BRATEERE3). 7ok, WIRIFERIFD 0.02 mg/mL BiZ2DW0CHE, FRELS 2 (BHAKIZ & B b
T4y Oz, BEOREGERAL T2 b (92.5%), BT DL &b, HERRLT
HMTEOREGREANTHD Z E 2R LZOLEREICHEH L (RFEE 3-3).

6. B2, WA JUIE QML b N Fik
D R OBIE
A, BERTBLIUEESE 558 13 FEBOM) 26, ERE I U OFECOWNTE
HiiTo7. |

2) REAIE
B BAETTIIBIE ¥5 48NEI 4B 1 HOoBEETHEL, B 13BXU52#
KTRBIIHELEZ., £, S008I B I O0%PRCEMIC OV OIEKRAEKES

BlE L.

3) DT
b 13 EcroM 1R, 5 14 BLUEE 4 Bl 1 EOBECEL, 51380528
BTHRICHEFEL. 13~17 H—iﬂ:ﬁiﬂ%ﬂr%khfa’ﬁﬁﬁﬂ%ﬁfz@ﬁi LTor—victy bL, FEOK
24 BRI ZICIMESREZ 77— U OB L, LELZE L., Z0ELSIER 1 U Y0 0y
L Lk, 728, EEEOMTIL, HEOHER L LE

13
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4) Rig#k
#’E 13 BIU 2 BEIC, BFRAOBRENEIMICOVTERLE. BWERHr— VI
MR L, FRT 8~12 REDEFHE (58T &, #1 - FAK F ORI Lz, &b,
PRI S & fex, R - HAKT TR 24 FEE SRR 2 8RR L 7.
ks, Be5 13 W ICHE 1] (No.269) T, #4552 B BITHE 1 ] (No.258) T, THEHIRIE
MRS Bz Z & hvh, FHRMHRO DR — WO —RRHICEEERR L, BEL

Fo. WEAITE, 1EHE 20 ORBRICHBEMERALNTZZ EnE, 1HEOF—2%8H L
= FOIEh, BE 13 HAWE 52 BEOBRETHE, RP~0MEEDH D W iIikiEANTE

U7 RGBS 8 2 WIIRER D ZAL B R SN 7ow, T —E o R —keE
WEIERR L CRE Lz, Sk, 5 3 BLO 2 BEOKRETIE, RPEWY 7 AREHE
BT, HFERREBX DT IABBA SN D, BRI TN T, 2 RS THI
E L.

MERBRLURETEZ TRIORLE.
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HH RS B & 7213w
RE ARV o —BRE mL

.5 AARAYEIEE

BT KR T OSMOMETER OM801, VOGEL #t Qsm/kg

hE JEPTERTE RIEVE, Bt T7 sy

EALERZES AR PVA-alll, BRESHTH 7404229047 mEqg/24hr

B DDA BARTE PVA-alll, BRIZHTHI7400-4720037Y  mEgq/24hr
7R BRFEE PVA-olll, BRIUAHEETFVF 00 AVA9WA¥Y  mEq/24hr

Pl 7 A dEREREYAVTHRE L.

pH MRk 59

EOE R .
7R B bt

o kg HEBRME T

[ )50 BB e+

il . BRI E e+
vury sy S <1, 1, 4, 8, 12 mg/dL

Lo 7 HBIEEEERZ AT U7 Ak Ball (oA T RS Ik v Ba LT,
FRICHE « BEB L ToBn@FbR 2 470xg T 5 @GRl L, Bon/iitEaiim L, UTORETHEL
7o BEIEEE, PRI (100 f%) TRESFAEEL, ERANOFERSBEELSA LTINS 2
EEFERR L. IRUWT, FRELK (400 ) TEHRIFAYEISL, AERS O S HEOE R

T,
- + ++ -+
R 1 fRBFIC 3 s (L REC 3 EDLE |1 REC 10 LR 2001 #8220 (LA E
10 87 BB ST
FRIBR 1 REHC 10EAR |1 REF I 10 EEL L1 REF I 308 LA 1001 IREHCIRMERAE LY
30 AT EES G072, BEIKETHK
DOFERN R ARER B
9 1 2k 1 MBI 3 ki |1 WEIC 3 el BB 20 ELLE 40(1 HEFIC 40 ELL
.20 {EFR EEST
M4 TARTOBRIFICER [T~ TORE T
ELL Lk ) )
FEHIRRICE* |1 HEFIZ 10 FEARM |1 HEC 10 B BN HEFC 20 HLLE 30| B ICKERBSERD
20 1B A fBFRG ol VBB RETHED
FERPAFIBER G E
3R %400 IR, ERRES

15
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5) MmkFHIREE
5 13 BLOS2 BRI TEIC, ERFEOBESBREMICOWCEE L. X b e g —
v BV DA 30 mehkg A RERENCE S U CRRER L7, SR OCERIRIEIN & D M 2~2.5 mL %%
L 7=, iR REICE, 3.8% 7 m @ hY 7.4 01 mL 2 ANRERE MK 0.9 mL
FOVEL, 1,870xg T 15 RO EE (7 4C) LTHELND MEE TV, 1E300BRE I,
| %Y oMK% EDTA-2K 2 mg MERIML ¥ (SB-41, A A w7 AR o LEb D& A
Wis. B, BRI 18 BRI HE S w . £, RIPEREIIC Wb BIEE I R A

B L THREET .
BEER B L UOBRELEE TRICOOR L.

H OB : 5 ik LA
£ i Bk & Lot S 10%/uL
FRILEREK (RBC) L—Y =Sk ~10Ypl,
~EZ oL (Heb) VT VA ANET Y E g/dL
~< 7 ) w MA (Het) (RBC * MCV)/ 10° %
LRI T L= 10%uL
SEHGRALRAETRE (MCV) L fL
TR MEK L EFRE (MCH) (Hgb / RBC) x 10° P
SEHIFR M ER I B AF IR EE (MCHC) (Hgb / (RBC x MCV)) x 10° g/dL
BB BT (R B B HHER ) L— Y5 - BER RO BEERGEL G =4 IR 10MuL
MR AR MBS (RR L BRE - H B 2E) RNA Buth L—H —H 20k 10*7uL

L bor 10 TE B IXES Mg LERE (ADVIA 120, Bayer Diagnostics Manufacturing Ltd.) & F W CHllE L7z,
g, MEBHEA L L TO Mk FERER X UMKk A 2 R L.
7o ko UEER (PT) BELYLmH A G
R ER S b o R T AT R (APTT) BRELSERR A v
P b 2 EE A B E AT S (Sysmex CA-5000, /R A v & ZENEM) 2HOCCHEELE.
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6) iAo
513 BIOS2 AEE RS, ARAORERSIMIC OV TER L. Ml
DRI B &, HRAVT I G RFURAES & 0 500 L 7 L6 35 mL % SSIRCH0 60 3 AR
%, 1,870%g T 10 SRELEE (0 4C) LTHLRBIIEEAVE. 7o, RPEREIC -
W RERICIE 2 BN L TREZ1T - 7.

BIETEE 5 L ORE S TRIZR L.

H H bl = B4
WE B (1.Protein) Biuret {£ g/dL
MU E L (T.Bilirubin) Vanadate oxidation /£ mg/dL
AST UV-rate ¥ /L
ALT UV-rate 1% 1U/L
TR IET F AT 7 ¥ —F (ALP) p-Nitrophenylphosphate FEE s 1U/L
o v 25 11— b (T.Cholesterol) COD-HDAOS ik mg/dl.

Y ZUETANR GPO-HDAOS #%, glycerol blanking #5. mg/dL
U BB Choline oxidase-DAOS i mg/dL
TN a—R Hexokinase-G-6-PDH {& mg/dL
RFEEFR (BUN) Urease-GLDII 75 mg/dL
JLTF =y Taffé ¥ mg/dL
#HEY > (IP) PNP-XOD mg/dL
BN A (Ca) MXB 5 me/dL

LLEo 13 B B BHrEE (7170, Bt B r8UERT) 2V CHElE L,

IMIEE R TS Cellulose acetate B STk B %
A/G MEREEESE LD ED

VAboo 2 HE i A H By ERKE AR (FED-IL = Aepisth) £ HVClIE L
F b U7 A (Na) EAEE mEg/L
AV A (K BABE mEg/L
Zo—A (Cl) EEMEE mEq/L

LAED 3 ERIIEMESVER PVA-alll, RASHT FIV T oI - L VRAIYNRZY) ZFRVTHRE

L7z,

7). FlR

5 13 B LU 52 BERETRIC, BRFRAORAESTREWOLRMAAE TRIZ, B &Kl S
H, HONIHEH L T2 TOREBLCHAIZ DWTRFOFELHEICREE L. £/, B
CEME L USETHIREWIC OV T b [FIRRICRER L TRE L 7.

17
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8) BEEEOHITE

9)

#5513 BRI 52 HEK TR OSRES LI OFIRE, TROHRTEEZNE L. &5
W, BB OEBELRICRELGTEEZHH L. $7-, CBPB LOSRhSHIREMIc-o

WTTHRERIZERIZE L.
HE4 it (R SZE A L) FEER
EHZS i Ak FER K
HOIRBR (BBUMEZ &) IS gpEL
TR N FE=
Jia B Bl

TR AR AR

FEROARE - KR 10%THEEE R~ U VI (27 L, BRER, AR X O 57—
BREE 2.5% 7 & —/L T VT b NIRRT, BRBIURE R T 7 il CERERAIEE) ©
B L CEMAE Lo, SEBHEESS 3 OB BT AW TS 7 4 VHIE & LD b, ~v ko
Voo TA UL (HE) Rk L CER L. ZOME, FFCH, SRWEREICRET 5
LEZ BIBIARRD e T LD, T REBEOH S K< SF ORI ST, FEICH
EERE L. $70, MIRGRBEG (DE, B8 11, FEIC HERARH L CER LY. 7
T & USR P EIRBIC DV CIE, 7 O T o i BETEIC T » e B A B B 70 & 4 5 7 b ic,
FROSEES L OB SV CRES E L.

PN & e

AN fibg g EIRVAS

HERE HFHiE: FER B

TEMF R FEER

T (AR LU R IREL

ARER i =

TR il e

==l Bl KIEECEBZ ST
TEHER U Lo H faE CH B2 A Ee)
BT R + _fahE LR

EEl el Befg (T REHE)
HF 5 (518 RENR (H35)
HON 51z cAegida
L-gesa i B KRR BA T

Coflsk ERS

i (REZZEE) HefIsE Y o i

=
[NE

Bt
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7. GeEHSEROMEE
HE, BiE, RBREE (FEFH), MRFIRE, MERE(EORE, BEEEB I OEELS
BEBICOWTCE, FBD L ICTEE L EERZEEKY, Bartlett IEIC X VBB —EZHIE L
7o, SR —72 56 1 Dunnett OZ H LR E (BEKAE ; 5%) 2 HWT, BSR4
I Steel OB EHBIE S FVVTXRHE L OB Z1T o7, RREORBRRIEIC L 2%, 6k
FORILEICH>WTIE, b — FERECEB LT=DD Steel DL EELBAREIC LV HBAEE L DLt
WEIToTe. T, SIBROFERIZ DO T Fisher O EREMEFRRTEC LV, HHEEMFOBREDOR
B4z DUy T L Mann-Whitney @ U SREIRIC L U BRIE L OB ERIT o 7. W OEA& b HE K
FIRBIUS%E L, mfligEs L.
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AR AR

1. —ARREE DBIER

BIEFEH % Table 1, 2 3L U Appendix 1, 2 1Z/RL7-.

1y AT

BB R GICER LT EZZ DR AR b 7.

B GHIFE TS, BHE (Bl AEERWERFOMEE, BHRICH S IER ) A 2.5 mgkg
#EORE, —BEDOwORE (LBEEIEOWEID 25 0.5 mgkg BEOBET, g CERES E2i3E
Y A 2.5 BEU 125 mgkg REOMEIC, BLE (GE S MR X O EBITE 2 HATBEES) A3
12.5 mg/kg HOMEZ T Eh@d bz, gHE (BT 2.5 mgkg, HET 12.5 mgkg) BECRER
REAEAIRNDS, B DT IR & i U URBBREIZH O RN 2N & D, Wbk
BRVE T 5 & OB A & LTz

ST f

B 5, 0.1 mg/kg BEORE 2 B & 2.5 me/kg BEORE 1 BINIET Lz, E70, 12.5 mgkg T
DI 1 )% BRI LTz

FREROFECH DS L, 0.1 mghkg FHOHE 141 (No. 232) TiE, 5 114 HHIEEPHE T &8
R, ¥5 146 B0 THEEEEIEE SR, &G 151 B LIER (GREH), &5 206 B0
FERFELR, #5230 HICHIEZ 2 L=0h, 5 231 BIZEE L. [AEEOR]D 1 #] (No.238) T
B 322 BGIEIE G, 85 350 BADEBIEET, B ES LIRS ANR
Hhh, 5357 BICFERER, FRETREIOEMIZELDOBIET L.

2.5 mg/kg BEDHE 1 il (No.278) Tix, #5 54 BT T2E T, B¥FRIXMTLED bR
ot

12.5 mg/kg FEOME 1 41 No. 477) T, 5 341 B HIEEIME T & SEPIEY, B 340 B
> HRMEL, #5351 B BFEIREEER DS A D, ¥ 5354 HITHERAML & FPIR N 5 L 72 2 & b,
A A WHFLIRAE & OHIBT L, &5 354 BICEBUED THERI L -,

ERLoFET #ilds X R HRE CHE, ik 45 X 9 ICWBERRR PR A TIER & 720 5 255k
MR BIZ IR LB RS LR TV &k, HRBAEMOE(LIZ LD Lo &HEr L 7.

2. IR EAIE

HIERS SR % Figure 1, 2, Table 3 38 KT Appendix 3, 4 IR L7z,
2.5 mg/kg BEOMET, XITRREE LhB: LT, 5 36 HLURICEREDOKELNF D b/,
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%tm ‘1, 0.1 mg/kg BEOKE | ] (No. 238) T 58.4 g/28 day DIKED, 12.5 me/kg BEDHE 1
i (No.477) THH 344 HIT 83.8 g/28 day DIEERD DY, WM HES 344 HIZRRO b7,

3. BiEmOHE

HZEFE R % Figure 3, 4, Table 4 3 JU Appendix 5, 6 12 8 L7z,

2.5 mghkg HEORET, XL B LT, &5 120 HURBRICEMEOSEIFEO ONE. 22,
BB OB, 12.5 mgkg O 65 51720, WEBRBICOARD LNEELTHLZ &
o, HHERYERS & OBhEM A T L.

FOiEh, EREROIRMED 0.1 mykg FEORE, BIBOMMEN 0.5 mgkg FEOBEICHR Sz
B, —HEOELTHEH, HDHVIEIABLORBIFHIC S EE CIEFEREEZ RS o
7ol b, WTENHIRBRWEER L L OBV R L

HICRE, 0.5 mgkg BEOHRE 1 6] (No.238) & 2.5 mg/kg TEDME 1 1] (No. 477) TiE 344 BT
AT EOIRED RS H L.

4. Rig#&
FRARERE Table 5, 635 LT Appendix 7~10 {R L7z,
H 5138
2.5 mghkg BEOMET, FBE LB LT, REEEBIVRLEEORMENFED bLE.
2) &Es52H
&@wﬁ%aﬁ%ﬁ%maun05x;wumw@ﬁ@mf,ﬁ@ﬁ&@%@ﬁ%wgn
7o, ZAUWTIA T, 0.5 mgke BEOMECRILEORMEN AL, 2.5 mgkg BEICERREENX
RO LR T

P53 BEIC A DR 8 b E LT, 12,5 mgkg BEOMEC, REOREME RIS
REEEOIEERRD bl

5. MRFARE
A HE B A Table 7, 8 3L T Appendix 11~15 IZ78 L7z,
) &7
2.5 mgkg BEOBET, RBEE L HER LT, MU/NEROSEATED b, 7, 05 LW
2.5 mgkg DT~ + 2 U v MEBLUOANE S 0 v mORWEARD b, TR T,
2.5 mg/kg FEDRETHE, ARILERIKDIRE DY Sise, “
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FOEDR, 125 mgkg BOMT, ~~ 7 U v MEB L MCV DKfE & MCHC DEE TR
BT, ARIERE B RIS EENI A BT &, oS 52 BRFICFEIRE R B A L h o
oo b, WRYERS & OBEMHIT LW EEIE L. £, 0.5 megkg HOMET, FEgua:
TR OB ESRD LI, BAERCRKRAEMIEAZ OGN ha e e, #iRmE
Febi L ORAMEHET A &R L.

2y #5528

Pe 5 13 TR L AL S LT, 2.5 mgkg BEORET, M/MREOEM@ARD b, =

A C, 12.5 mg/kg TEOHET I/ IMEEOTESEH bz, E£72, 0.5 BL 2.5 mgke 1
DOHETHRMERE I L~ b7 U MEDEEZRY UEEER 258D Hiv .

5 13 BRIZA Lo e Bkl UCPT B LU APTT OFELR 22V LIEEAEN 2 2.5 mg/kg
ORI bz,

6. MR
A RE S % Table 9, 10 38 X U Appendix 16~20 1277 L7z,
D #5513 8K TR

0.5 38 LT 2.5 mg/kg BEOHE L 12,5 mg/kg FEOMET, SHELE LT, AIGH, TAT7I0F
SLEIB LY ALP OBEZ2D USEEM & arB L UB-27 a7 ) VOIBEERZ L, 05 BLO
25 mgkg HOHET, 7 a—ABLUPBUNOFEELE o -7 07 Y ORESRED L. £z,
125 mgkg HOMTIE, REBEORMELED SN,

FOIER, 05 BLU25 mgkg BEOBETH M T LADEKMEE D Y U LADOEME, 2.5 mgkg BED
HECES Y OEMERED SRR, FRRERNIRE 52 BRFICED ool &b,
WESRE RS L OEEMER RV ERIET L. F, 05 BETN 25 mgkg BEOMET, BEY Y LY
OEBEBRH BN, RO TR ORI CTH o7 2 &b, R EHKR S & O BEE
e &l L7z

2) #1552 WK T

BE 13 TR ERBEREME LT, 0581025 mykg BEOREL 12.5 mg/kg REOMET, it
PBREL K LT, A/G LB L NALP OFERV LEEMER E o - BELWa,,-7 27 ) O
VARSI AS B S, 0.5 LT 25 mgkg BEOMET, 77 2 CESLKOBMATED L.
72, 2.5mgkg BEOBETHE, BUN OB E 8- 07 U O B, 12.5 mekg BEDIET
i, ZAa—20EMLGRO LT,

F VI, 12.5 mgkg BEOMET, BY UL E U OEMEA I HALED, M CEEMR B OZE
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BThor=Z b, HHRYWEHERS L OBEMIT R WEHIW L. £, 0.5 mgkg BEOKE C®E
Be) o OBEMERA LD, SHERICEEREEBILALN 2T &0 D, R E s
O BRI 7 & R L7 '

7. B

FRETRE R % Table 11, 128 LUV Appendix 21~25 (258 L7z,
) #4513 KT

2.5 mg/kg BEOORE S Fl, 12.5 mg/kg BEOME 1 Il THIROIE R B5RD BT,

FEDIEH, 12.5 mgkg FEOMETIREDOBRENTBD LM, 1 FlIOZDEF LI THo1=
Zébh, WRERE L OBEMIT NSRBI L. £, 0.5 mg/kg REDOME 1 FICRELE
DBREOONER, BHERCERZZ(EA LN TWIRWT &5, HRWERS & o7
WECHIMT UL kT, SRR AOEARE LT, H#E 1 FITCEEoO/NKM, #E 1 FCHR O RE
f, 1EH O 1 Fi CEROIK BB FED bk,

2) 5 52 BT

5 13 K TREE B A L E LT, 2.5 me/kg BEOKE 9 #, 12.5 mg/kg BEOME 5 #1 TR
N3RS Bz, FiZ, FIROBEKRIE 0.5 mg/kg #HOBE 7 Fllz D L.

¥ 513 3B FREC B bR o8 b s LT, 2.5 mgkg BEDOME2 1 & 12.5 mg/kg BEDHE 1 44
THH DK A EHRRS bk,

ZFOWEh, MR el, BRBIOBE LEO/NEE, RIS IROBTRE RN 2.5 mgkg BED
HEZ A B, FHBRORS RO 2.5 mg/keg BFEOME 15 L 2.5 mg/kg BEDRE 1 FliZ, TERIEDIKE
EREENDS 2.5 B LUV 12.5 meg/kg BEOREID, SHRZBOIIRI JOFEOMNBEAR U — 723 12.5 mg/kg
HOMIZALNES, IOV ThL 1 HOADBRELRENLTH 2 Enh, #HERY
BHig G L ORI R LT U, En, RIS AR SRV LHECHHIE (%)
YRR E 4y, BHIKICAE S B OMEER S D5 WIEIRE Y R #io K AR BB hiv, X 61,
%mwwﬁMﬁﬁ%ﬁ%ﬁ@%&@ﬁwmmu,%@E@ﬁﬁﬂ%ﬁwmwkzjmygﬁmm

7, PO R BB R R L TON0.1 mg/kg FEORES, DIROIK A G R, 0.5 38 JLU82.5 mg/kg
BEOBED, ORI A~L =7 3% RR KOV 12.5 mg/kg #EOMEZ, S OZEN, HNRO I I
B, TEEORKREIBRAN, BEOBAR, KT OKEGIREE -3 HERE o BiEs
AR SREOMEL, FRRIRO FRIMEO KIS & SHU O JBRAS 0.1 me/kg HEDKED, BliED/HFaEIT
& D PR AN 0.5 mg/kg BEOBEIS, SREOINK L BT OINK 2.5 me/ke FEOMIZ TN F
nEL LN, b0 OWTIE, EARRE (HET 2.5 mgkg, T 12.5 mgkg) TR
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AL BTN, DBV S R L CEORABEICH S D RENED SN2 o
ZEDh, WINLEBRBER S OBERITL VSR U 0, HBRBOARDOELE LT,
HE 2 BT OBEADFR 0 bz,
3) FETH

0.5 mg/kg FEDKE 1 B (No. 232) Thk, BIROK HEIEER L OREOME L, BEHEOR AR
DI, WERROIER, FHI L OMRRO /N EUEI N #IT DIEA DTS bl AR O ) Ol
18l (No.238) T, k@I CIERE, HFigosd@, Bk m O E LI I aiRo /M L
A L.

2.5 mg/kg TEDHE 1 1] (No.278) Tid, MiORFIREILE L OMARDII R &AL Bivi.

12.5 mg/kg BEOME 1 ] (No. 477) Tid, TIEAOHEFAMEESTD G, BEHEORE, [iF
DE LB LUWEILE, BICLHMERE D L 5 IS LT\ ie, E72, WFICIEalig
OB TR0/ NS R BT,

8. #HHEBEOMFE
BIEREE % Table 13, 14 3 X T8 Appendix 26~31 iZ78 L7z,
D &5 13 EKTE

0.5 B L TF2.5 mg/kg FEDHE & 12.5 mgkg BEOMET, HTH@@%@M%;(ﬁ*ﬁﬁﬁi@%‘ﬁéﬁ%ﬁ
bz, £, 28 ARREHSEERR Ve MSERERE LT, 2.5 myke HEOHECTEIED M
EEOEEIROLNT.

FDIED, 2.5 mgkg HOBET, BIBOMSEROMKME LM, g X UCBROMEMERDS
fEZER0 TS, #EdH DV EEOWTNIDEE TH S Z L2 b, REEEOEMEIC
BRER LU ZIRBELTHY, BRpERS & OBEEER VSR L, £, FRBORYE
BEOBRMES 0.1 mgkg BOMEIC, R LEOERNB L UOHEIEEOEMD 0.5 mg/kg BEOHE,
THEER L CHARIROMEMEREORED 2.5 myg/kg FEOMEC, MIROEXT I X U B & DK {E
A% 0.5 mg/keg BEOMEIZFRO O, SHERE (HET 2.5 mgkg, HET 12.5 mg/kg) IZRERAET)
WSV no Tl Z Enh, #EBRMERS L OBV &R L.

2) &5 52 BT

BH 13K TR S ERERSIE U, 0.5 BTN 2.5 myke BEOMEY 12.5 mg/kg FEDMET, FF
e L ORISR RO S EAED DLy, £/, 28 HEIRERSHIRER DX @il &
LT, 2.5 mgke BEOMCBBOMBMNEROHENRD LILE.

FOIEH, 2.5 mghkg BEOBETR, THERA, HIRIR, LB W, BREABIUHREZOS
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ERHLNTER, FEEEOCLDOEHTH I LD, BRREEDOEMIZER L R
HY, WERDERS - OMBEEILV SR L.

9. AL RO A
HRFAEREHR % Table 15, 16 3 LU Appendix 32~36 +Z7% L7z,
) &5 13 EKTR

FRgCHE, /DEEPOOEREE R LSRR, BT 0.5 mgkeg B0 3 4L
2.5 mg/kg BED 9 Flic, HETHE 12.5 mgkg BED 6 iz Dy, MK U 7= FHHIAL 0O FRHL RT3 AWtk
BRLKR A 2 LT,

T DIED, BIEDHFEIVRMNE & B RO TEGRIEAS, 2.5 myke HOBEHIFES B2, 1
BlOBOBEE LRI T o722 EhD, WRWEIRG L ORS00 W L7, Ein,
BLUOREASEE (BT 2.5mgkg, HET 125 mg/kg) OV LECIE, BEGE ORMEL, BhIR
MR OO (B S (R AR, MR OB KR ERE, IMBROIVE IS, Olifds X OHIZAR O B MR,
I O Bk o BB AIRAR R DS AL iz, ]IS, TR, A IER RN T AR o BERE 4SS
0.1 mg/kg%%‘é@m:, AR 00 BOREEFE YR, 0.5 35 11UV 2.5 mg/kg BEOHE & 2.5 mg/kg BEDMEL,
FTs oo AL AR TS KPR, 0.1 BLTN0.5 mglkg FEDOREL JFFE, 2.5 LU0 12.5 mg/kg BEOMEIZ
HMHOENTE. T OBLIZOWTHE, EAERE (BT 2.5 mgke, T 12.5mgke) (ZIRBERZE
fbH oz, HA VIR LS L TEOREB I OBABEICH L DRENRD LN
IRl EnD, WG EBRMERS L OBFEME I RVE R Lo E72, HIREE TR, M
THIEROE B M, KGN EOTLER, T/ EELBIOTHROIEINEM, FElko BIR O RE
ZFH, BlRoM, BEOREERTOSEILS L BFEIRD LI

2y &5 52 BRRTHES

B 13 EKTRERBERZ S LT, RSB CNEPLEOEREE 22\ Uh SR 7 T/
AERAS, BETIE 0.5 mgkg BED 5 Bl E 2.5 mg/kg BED 8§ FllZ, METIE 12.5 mg/kg BEO 4 Bl
by, RER L 7-AFAfa o BB IS AT R IERER LR 2 22 L Tz,

Bh 13 EETRHICH LA o2 b E LT, Mg TR, MM~ OBREZR Y R T XF ik
F (=T Bt L) CERES LU —AE BT B3 2.5 mg/kg BEDHE 6 1] &
12.5 mg/kg FEDME 2 FH, BREDZnu s Ui AT 22 IR AR ME 28 SATRANE B AS 0.1 mg/kg #F OB 1 WIJ &
0.5 3 L 15 2.5 mg/kg BEOHER 7 Hic, ERERSEIRZEVER 0.1 BETUN0.5 me/kg BEOMES 2 ) &
2.5 mg/kg BEDOME 4 FHIFRO Bz, £, 2.5 mgkg BEOHETIE, IR OB 22 B REE 5E 00 3%
AFEREDS, XPREE S B U OO0 S Em A e bk (SRR - 410 B).
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ZTDIED, 2.5 mghkg FEOHETIS, FREEMENZE, BISZIROHIN, TEAERIZEDEN, RRIBR
E~OHEHEYEILE, RO T AT 4 v e MO RIRBIFR & S 0ZEE T L ORE HAD
WD 8 b, 12.5 mghkg BHEOMETIE, RE RO TERIEHE, SB0E OB, JIRE
DPRsE, FEONIEMER ) —7, HURIRO C MILRER, BRORME ERE LU BT
LRz, BFE, BEEE NE o ~— & — IR U o SEKIRE & RS REREIE A T8 00 i v BRI T
CHCKBEF L OB B 4O RINFEH SR b, b OBRIZ DUV TRE, G 7>l AT
RENThHoTZ &0, #RYERS & OBEMIT RV &l LT

T, SHBHB X UmAEEROHEZIESH CRIROEH AL Lh, SRS XU e
B LT, R P Ok RuERE, ﬂfﬁ%ﬁﬂﬁ%@@iﬁ%%ﬁ, (N BLEZHAIRE 3 L OVl OBRFHE(L,
Welig oo Bk o IREZERE, BIROLEEEIREE LS KOEHME, BEoRYE, BHbHdVIEL
Fe~ AR (BAZRIRR 22V LA ER) B, BHIHMS 5 WVILBE OGRS, RO &
2%, TIEARTFEOWBREZL, IS ORROREMIEINK & ERSBR S, £, SRR
JOEHER O TIIRE OREIisR, RO FUR OMREMRBIR, FisZAROZEH; & BEEHT
RS, TS O R OB e ERIE, INROFER, FER LEMBORE ERAE, B
FEMEORGEZEME, FUBRO/NEEETER, TRE,EE O, sl OMEIRSEERE S ZIEh, |
IREY7Z2 B2 F ORI ERERE & 72 i eI U, FLIROBHEIRE, FLARMER 1 OLRE 2372
HHENT. EID, g, BEAAHBEREES R, 0.1 BXON2.5 mgkeg BEORE S 12.5 mg/kg B
O, NEDBEOTHIBOREHEMEN SR OMME L 0.1 mgkg BHOMIZ, MEFILEN
2.5 mg/kg BEOMEIZ, FFAMBARIES 12.5 mg/kg BEOMET, FHEEMZ BATMBEES R, 25 B8k
U 12,5 mgkg BEOHEZFRO bhic. THRHDEAGIC OV T, mARRE (#T 2.5 myke, HT
12.5 mg/kg) IZRIEEZRE(LDZ HIRVDY, HDVIIRTRE & B L CTEORER X ORERE
W LDRENRD NN EM D, T b IERDERE L OB &k LY.

7o, BIRREEICBEIE (BHD) A5 5N BITHE, SRICEB AR b, BB L TR &
UV g oD A s i, KRB Bl oD 38 L TUAENE ONE SRS U o SET O TR ECHIR O #EI0 % ££ 5 Bl & 7 5
iz, WBEHtOLOELE LT, HETEIRO 7 KB O, TRIROEEERE, BE o, FE
A5 18 O S PP ERIENH & B R WG EIRE S50 BT,

3)  FELH

2.5 mg/kg BEOHE 1 5] (No. 278) TiZ, AR/ NEER LI OBEE 2 THIRAE R, AhoORE e
i & FERE, JiRORE e il L OV PRGOS E 2RO S, ERERET SIC
ELAEhoTE.

12.5 mg/kg BEOME 1 B (No. 477) TiE, TEERZEORENEO b, RATR AR &k L
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7z E7o, FEEITIXEEORE B, A1E OREL SRS, MWIROPEELSE Miko
F I BEOERE R R R LU OR E 2 e RIS, JNRORE 35, AV~ O E 2
R, ABORE RE OPEERIGENERD b

0.1 mg/kg BEORE 1 ] (No. 232) THE, EIEEMRD L, KFTRMEE &M L. $7=,
[ CrI MR O E T A S5, NRRIIR U o SHI OBREE 70 B0, RIS OB 72 B IR O ZE6F & st it
i, RBEEE L OB SO 7o M yTHE, &I SRR OBLE 72 OV AM R BEMIRALA, B
ARD iR S UORIRE R O P S E 2R E LA, Ml OB 2 Va RS, R o 2k
EHENE, B ATIRGE, HURIROESE J flath AHIE SRS b .

0.1 mg/kg BEOFEY OFE 1] (No. 238) "Tik, RIKICEEH EA S LAV, AFTAMNER &
I Uz, 7o, RGN O /N E R DI O L 22 I ZE ek - SRFE, B oD Hh a8 )& 7e 55,
PR DER S Ap RSN L, KRS X O A-B R ORE R T, BREORELRUGA, BiEo
MR PR IR AN, OB 8BS 7 BB iR T 2358 o b T,
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£ 5

2-27-t R ¥ i3 5-Utert-7 T T 2 2R MY T Y =& T ML 0 GRHBEE), 0.1,
0.5 3B LTR2.5 mgke, MENE 0 RHIERE), 0.5, 25 B X 125 mg/kg OB ET 13 £721% 52 BEIRER D
Bh L.

BWEMMZE L T, #WRYEESICERN LT ORAER L UO—REO RFH RILED b
oz,

WG, &5 13 B L OS2 B TIFIZ, 0.5 BRUN2.5 mgkg BEOBEE 12.5 mg/kg BEOMECREE
DEER A B, 2.5 mg/hkg BEOKE L 12.5 mg/kg BEDOME TR, 0.5 33 L TU82.5 mg/kg BEOHE & 12.5 mg/kg
FEDMEC/EEDHEOIFIARKASTED Biv. Fie, 52 BRITESHATIIC, 2.5 mgke BEOH -
12.5 mg/kg FEOMECIK A BB H v, 2.5 mgkg BEDMEE 12.5 mg/kg BFEOMECITFME~D U B 7 =
F kA, 01, 0.5 3L 25 me/kg BEDHE THAM AL BAT MR & TR PEOSEBLFIE OB
DR LI, FIZ, IFEERIZEET 2 b aZb LT, &5 13 720 L 52 B TRIC
BEO 2.5 mgkg BEOHEE 12,5 mg/kg BHEOMET, fi{ED A/G th, T 7 I {55k, ALP H 50 %
La—ZOEMERC USRS a -, arHDNEB-Fu T COBEAHR LI, 12.5 mg/kg #ED
MTIHREAEOSMLRD bR, £7, 2.5 megke BEOHETIHL, BERHBETPTBIUAPTT ®
EERW LIEERER bR b, ERoFMIRERIc- oW T, By ABsEEOFEIC X 5185/
JAE DRI~ N Z S — ADEMR ETELD Z LB LN TWS V. AR TA4 & L7 R
JEREX, ANERLGEHICHA B TWS Z &, - 2EK U7 TS O/ E S BBk 2 2 L v
Zlenh, AT - LAOEMORRENREZ bz, £, IFMiE~D Y R XFUmE, £
RIFHIFRRS L OEREMEIC OV T, @FEZIC BV TR & UCESEE RS LIRS
AN, AR TIIRBRECRKDOEA D, HDAWVIIERE TEORBHFIENFEITHEML
o G, WBRYERS EOBEEREZ LN, LL, A XY —LFER (TaTv 4T

— MCARE SH A RIRIERR 7 # V=27 Ve EOFER) ORG-S X > THHIfED Y
W7 AF OB B, B, oW CraFaiRgg o FABERENT 2 Z LM b TV
B2 ARBRICBOT S, HEREEE T X DIFRIROLAF o — AN WTREMEDS 13 R @
BRI ORI TWA T &, £7-, VA7 AFUILE, LRIFMIBET L ORI 13

W OF G TREA LT, 52 BEIOEMERSGTHRBE L LD, ZTRLOEIT LA F i/
LD fES T OWAICA Ul alGetE s g S, Teds, [T WIS BIT DIFRPAETHERET D
AUVFEF L — AEEEANC I UCIE, B DNA O U TEE R S W IR s a . (FEE R
RBAMELEZLNLTEY, 25 DRSS CEU DTS LT » REHADELTH D
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PREBERTWS > %7 R UZELICA T, SHENORETIE, FFHIRELREEFEORBLFI D
VAR 237 B iy, #BRE KRS & OB B0, FFHIBAIER (A — A OB
BonHEL) EOBEEC DN TN TR,

o, RE, EER, MRFNRE, MiRAELFRERS JUWREEEICBVT, 28 HIiH
&G BERER U RSSO S, Tbh, (KEOMKMES, 2.5 mgkg FEOBECHE
36 ALURIC, BEBOEMI, 2.5 mgkg OB CHRS 120 HLFRICED B, E77, /MR
BEDS, 2.5 mgkg BEOHREL 12.5 mg/kg FHEOME TG 13 H A5 W)E 52 BE TR, RILERE, ~~ b
7)o MEHDDIEA~NT T2 BB, 0.5 BET2.5 mgke BEOBETEG 13 B0V 52 &
THRHCH G, BUN OEEDS, 0.5 38 KT8 2.5 mekg REDOHETH S 13 HHWE 52 B TRHITHD &
hi-. B, BlBEE (FXEERE) OB, 2.5 mgke BEOMETES 13 BL V52 WK THRHICERD S
e, EOITh, FFERTIE, Edfo BUN OFRELEIREZOFRE L OBEERE 2 bh b & L L
LT, 0.538LT 2.5 mg/kg BEORETRIZBED DVVERIEEOEEASRE 13 38 108 52 BFFIZHD
b, THhODRST A —F OEFICOVTIE, 28 HEIER S FEHERBRICBOCREE R L
HDOLNTHWARNT b Y, EHRSICLAMEBLZRETSLOEEZ LN, 7£E, 12.5 mgkg
FEOMETIE, REOEMEEAE(LICH S RESEORIED B 52 WA LA, k4
KR X OYR B AR R A ISR W, AR BT 2 BT IO RO b7z 2 &b
FEMHEFUERICZ LV ERATWS

bz End, AREMFTIZEBITS 22 FeX 3,5 Ptert- 7 F /L7 2 =)L)V MY
7= ® 52 BB ERSICB T A EEEE (NOEL) 1%, HETIIATEA~DOMBHEM TR E & miE

EBA, SNz —AB L ALP DFEE), R/XT A —F OB - BUN OZEE), I NCHRILER R /3T A —
B OEBRHLIRD T 0.1 mgkg/day TH Y, METHATIEA~ OREMHEORE L EDOER,
JNa—RB L ALP OFEE), I f/MEKOE#B DA SR> 12 2.5 mg/kg/day &K L7z
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Study No.P030097

Table 1 Incidence of ciinical signs
Male
Group . i Days
Sex and {linical sign
dose 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Male Control Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abunormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 0 20 20 20
Corn 0 0 0 60 0 0 0 0 0 0 0 00 0 0 0 0 0 0 0 0
Swelling of limbs 0 0 0 6 0o 0o 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
0.1 mg/ke Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 W 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 60 0 0 0 0 0 0o ¢ 0 ¢ ¢ 0 0 0 0 0 0 0
Hypoactivity o ¢ 0 90 0 0 0 0 0o 0 0O 0 0 0o 0 0 0O 0 0 9 O
Reddish urine 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 00 0 0
Soiled lower abdomen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 0 0 0 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0o 0 0 0 ¢ 0 0 0 0 0 0 0
Swelling of 1limbs 0 0 0 ] ¢ 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0
Bradypnea 0 0 0 6 0 0 0 0 0 0 6 0 0 0 9 0 0 0 0 0 0
Emaciation 0 0 0 0 0 0 0 0 0 0o 0 0 ¢ 0 0 0 0 6 0 0 0
Pale skin ] ¢ 0 0 ¢ 0o 0 0 0 Q 0 0 ¢ 0 Q0 0 0 ¢ 0 0 0
Pale eyes, 0 0 0 0 6 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position 6o o o o0 0 o0 0 0 0 0 0 0 0O 0o 0 0 O 0 0 0 0
Hypothermia 0 0 0 o 0 0 0 0 0 6 0 0 0 0o o0 0 60 ¢ 0 0 0
0.5 mg/kg Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 206 20 20 20 20 20 20 20
orn . 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 ¢ 0 0 0
Abnormality ol tooth 0 0 0 0 6 0 0 O 0 0 o 0 0 0 0 0 0 0 0 0 0
2.5 mg/kg Number of examined 20 200 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormalily 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 0 6 0 0 0 0 0 60 0 0 0 0 0 60 ¢ 0 0 0
Dead . ¢ 0 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0 0
Swelling of limbs 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 60 0 0 0 0
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L. . Study No.P030097
Table 1 - continued Incidence of clinical signs
Male
Group o ] Days
Sex and Clinical sign
dose : 2223 24 25 26 27 28 29 30 31 32 33 34 3 3 37T 38 39 40 41 42 43
Male Control Number of examined 20 20 20 20 200 20 2 20 2 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 0 20 20 20
Corn 0 0 ¢ 0 6 0 06 0 0 0 0 0o 0 0 90 0 0 o0 0 0 0 0
Swelling of limbs 0 0 0 0 g0 o 0o 0 0 0 0 0 0 0 0 0 0 0 00 0 0
0.1 mg/ke Number of examined 020 2 20 20 20 20 20 20 20 20 20 20 W 0 20 20 W 20 0 20 20
No abnormalitly 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 ] ¢ 0 0 0 0
Hypoaclivity 0 0 0 0 6c 0 0 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0
Reddish urine 0 0 0 0 0 o 0 0 0 0 0 0 0 0 D 0 0 00 0 0 0
Seiled lower abdomen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 90 0 0 0 6 0 0 0
Swelling of |imbs 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 90
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 6 0 0 0 0
Emaciation 0 0 0 0 6 0 o 0 0o 0 0 0 0 0o 0 0 0 60 0 0 0 0
Pale skin 0 4 0 0 0 0 ¢ 0 0 0 0 0 0 0 Q@ 0 ] ] 6 0 0 0
Pale eyes 0 0 0 ¢ 0 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position ¢ ¢ ¢ o0 o0 o0 0 0 0O O 0 0 0 0 0 0 G 0 0 0 0 O
Hypothermia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
~ 0.5 me/kg Number of cxamined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 220 20 20
Corn . 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
Abnormality of tooth g 0 0 0 9 60 0 0 0 0 0 6 0 0 0 O it 6 0 0 0 0
2.5 mg/ke Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn I | I 6 0 60 0 0 0 0 0 0 ¢ 0 0 0 0 0 6 0 0 0
Dead ) 0 0 90 0 0 6 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
Swelling of limbs 0 0 0 0 0 60 0 0 0 0 0 0 0 0 O 0 0 0 0 g 0 0
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Study No.P030097

Table 1 - continued Incidence of clinical signs
Male
Group o ) Days
Sex and Clinical sign .
dose 44 45 46 47 48 49 50 51 52 B3 b4 55 56 BT B8 D9 60 61 62 63 64 65
Male Control Number of cxamined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 0w 200 20 2 20 20 20 20 20 20 20 20 20 20 20 20 22 20 20 20 0 20
Corn 0 ¢ o0 0 0 0 0 6 0 0 0 0 0 0 0 6 o 0 0 0 0 0
Swelling of limbs 0 6 o0 0o 0 0 0 0O 0 0 0 0 0 0 0 6c o ¢ 0 0 0 0
0.1 mg/kg Number of examined 200 20 20 20 20 20 20 20 20 20 2 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 2 20 00 20
Corn 0 g o 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0 90 0 0 0
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reddish urine 600 0 0 0 0 0 0 0 0 0 0 0 ) 60 0 0 0 90 { 0 0
Soiled lower abdomen ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 0 6 o0 0 0 0 0 0 0
Mass 0 6o o0 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0
Dead . 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 90 0 ] 0
Swelling of limbs 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0
Bradypnea 6 ¢ 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation o 0o o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Pale skin 60 o 0 0 0 0 60 0 0 0 0 0 6 ¢ 0 o0 06 90 0 0 0
Pale eyes 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 6 ¢ 0 0 0 0 0 0
Prone position 6 ¢ ¢ o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypothermia 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 06 o6 0 0 0 0 0
0.5 mg/ke Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn _ 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormaliily of iooth 0 0 c 0o 0 0 0 0 0 0 0 0 0 0 ¢ 0o 6 0 0 0 0 0
2.5 mg/kg Number of examined 20 20 20 20 20 20 20 20 20 20 20 19 19 19 19 19 19 19 19 19 19 19
No abnormality 0 20 20 20 20 20 20 20 2 20 19 19 19 19 19 19 (9 19 19 19 19 19
Corn 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dead . 0 o 0 0 0 0 0 0 0 0 | 0 0 0 6 0 0 0 90 0 0 0
Swelling of 1imbs 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 06 0 0 0 0 0
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Study No.P030097
Table 1 - continued &ngidence of clinical signs
ale

Group ) Days
Sex and Clinical sign
dose 66 67 68 69 0 71 72 73 74 15 6 77 18 79 8O 81 82 83

Male Control Number of examined a0 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality a0 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn ) 0 0 0 0 0 0 0 0 0 0 0 0 90 0 0 0 0 0
Swelling of limbs 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Study Ne.P030097 -

Incidence of clinical signs
Male

1 - continued

Table

Days
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Study Ne.P030097

Incidence of clinical signs
Male

1 - continued
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Study No.P030097

Incidence of clinical signs
Male

1 - continued
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Study No.P030097

Incidence of clinical signs
Male

1 - continued

Table

Days
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Study No.P030097

Incidence of clinical signs
Male

1 - continued

Table
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Study No.P(30087

Incidence of clinical siens
Male

1 - continued
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Table 1 - continued

Incidence of clinical signs

Male

)

Study No.P030097

Group
Sex and
dose

Clinical sign

Days

353 354 355 356 357 358 359 360 361

362 363 364

Control

Number of examined
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Corn )
Swelling of limbs
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Study No.P030097

Table 2 Incidence of clinical signs
Female
Group o Days
Sex and Clinical sign .
dose l 2 3 4 5 6 7 § 9 10 11 12 13 14 15 16 17 18 19 20 21
Female Control Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 30
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Abnormaltity of toolh 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0 0 0
Corn 0.0 ¢ 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 ] 0 0
Mass 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 60 0 0 0 0 0 0
0.5 mg/kg Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormalily 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 6 6 0 0 0 0 0 0 0 O 0 0 0 0 0 0 90 0 0 0
1.5 ng/ke Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 6 0 0 0 0 90 0 0 0 0 0 0 0 0 0 0 0 ] 0 0
Mass 0 0O ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 90 0 0 0
12.5 mg/ke Number of examined 0 20 20 20 200 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 2020 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass ) 0 0O 0 ¢ 0 0 90 0 0 0 0 0 0 0 0 60 0 0 0 0 0
Loss of hair 0 6 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypoactivity 6 0o 0 0 0 0 O o0 06 0o 06 0o 0 o6 ¢ o ¢ 0 O 0 0
Soiled perinaris ¢ 0 o0 o o0 o0 o0 0 0 0 O 0 0 O 0 0 0 0 0 0 0
Torticollis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
Bradypnea ¢ ¢ o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lateral position 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dyspnea o 6 ¢ 0 ¢ 09 0 0 6 ¢ ¢ 0 o 0 0 ¢ 0 0 06 90 0 0
Imminently sacrifice 0 0 -0 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Study No.P030097

Table 2 - continued Incidence of clinical signs
Female
Group Days
Sex and Clinical sign
dose 22 23 M 25 26 27 28 29 30 3t 32 33 34 35 36 37T I 39 40 41 42 43
Female  Control Number of examined 20 20 20 20 20 20 20 20 200 20 20 20 20 20 20 20 20 20 20 20 20 120
No abnormality 20 20 20 20 20 2 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Abnormality of tooth 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 ] 0 0 0 0 0 0
Corn 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00 0 0 0
Mass 0 0 0 0 06 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0.5 mg/kg Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 26 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2.5 ng/ke Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 2
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 9 0 0
Mass 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 mg/ke Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0
Mass _ 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
Loss of hair ¢ 0 0 o0 0 0 0 0 O 0 O 0 0 0 0 0 0 0 0 0 0 0
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0
Soiled perinaris 0 0 0 0 0 0 @ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Torticollis 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 o0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lateral position 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 90 0 0
Dyspnea N 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 | | B 0 0
Inminently sacrifice 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 -0 ¢ 0 0 0 0 0 0
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Table 2 - continued

Incidence of clinical signs

)

Stuéy Ne.P030097

Female
Group o Days
Sex and Clinical sign
dose 4 45 46 47 48 49 50 51 52 53 54 55 h6 57 K8 59 6O 61 62 63 64 65
Female Controt Number of examined 2020 20 20 20 20 20 20 20 20 20 20 2 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 2 20 20 20 20 20 20 20 20 20
Abnormality of tooth o ¢ 9o o o0 00 0 o0 0 0 0 0 0 0 ¢ 0 0 0 O 0 0 0
Corn o 0 0 o0 0 o 0 o0 0 o0 0 0 O 0 0 0 0 0 0 0 0 0
Mass 6 ¢ 0 o0 ¢ o 0 o0 0 o0 0 O O 0o O 0 0O O O 0 0 O
0.5 mg/kg Number of examined A0 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 2 20 2 2 2 20 2 20 20 20 20 20 20 20
Corn 6o ¢ 0o o0 ¢ o 0 o0 0 0 0 0 0 o0 0 0 0 0 O 0 0 0
2.5 ng/ke Number of examined 2020 20 20 20 2 20 20 2 20 20 2 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20- 20 20 20 20
Corn 6o 0¢ 90 9 0 o0 0 o0 0 o0 0 0 0 0 0 0 ¢ 0 0 0 0 0
Mass 6 ¢ ¢ o0 O o0 0 o O O O o0 ©0 ¢ 0 0 O 0 O 0 0 0
12.5 mg/kg Number of examined 20 20 20 20 20 20 20 20 20 20 20 2 20 20 20 20 20 20 20 20 20 20
: No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 2 20 20 20 20 20 2 20
Corn 6o ¢ 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass , 6o 0 0 0 o0 o0 0 o0 O O O 0 ©0 ¢ O 0 O O 0 0 0 0
Loss of hair o ¢ 0 o ¢ 0 0 o0 0 0 0 0 O 0 ©¢ 0 0 0 0 0 0 0
flypoactivily 6o 06 ¢ o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Soiled perinaris o 0o ¢ 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Torticollis o ¢ -0 00 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 0 0
Bradypnea ¢ 0 o0 0 o0 0 0 o0 0 O 0O 0 o0 0 0 0 0 O 0 0 0 0
Lateral positien o ¢ 0o o0 0 0 0 o0 O 0 0 0 0 0 0 O O 0 0 0 0 0
Dyspnea o o 06 o0 o0 0 0 0 o0 0 O 0 0 0 0 0 0 0 0 0 0 0 0
Imminenily sacrifice 6o ¢ 0 o0 0 o0 0 0o o0 o0 O 0 © O0 0 0 O O0 0 0o 0 O
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Study No.P030097

Table 2 - confinued Incidence of clinical signs
Female
Group ) ] Days
Sex and Clinical sign
dose 6 67 68 63 70 T¢I 72 73 4 5 76 70 8 79 80 81 82 83 8 8 86 87
Female Control Number of examined 20 200 20 20 20 20 20 20 20 20 20 20 20 20 W 20 20 20 20 20 20 20
No abnormalify 20 200 20 20 20 20 20 20 20 20 20 20 1% 19 19 19 19 W 0 20 20 20
Abnormalily of footh 0 0 0 0 0 0 0 0 0 0 0 0 1 I | 1 1 0 0 0 0 0
Corn 0 0 0 0 0 { 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0.5 mg/kg Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2.5 mg/kg Number of examined 20 20 20 200 20 20 20 20 20 20 20 20 20 20 0 20 20 20 20 20 20 20
No abnormalitly 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Corn 0 0 0 ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 it 0
12.5 mg/ke Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 19 19 19
Corn 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass ) 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of hair 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1
Hypoactivity 6o ¢ o0 ¢ ¢ 0 ¢ 0 0 0 o0 ¢ 0 0 0 ¢ 0 0 ¢ 0 0 O
Soiled perinaris 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Torticollis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lateral position 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0
Dyspnea 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
Imminently sacrifice 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0




Study No.P030097

Incidence of clinical signs

Female

Table 2 - continued

[=x]
-]
—
o0
o=
—
o~
frr]
—
>
=
f—
L
[wm)
ot
e
=
ot
el
[
ot
o3
<
—
—
<
—
[l
=
ot
=
[=2)
(22}
sl
2]
= oo
(=21
o—
[=2]
0w
(=23
[Eemd
(=]
-t
(=27
o
=3
o
<
f—
(=2
[
fag)
(=23
oo
(==
==l
=
0]
<
o
ot
o
W
c—
=
—
]
(=3
= <
O v
—_ = o
[ Q== g o ]
L)
L
o

OO OooD

OO
—_——
OO OoOoO
—_——

CIEDODDOD
——

OO
o —
OO D
ot nd

[omeRsem oo Lo o]

ot el
OO
——
Lomm R B ome L crun: oman
p——

LoD
——

OO

——

SO
——

~=

—_

[
=] =3
[ —
=
S
2o
o
PGt
W D s

m.]
Gt Sy —t
OO

= =
Tt L Bt
W oS O oW
<~ = = v
HoL oo
S el =
=
<
—
—
=
=
>
<
—
]
=]
5]
=

o e e

——
Lo ol
et

L o R

——
oD
P

D

Lo ol o

v g
oD
— et

O

e !

[me Y conel come ]

p——

[emef en Y wwen )

——

No abnormality

Number of examined
Corn

0.5 mg/ke

[ome R Rome o]
=S EoS]
O
[ENEN]
O
oI
3
P
=
f— Sy
£
P p—
Py v—
R

£
[P
o o

=
e
L d o en
=) — o
E oo«
= LD =
-
=14}
<
aTi]
=
[T}
o~z

OO OOOROOODOD
——
OO OOOoOOOOOoOD
e
LOOOOOOOOOTDan
——
OOoOOoOOOoOOCOOOOODOD
[i——
DO OOOOOOT O
——
OO
o
DD OO
——

OO OOOO O OO0
—_——

LD ODOOOOODOOOD
ol

SOOI

— ot

10

OO OO OoOOD
—
foem Pl am oo Lo Yoo Yo R o Room Roam flam )
—_——
DO OODOM OO OO
DO
—_——
T D O D e S I D CID D D &
G o
COTICHCD — CHTD DD CD DD
O3 —
OOMOOE@— OO ODCO O

ENT el

CONCDCD DO CDCICOCD D
N3 —t

@
(5]
-t
] -
s w2 fue ] —
=} o— = —
— — o— o
o ] R a3
CXT sy [ S —] - [%¢]
Pt — cr——— — ) 1%
W < O vt ot ot o f=
= = W S O —
s g P T} N
oo [IDRREN O o — o e
o] O T M QA W
2 £ QW oy
QO v O e D D e
5 O OGO © b 0O P
T O S I O = 0wl Y
=
=11}
)
o~
[=T]
=
Lo
(]
—_—

56




Study No.P030097

Table 2 - coniinued

Incidence of clinical signs

Female

Days
120

Group
and

Clinical sign

Sex
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121
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Study No.P030097

Incidence of clinical signs

Female

Table 2 - continued
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Study No.P030097

Incidence of clinical signs

Female

Table 2 - continued
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Incidence of clinical signs
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Incidence of clinical signs
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Table 2 - continued

Incidence of clinical signs
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)

Study No.P030097
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Table 3 Body weights

)

Study No.P030097

Male, Female
Group Body weight(g) on day
Sex and
dose 1 8 15 22 29 36 43 50 57 64
Male Control N 20 20 20 20 20 20 20 20 20 20
Mean 212.1 267.3 320.9 362.2 400. 431.3 456. 1 479.2 501.7 520.9
S.D. +8.5 *£14.3 +23.1 +30.2 +36. +40.0 +42.3 +44.9 +50.0 +£52.9
0.1 ng/kg N 20 20 20 20 20 20 20 20 20 20
Mean 212.4 211.5 327.0 372.1 414.5 445, 6 469.9 495. 1 521.6 537.6
S.D. +4.1 *13.6 +19.0 +24.8 +21.5 +729.6 +31.0 +33.4 +34.5 +37.3
0.5 ng/ke N 20 20 20 20 20 20 20 20 20 20
Mean 211.5 274.5 334.9 381.2 423.9 456. 6 431.6 505.5 526. 6 545.0
S.D. +9.5 +14.6 +20.3 +25.3 +30.6 +33.6 +36.0 +38.4 +£40.5 +44.1
2.5 mg/kg N 20 20 20 20 20 20 20 20 19 19
Mean 212.0 268. 3 317.5 353.9 382.1 404. 4% 421, 1% 438, 8% 454, 4%% 466, 2%%
S.D. +£10.1 +13.3 +18.7 +23.1 +25.9 +29.6 +32.2 +38.8 +42.3 +-46.6
Female Control N 20 20 20 20 20 20 20 20 20 20
Mean 157.7 187.3 210.8 235.1 249, 261.3 268.6 276.1 286. 1 290.9
S.D. +8.6 111 +12.6 il&Y +16.5 +17.3 +18.1 +17.17 +21.4 +22.8
0.5 mg/ke N 20 20 20 20 20 20 20 20 20 20
Mean 159.1 187.4 212.3 237.2 250.9 261.9 270.2 281.2 289.5. 204. 3
S.D. +8.3 +11.6 +13.4 +18.0 +19.3 +21.3 +21.6 +23.1 +75.5 T+27.9
2.5 mg/ke N 20 20 20 20 20 20 20 20 20 20
Mean 159.0 190.0 211.8 238.4 253.4 265.7 273.3 284.9 283.5 298.6
.D. +7.9 +10.9 +13.1 +15.17 +17.4 +18.9 +19.8 +21.8 +23.6 +24.6
12.5 mg/kg N 20 20 20 20 20 20 20 20 20 20
Mean 157.1 189.1 213.8 238.3 252.7 265.5 272.6 281.5 290.2 295.1
S.D. +8.4 +11.8 +13.4 *+15.9 +18.3 +18.3 +21.1 +22.5 +23.1

%: P<0.05, *%: PLD.01 (significantly dilferent Ifrom conirol).

+19.3
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Study No.P030097
Table 3 - continued Body weights

Male, Female
Group Body weight (g) on day
Sex and
dose 71 78 85 91 92 120 148 176 204 232
Male Control N 20 20 20 20 10 10 10 10 10 10
Mean 531.7 546. 4 558. 8 568.3 583.0 625.2 657.5 683.9 713.3 735.3
S.D. +54.6 +5h.4 £59.0 +60.7 £79.8 +88.8 +102.5 +1{1L.5 +118.1 +113.7
0.1 mg/kg N 20 20 20 20 10 10 10 10 10 ¢
Mean 553.0 569.9 583.3 589.4 590. 4 616.0 643. 8 668.9 693. 1 730.0
S.D. +35.9 +38.5 +40. 1 +40.9 £39.5 +64. 6 +69.7 +74.8 +76.4 +74.4
0.5 mg/ke N 20 20 20 20 10 10 10 10 10 10
Mean 560. 3 575.9 586. 4 594.3 617.0 648.9 685.1 706.5 736.8 759.3
S.D. +47.1 +48.6 +49.8 +52.4 +52.7 +61.7 +71.0 +82.7 +00.7 +98.4
2.5 mg/kg N 19 19 19 19 10 10 10 10 10 10
Mean 475. 44% 483. 8%% 491, H¥% 493. 2%% 515. 0% 535. 9% 554, b* 565. 4% 588. % 593. T+
S.D. +46. 4 +49.4 +50.8 +51.8 +61.0 +59.2 +£65.0 +68.2 +74.8 +£82.7
Female Conirol N 20 20 20 20 {0 ' 10 10 10 10 ]
Mean 296. 2 302.5 306.1 315.2 308.3 321.17 334.9 348.6 359.3 375.1
S.D. +£22.5 +24.6 +25.7 +26.8 +26.9 +29.4 +35.8 +41.12 +47.1 +56.3
0.5 mg/ke N 20 20 20 20 10 10 10 10 10 10
Mean 269.0 307.4 312.2 314.0 309.7 325.2 341.8 354.4 365.1 380.6
S.D. +27.1 +28.5 *29.7 +30.6 +128.5 +36.2 +36.1 T41.0 +42.4 +46.3
2.5 mg/ke N 20 20 20 20 10 10 10 10 10 10
Mean 301.9 311.4 316.8 320.4 328.9 350.7 362.8 376.5 391.4 411.8
S.D. +26.9 +28.0 +30.3 +31.7 +39.3 +46.0 +49.2 +54.3 +60.6 +70.8
12.5 mg/kg N 20 20 20 20 10 10 140 10 10 10
Mean 300.3 306.0 309. 1 311.9 307.5 324.0 337.7 348.3 361.7 373.7
S.D. +23.6 +24.8 +27.4 +24.6 +28.0 +31.8 +31.2 +35.4 +36.1 +37.1

%: PO.05, #%: P<0.01 (significantly different from conirol).
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Body weights
Male,Female

Table 3 - continued
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Table 4 Food consumption

) | )

Study No.P030097

Male,Female
Group Food consumption(g) on day
Sex and
dose 2 8 15 22 29 36 43 50 57 64
Male  Control N 20 20 20 20 20 20 20 20 20 20
Mean 23.1 23.7 24.6 23.3 23.1 23.1 23.4 22.8 22.6 21.5
S.D. 2.1 +2.2 +2.9 +3.1 +3.1 +2.3 +£2.6 £2.4 +3.2 £3.6
0.1 mg/kg N 20 Al 20 20 20 20 20 20 20 2
Mean 22,7 25.3 24.4 24.5 23.4 22.17 22.5 23.2 22.5 21.1
S.D. +1.8 +2.4 2.6 +2.6 +2.4 +2.3 *+2.6 *+2.7 +2.1 2.6
0.5 mg/kg N 20 20 20 20 20 20 20 20 20 20
Mean 23.5 25. 8% 25.8 23.6 24.3 24.7 24,3 24.3 24.2 23.T%
S +1.6 +2.1 +2.8 +2.5 +2.1 +1.8 *+1.9 +2.4 +2.2 +2.2
2.5 wg/kg N 20 20 20 20 20 20 20 20 19 19
Mean 23.0 23.17 23.2 22.4 21.1 23.0 21.4 22.5 22.5 21.7
+2.3 +2.1 +3.1 *2.9 +2.8 +3.1 +3.6 +3.8 +3.7 3.0
Female Control N 20 20 20 20 20 20 20 ' 20 20 20
Mean 16.5 16.5 16.3 15.9 15.9 16.1 15.17 14.2 5.0 13.4
S.D +2.3 +2.8 2.1 +£2.0 +3.0 +3.2 +2.6 +2.4 +2.2 +2.6
0.5 mg/ke N 20 20 20 20 20 20 20 20 20 20
Mean 6.6 16.3 15.5 15.2 15.2 15.4 15.0 15.2 i4. % 12. 6
S.D. +1.7 +2.8 +2.2 +1.5 +1.9 +3.1 *+2.5 +2.4 2.4 2.6
2.5 mg/kg N 20 20 20 20 20 20 20 20 20 20
Mean 16.4 16.7 15.5 15.4 16.1 16.2 14.8 16. 40 14.6 12.9
.D. 1.7 +1.8 +2.3 +1.9 *+1.9 +2.0 +3.2 +2.2 +1.8 +2.4
12.5 ng/ke N 20 20 20 20 20 20 20 20 20 20
Mean 16.5 17.1 16.3 5.4 15.8 16.0 14.8 16.0 14.9 14.2
S.D. +1.8 2.1 +2.2 +2.4 +2.9 +2.6 *+1.8 +2.7 +2.3 +3.0

%: P0.05 (significantly different from control).
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Table 4 - continued

Food consumptiion

Male, Female
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%1 P<0.05, #%: P<0.01 (significantly different from control).
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Food consumpiion
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Table 4 - continued
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Study No.P030097
Table 5 Urinary findings
Male, Female, 13w

g Grgup Urine volume Osmotic pressure Specific gravity Na K Cl
ex an
dose (ml./24hr) (0sm/ke) (mEq/24hr)  (mEq/24hr)  (mBq/24hr)
Male Conirol N 10 10 10 10 10 10
Mean 14.1 1.468 1. 050 0.990 2.103 1.302
S.D. +38.17 +0.661 +0, 022 +0. 357 +0.295 +0. 380
0.1 mg/kg N 10 10 10 10 10 10
Mean 15.6 1. 157 1.040 1.042 2.123 1.444
S.D. +5.5 +0.362 +0.012 +0.372 +0.531 £0, 440
0.5 mg/ke N 10 10 10 10 10 10
Mean 10.6 1.861 1.062 0.984 2.134 1.320
S.D. +2.9 +0.417 +0.014 +0.236 +0.282 +0,198
2.5 mg/kg N g 9 g 9 9 9
Mean 7.8 2. 197%% 1. 072%x 1.147 1.909 1,268
S.D. +1.8 +0. 382 +0.011 +0. 296 +0,372 +0.300
Female Control N 10 10 10 10 10 10
Mean 8.5 1.602 1. 051 0.782 1.659 1.143
S.D. +5,2 +0, 637 +0.019 +0.323 +0. 761 +0. 470
0.5 mg/kg N 10 10 10 10 10 10
Mea 8.7 1.234 1,040 0.599 1.390 0.878
S.D. +2.7 +0.219 +0.008 +0.250 +£0.488 +£0, 345
2.5 mg/kg N 10 10 10 10 10 10
Mean 10.0 1.185 1.039 0. 661 1. 607 0.973
S.D. +3.3 +0.285 +0.009 +0.296 +0.495 x0, 285
12.5 mg/kg N 10 10 10 10 10 10
Mean 7.8 - 1.558 1. 051 0.655 [.506 0. 952
S.D. +2.8 +0.506 +0.016 +0.195 +0. 444 +0.305

$%: P<0.01 (significantly different from conirol).
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Study No.P030097
Table 5 - continued Urinary findings
Male, Female, 13w
Group Number Color pH Protein Glucose
Sex and of
dose animals
PY Y 5.5 6.0 6.5 7.0 7.5 80 8.5 - + + + -
Male Control 10 3 T 0 0 0 1 2 6 1 1 5 4 0 10
0.1 mg/kg 10 3 7 [ 0 0 0 0 6 3 1 4 5 0 10
0.5 mg/kg 10 0 10 0 0 0 0 | ) 0 2 2 5 I 10
2.5 mg/ke 9 0 9 0 0 0 0 1 5 3 1 4 2 2 9
Female Conirol 10 0 10 0 1 1 ] ] 5 | 8§ 0 2 0 10
0.5 mg/ks 10 0 10 0 0 0 { [ 2 6 10 0 0 0 10
2.5 mg/ke 10 0 10 0 2 0 0 2 3 3 8 2 0 0 10
12.5 mg/ke 10 0 10 0 0 0 0 3 5 2 7 3 0 0 10

Not significantly different from control.
Abbreviation: PY, pale yellow; Y, vellow.
Grade sign: -, none; X, irace; +, slight; ++, moderate; +++, severe; +++, very severe.
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Table 5 - continued

Urinary findings
Male,Female, [3w

B

Study No.P030097

Occult blood

Group Number Ketone body Bilirubin Urobilinogen
Sex and of : {mg/dL
dose animals
- - -t <l
Male Control 10 10 10 {0 ( 10
0.1 mg/kg 10 10 10 10 0 10
0.5 mg/kg 10 10 10 10 0 10
2.5 mg/ke 9 9 (] 8 I 9
Female Control 10 10 10 10 0 10
0.5 mg/kg 10 10 10 10 0 10
2.5 mg/kg 10 10 10 10 0 10
12.5 mg/ke 10 10 10 10 0 10

Not significantly differen! from conirol.

Grade sign: -, none; =+, irace; t+, slight; ++, mederate; ++t, severe.
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Table 5 - continued

Urinary findings
Male,Female, 13w

)

Study No.P030097

Group Number Urinary sediment
Sex -and of
dose animals Epithelial cells Eryihrocyles Leukocytes Casts Crystals
- - HH -t - -+ H o tH
Male Control 10 10 10 0 10 0 10 1 0 2 1
0.1 mg/ke 10 10 00 00 10 9 1 0 0
0.5 mg/kg 10 10 {0 0 9 I 10 5 2 0 3
2.5 mg/kg 4 9 8 i 9 0 9 8 ] l ]
Female Control 10 10 10 0 10 0 10 10 0 0 0
0.5 mg/kg 10 10 10 i} 10 0 10 10 ] 0 0
2.5 mg/kg 10 10 ] 0 10 0 10 10 0 0 0
12.5 ng/ke 10 10 w0 0 0 10 0 0 0 0
Not significantly different from conirol.
Grade signs are as follows.
Epithelial cells -, < 3/field; + 3/field = and < 10/field; ++, 10/lield = and  20/field; ++4, = 20/[ield.
Ervthrocytes - < 10/field; b, 10/f1eld < and < 30/field: ++ 30/f191d <: and < 100/1ield; +++ countless.
Leukocytes - < 3/field +, 3/field < and < 20/Tield; +, 20/field < and < 40/tield: +4, 2 40/field.
Casts -, none l/all field.
Crystals - < 10/fleld +, 10/field = and € 20/field; ++, 20/{ield = and < 30/field; +++, countless.
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Study No.P030097
Table 6 Urinary findings
Male,Female, 52w

g Gr(&up Urine volume Osmofic pressure Specific gravity Na K Cl
ex an
dose (mL/24hr1) (0so/ke) (mEq/24kr)  (mEq/24hr}  (mBa/24hr)
Male Control N 10 10 10 10 10 10
Mean 8.3 1.316 1.047 0.663 1.501 0. 714
S.D. +3.3 +0.,305 +0.013 +0. 468 +0. 430 +£0.522
0.1 mg/kg N 8 8 8 8 § 8
Mean 7.9 1.556 1.056 0. 546 1.376 0.566
S.D. +3.0 +0.330 +0.013 +0. 299 +0,270 +4{. 306
0.5 mg/kg N 10 10 10 10 10 10
Mean 9.1 1.910%% 1.065% 0.822 1. 801 0.911
S.D. +2.5 +0.418 +0.016 +0.373 +0.286 +0.3%4
2.5 mg/kg N 10 10 10 10 10 10
Mean 3.0 1.800% 1.061 0.870 1.517 0.831
+2.2 +0.417 +0.013 +0. 461 +0.413 i0.353
Female Conirol N 10 10 10 10 10 10
Mean 9.9 1.325 1.046 0.727 1.836 1.043
S.D. +5.0 +0.352 +0.013 +0.425 +0. 648 +0. 505
0.5 mg/ke N 10 10 10 10 10 10
Mean 12.6 1.200 1. 042 0.730 1.753 1.018
S.D. +7.3 +0.509 +0.017 +0. 251 +0.226 +0. 263
2.5 mg/ke N 10 10 10 10 10 10
Mean 14.7 1.043 1.037 0.722 1.780 1.077
S.D. +8.17 +0. 432 +0.018 +0. 309 +0.393 +40. 346
12.5 mg/kg N § g9 9 9 9 g
Mean 19, 0% 0. 840% 1.030 0.999 2. 167 1.315
S.D. +9.0 +0.219 +0.008 +0. 256 +0.418 +0. 308

$: P<0.05, *%: P<0.0L (significantly different from conirol).
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Table 6 - continued

Urinary findings
Male, Female, 52w

)

Study No.P030087

Group Number Color pH Protein Glucose
Sex and of

dose animals

pY Y b .0 6.5 7.0 7.5 80 8.4 + + +t tt+ -

Male  Control 10 28 100 13 4 0 3§ 5 0 0 10

0.1 mg/ke 8 0 8 0 0 0 ot 1 6 0 7 5 1 0 0 g

0.5 mg/kg 10 0 10 2 2 3 0 1 2 0 l 3 3 2 1 10

2.5 mg/kg 10 0 10 0 2 0 1 1 4 2 1 ) 3 1 0 10
Female Conirol 10 0 10 2 0 0 0 1 3 4 2 2 0 0 0 10

0.5 mg/kg 10 1 9 1 i 1 l l 4 1 I 3 0 0 0 10

2.5 mg/kg ‘ 10 3 7 2 0 3 [ 1 2 1 | 3 1 0 0 10

12.5 mg/kg 9 2 7 l 1 3 1 1 2 0 4 2 0 0 0 9

Not significanily different from conirol. )
Abbreviation: PY, pale vellow; Y, vellow; YB, vellowish brown: B, brown.

Grade sign: -, none; =%, irace; t+, slight; ++, moderate; ++f, severe; ++++, very severe.
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Table 6 - continued

Urinary findings

-

) )

Study No.P030097

Male,Female, 52w

Group Number Ketone body Bitirubin Occult blood Urobilinogen
Sex and of (mg/dL)

dose animals

- - -t <

Male Control 10 10 10 9 1 0 10

0.1 mg/ke 8 8 8 7 0 1 8

0.5 mg/ke 10 10 10 g 0 1 10

2.5 mg/kg 10 10 10 10 0 0 10
Female Control 10 10 10 10 0 0 10

0.5 mg/keg 10 10 10 10 0 0 10

2.5 mg/ke 10 10 10 10 0 0 10

12.5 mg/kg 9 9 9 9 0 0 9

Not signilicantly different from control.

Grade sign: -, none:; *, irace; +, slighi: +f, moderate; +++, severe; +H++, very severe.
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Table 6 - continued Urinary findings
Male, Female, b2w

)

Study No.P030097

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocyles Leukocyles Casts Crystals
- -t - - S
Male Control 10 10 10 0 9 1 10 10 0 0
| mg/kg 8 8 8§ 0 T 8 0 i
0.5 mg/kg 10 10 9 1 9 1 10 9 1 0
2.5 mg/kg 10 10 10 0 10 0 10 9 1 0
Female Control 10 10 10 0 10 0 10 g 1 0
0.5 mg/ke 10 10 10 0 10 0 10 8 2 0
2.5 mg/kg 10 (0 00 00 10 0 0 0
12.5 mg/kg g g 9 0 9 0 9 9 0 0

Not significantly different from control.
Grade signs are as follows.

Epithelial cells: -, < 3/field; + 3/field < and < 10/field; +, 10/field < and < 20/field; +++, = 20/field.
Ervihrocytes - é 10/field; 4, 10/field < and < 30/tield; H, 30/field < and < 100/field: ++, countless.
Iéeult(ocytes - 3/fle]d>+ /3/f1e1d]< “and < 20/field; 4, 20/field < and < 40/field: ++, = 40/field

asts -, non 2 1/al

Crysials - < D/he}d +, 10/1ield < and < 20/field; ++, 20/field = and < 30/field; +++, countless.
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Hematological [indings

Male,Female, 13w

Table 7

Reticulocyte Platelets
(104 /ul) (102 /L)

MCH MCHC
(hg) (g/dL)

MCV
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%: P<0.05, #%: P<O.01 (significantly different from control).
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Table 7 - continued

Hematological findings

Male,Female, 13w

S

)

Study Ne.P030097

Group
Sex and
dose

PT

(sec)

APTT

(sec)

Male Control
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Not significantly different from control
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. Study No.P030097
Table 7 - continued Hematological [indings
Male, Female, [ 3w

S Grgup Differential leukocyte count
ex an
dose Eosinophils Neutirophils Lymphocvies Basophils Monocytes Large unsiained cells
0= /uly Q02 /uly Q0% /uly (102 /ul) (102 /ul) (102 /ul)
Male Control N 10 10 10 10 10 10
Mean 1.2 16.2 58.7 0.1 1.7 0.3
S.D. *0.6 +6.1 +14.3 +0.1 +0.5 +0. [
0.1 mg/ke N 10 10 10 10 10 10
Mean I.4 16.8 6b.5 0.2 1.8 0.5
S.D. +0.4 +9.8 +£23.5 +0.1 +0.7 +0.4
0.5 mg/ke N 10 10 10 10 10 10
Mean [.3 13.8 72.9 0.2 2.0 0.7+
S.D. +0.7 +5.1 +21.7 +0.1 1.0 +0.3
2.5 mg/kg N g 9 9 9 9 9
Mean 1.1 1.4 81.1 0.2 2.2 0.7
S.D. +0.4 +5.5 +19.9 +0.1 +0.7 +0.5
Female Control N 10 10 10 10 10 10
Mean 0.9 7.1 40,1 0.1 0.8 0.4
S.D. +0.4 +2.17 +9.5 0.1 +0.3 +0.2
0.5 mg/kg ‘ N 10 10 10 10 10 10
Mean 0.8 6.3 34.9 0.1 0.7 0.3
+0.5 +1.6 +8.5 +0.1 +0.3 +0.1
2.5 ng/kg N 10 10 10 10 10 10
Mean 0.8 8.3 39. 4 0.1 0.6 0.4
S.D. +0.3 +3.8 +8.7 +0.0 +0.2 +0.2
12.5 mg/kg N - 10 10 10 10 10 10
Mean 0.9 6.2 43.5 0.1 0.8 0.3
S.D. +0.3 +2.2 +15.2 +0.1 +0.4 +0.2

%: PL0.05 (significantly different from control).



98

) | D D )

Study No.P030097
Table 8 Hematological [indings

Male, Female, b2w
g Grgup Leukocyies Erythrocyles Hemoglobin Hematocri MCV MCH MCHC Reticulocyte Platefels
ex an
dose (10% /ul) (104 /pl) (g/dL) ) (fL) (ne) (g/dL) ot /ul) Q0 /ul)
Male Control N 10 10 10 10 10 10 10 10 10
Mean 7.98 840 14.0 44,2 52.7 16.7 3.7 18.2 106.5
S.h. +1.24 +68 £1.1 +2.4 £2.1 +0.8 0.8 +8.4 +12.6
0.1 mg/ke N 8 8 8 8 8 8 8 8 8
Mean 8. 22 780 13.1 41.3 53.1 16.7 31.5 20.1 110.2
S.D. +3.46 +145 +2.7 +7.4 +1.2 +0.7 +1.5 +94.8 +28.5
0.5 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 6. 69 Th4% 12.7 40.3 53.9 16.9 31.3 27.1 123.7
S.D. +0.98 +133 +2.1 +5.17 +4.5 +1.0 +1.1 +20.4 +28.5
2.5 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 7.90 778+ 12.9 40, T4 52.3 16.6 31.8 15.7 140, {%x
S.D. £2.09 +66 £1.1 +3.6 +2.3 +0.7 £0.3 +3.3 +13.6
Female Control N 10 10 10 10 10 10 10 10 t0
Mean 3.83 107 13.2 40.3 57.5 18.8 32.1 14.9 80.2
S.D. +1.30 +100 1.4 +3.8 +4.3 1.0 +0.9 +8.9 (0.0
0.5 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 3.73 708 13.5 41.0 58. 1 1.1 33.0 16.4 94,2
S.D. +0.96 +62 +0.8 +2.5 +2.3 +0.7 +0.5 +9.6 +14.7
2.5 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 3.98 730 13.5 41.3 56.6 18.5 32.7 13.9 101.5
S.D. +1.44 +55 +1.0 +3.0 +2.4 +0.8 +{.6 +5.8 +13.9
12.5 mg/kg N g ¢ 9 9 9 9 9 9 g
Mean 3.69 673 12.3 37.3 56.1 18.4 32.9 17.1 105. 6+
S.D. +0.58 *115 +1.5 +4.4 +4.8 t1.4 £0.4 +15.1 +11.9

%: P<0.05, *%: PL0.01 (significantly different- from control}.
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Table 8§ - continued

Hematological findings

Male, Female, 52w

%

)

Study No.P030087

Group PT APTT
Sex and
dose (sec) (sec)
Male Conirol N 10 10
Mean 13.5 21.5
S.D. +1.0 +1.5
0.1 mg/kg N 8 8
Mean 13.8 20.9
S.D. +1.0 +2.7
0.5 mg/kg N {t 10
Mean 14.5 21.2
S.D +1.9 +2.6
2.5 mg/kg N 10 10
Mean 21, 8%+ 29.5
S.D. +9.0 +9.3
Female Control N 10 10
Mean 12.3 18.4
S.D. +0.8 +0.9
0.5 mg/ke N 10 10
Mean 12.9 18.5
S.D. +0.7 +0.9
2.5 mg/ke N 10 10
Mean 12.5 17.17
S.D. +0.5 +1.4
12.5 mg/kg N 9 g
Mean 12.1 1.7
S.D. +0.5 +1.2

¥%; P<0.01 (signilicantly different from control).
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Table 8 - continued

Hematological [indings
Male, Female, 52w

Study No.P030097

g Grgup Differential leukocyte count
ex an
dose Eosinophils Neuirophils Lymphocytes Basophils Monocyies Large unstained cells
(102 /Ly Q02 /nl) (102 /pLy (102 /ul) (102 /pnl) (102 /ul)
Male Control N 10 10 10 10 10 10
Mean 1.2 26.2 47.8 0.1 3.0 1.5
S.D. +0.3 +9.9 +11.9 +0.0 +0.9 +2.0
0.1 mg/kg N 8 8 8 8 ] 8
Mean 1.0 30.8 46. 4 0.1 2.5 1.5
S.D. +0.6 +29.1 +6.5 +0.1 £0.5 +12.4
0.5 mg/ke N 10 10 10 10 10 10
Mean 0.9 18.6 44,3 0.1 2.3 0.7
S.D. +0.3 +7.3 +6.3 +0.0 0.7 +0.2
2.5 mg/kg N 10 10 10 10 10 10
Mean 1.1 17.6 56.2 0.1 2.9 1.1
S.D. +0.5 +7.5 +17.5 +0.1 *0.8 +0.17
Female Conirol N 10 10 10 10 10 10
Mean 0.6 10. 1 25.4 0.0 1.4 0.7
S.D. £0.2 +8.0 +8.2 +0.0 +0.8 +0.3
0.5 mg/kg N 10 10 10 10 10 10
Mean 0.7 1.0 23.3 0.0 1.6 0.6
S.D. *0.2 +4.0 +7.2 +0.0 +0.5 £0.3
2.5 mg/ke N 10 10 10 10 10 10
Mean 0.9 12.1 24,6 0.0 1.6 0.6
S.D. +0.4 +6.7 +8.2 +0.0 +0.6 +0.3
12.5 ng/kg N 9 9 9 9 9 g
Mean 0.8 9.2 24. 8 0.0 [.6 0.5
S.D. +0.2 +1.9 +46.3 +0.0 +0.5 +0.12

Not significantly different

from control.
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Albumin

oz -Globulin B-Globulin 7 -Globulin
€3]

a1 -Globulin

T.Protein A/G ratio

(g/dL)

Biochemical findings
Male, Female, ! 3w

Group
and
dose
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$: PC0.05, *%: PL0.01 (significantly different {rom control).
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Study No.P030097

Table 9 - continued Biochemical findings
Male, Female, 13w
g Grgup T.Bilirubin AST ALT ALP T.Cholesterol Triglycerides Phospholipids Glucose
ex an
dose . {mg/dL) (10/L) (T/L) {Tu/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
Male Control N 10 [0 10 10 10 10 10 10
Mean 0.0 90 35 164 68 43 119 121
S.D. 0.0 +22 129 +123 T2 £21 +21 19
0.1 mg/kg N 10 10 10 10 10 10 10 10
Mean 0.0 118 47 216 64 43 116 120
S.D. +0.0 166 158 +57 £12 *12 £23 +7
0.5 mg/kg N {0 10 10 10 10 10 10 10
Mean 0.0 83 23 3734x 59 58 125 154%4
S.D. +0.0 +14 +4 +60 +13 +729 +27 +13
2.5 mg/ke N 9 9 g g 9 9 g 9
Mean 0.0 94 32 619%3% 58 65 131 151%%
S.D. +0.0 *16 +9 *115 +9 +19 +16 19
Female Control N 10 10 10 10 10 10 10 10
Mean 0.1 75 20 92 75 29 150 119
S.D. +0. 1 +20 +7 +30 +12 +20 +21 +13
0.5 mg/ke N 10 10 10 10 10 10 10 10
Mean 0. 0% 69 18 107 78 24 155 17
S.D. £0.0 +8 +6 +125 +10 +9 +15 +10
2.5 mg/kg N 10 t0 10 10 10 10 10 10
Mean 0.0 71 17 101 72 23 147 118
S.D. 0.0 +14 +2 +31 +12 =10 +123 +15
12.5 mg/kg N 10 10 10 i0 10 10 10 10
Mean 0. 0% 68 18 136 83 35 169 130
S.D. +0.0 +10 +72 +81 +7 +13 +16 +10

$: P<0.05, #%: P<O.01 (significantly different from control).
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Study No.P030097

Table 9 - continued Biochemical [indings
Male, Female, 13w
g Grgup BUN Creatinine 1P Ca Na K 1
ex an
dose (wg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Male Control N 10 10 10 10 10 10 10
Mean 12.3 0.4 6.1 10.2 147.1 4,14 106.5
5.D. *1.1 +0.1 +0.6 £0.2 +0.6 +0.13 1.0
0.1 ng/kg N 10 10 10 10 10 10 10
Mean 11.8 0.4 6.4 10.3 147.3 4,36 105.7
S.D. +1.7 +0.0 +0.3 +0.3 +0.7 +90.21 +1i.1
0.5 mg/ke N 10 10 10 10 10 10 10
Mean 14, 2% 0.4 6.6 10.1 145. 9% 4,53%% 105. 3
S.D. +1.7 +0.0 +0.5 +0.4 +0.9 +0.28 +1.8
2.5 ng/kg N g q g9 g 9 9 9
Mean 14. 8% 0.4 6. 8% 10.0 [44. 9% 4. 66%% 105.7
S.D. +1.8 +0.0 +0.6 +0.3 +1.1 +0.32 +1.7
Female Control N 10 10 10 10 10 10 10
Mcan 14.5 0.5 4.9 10.4 145.7 4.02 108. 6
S.D. +1.7 +0.1 +0.6 +0.2 +0.7 +0.17 0.9
0.5 mg/ke N 10 10 10 10 10 10 10
Mean 14.3 0.5 5.1 10.4 145.8 4.14 108.6
S.D. 1.7 0.1 +0.6 0.2 +1.1 +0. 20 +1.2
2.5 mg/kg N 10 10 10 10 10 10 10
Mean 13.6 0.5 5.2 10.5 145.6 3.98 108.5
S.D. +i.1 0.1 +0.7 0.4 +0.8 +0.13 1.7
12.5 mg/ke N 10 10 10 10 10 10 10
Mean 14.1 0.4 5.4 10.7 [45.1 3.98 108.9
S.D. +1.8 +0.1 +0.7 +0.3 +1.1 +0.19 +1.2

$: P<0.05, *3%: P<0.01 (significantly different from conirol).
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Biochemical findings
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)

Study No.P030097

Male, Female, 52w
g Grgup T.Protein A/G ratio @1 -Globulin a= -Globulin B-Globulin 7 -Globulin Albumin
ex an
dose (g/dL) ) €3] €9 3] ®
Male Control N 10 10 10 10 10 10 10
Mean 5.8 (.01 19.2 7.5 17.9 5.7 49.7
3.D. +{.2 +0.21 +2.2 +0.5 +2.3 +2.3 +5.4
0.1 mg/kg N 8 8 8 8 3 3 8
Mean 5.8 1.01 18.2 7.1 18.5 5.9 49.3
S.D. +0.3 +0.29 +1.8 +1.4 +4.5 +3.1 +8.4
0.5 me/kg N 10 10 10 10 10 10 10
Mean 5.8 1.42%% 15. %% 6. 1% 15.3 5.2 58. 1%%
S.D. +0.5 +0.31 +2.4 1.3 +3.0 *+1.7 +5.4
2.5 mg/kg N 10 10 10 10 10 10 10
Mean 5.8 [.75%% 13. 4%# 5. 0%% 12, T¥% 5.8 63. 2%%
S.D. +0.2 +0.30 =2.0 +1.1 +2.2 +1.2 +4.7
Female Control N 10 10 10 10 10 10 10
Mean 6.4 1.79 13.5 4.8 13.2 4.6 63.9
S.D. +0.3 +0.25 +1.6 +0.6 +1.5 +0.9 3.1
0.5 me/ke N 10 10 10 10 10 10 10
Mean 6.7 1.69 14.2 4,8 13.5 4.9 62.6
S.D. +0.2 +0.17 +1.6 +0.5 +0.7 +1.2 +2.5
2.5 mg/kg N 10 10 {0 10 10 10 10
Mean 6.7 1.73 12.8 5.0 13.6 5.4 63.3
S.D. +0.3 +0.17 +1.4 +0.9 +1.6 +1.2 +2.3
12.5 mg/ke N 9 9 g 9 9 9 9
Mean 6.5 2.00 12.1 4.1 12.2 5.0 66.5
S.D. +0.5 +0.19 +1.0 +0.4 +1.2 *1.2 +2.1

$: P€0.05, *%: PL0.0! (significantly differeni [rom control).
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Study No.P030097
Table 10 - continued Biochemical {indings

Male,Female, b2w
g Grgup T.Bitirubin AST ALT ALP T.Cholesterel Triglycerides Phospholipids Glucose
€x an
dose (mg/dL) (1U/1) (10/1) (10/1) (mg/dL) (mg/dL) {mg/dL) (mg/dL)
Male  Control N 10 10 10 10 ) 10 10 10
Mean 0.0 85 32 141 80 92 134 125
S.D. +0.0 +17 +15 42 +11 +41 *12 +37
0.1 mg/kg N 8 8 8 8 8 8 8 8
Mean 0.0 91 31 165 78 69 123 115
S.D. +0.0 +18 +8 +56 +22 +28 +26 +11
0.5 mg/ke N 10 10 10 10 10 10 10 [0
Mean 0.0. 89 42 364%% 82 98 152 134
S.D. +0.0 +23 +31 +87 +21 +32 +33 +17
2.5 mg/ke N 10 10 10 10 10 10 [0 10
Mean 0.0 17 36 565%% 75 71 143 125
3. D. 0.0 *15 *1l =137 £13 +32 *15 +16
Female Conirol N 10 1 - 10 10 10 10 10 10
Mean 0.1 112 37 57 100 95 196 103
S.D. +0.1 +908 +36 +26 +23 +71 +4] +9
0.5 mg/ke N 10 10 10 10 10 10 10 10
Mean 0.0 92 A 59 104 92 207 110
S.D. +0.0 +48 +12 +18 +13 +51 +17 +9
2.5 mg/kg N 10 10 i0 10 10 10 10 10
Mean 0.0 132 76 57 108 9] 208 106
S.D. 0.0 +103 +103 +14 +22 *6l +36 +16
12.5 mg/kg N 9 9 g 9 9 9 9 )
Mean 0. 0% 69 25 86%x 99 11 196 119%
S.D. +0.0 +13 +8 +20 +21 +26 +3l +16

%1 P<0.05, #%: P<0.01 (significantly different from control),
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Biochemical f[indings
Male,Female, 52w

Table 10 - continued

iP Ca Na K ¢l
{mg/dL) (mg/dL) (mg/dL) (mEa/L) (mEa/L) (mBa/L)

Creatinine

BUN
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%: P<0.05, %%: P<0.0Y (significantily different from conirel).
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Table {1 Necropsy findings
Male, Female, 13w
Sex Male Female
Group and dose Control 0.1 mg/kg 0.5 mg/kg 2.5 mg/kg  Control 0.5 mg/kg 2.5 mg/kg 12.5 meg/kg
Organs and findings Number of animals 10 10 10 9 10 10 10 10
Digestive sysiem
Liver
Enlatrgenent 4 0 0 5% ¢ 0 it 1
Hemalopoietic system
Thymus
Coloration, dark red 0 0 0 0 l 0 0 0
Urinary sysiem
Kidney
Pit 1 0 0 0 0 0 0 0
Dilatation,pelvie cavity 0 0 0 0 0 1 g 0
Mass, light gray 0 0 0 0 1 0 0 0
Integumentary system
Integument
Loss, hair 0 0 0 0 0 0 ] 1

%: P<0.05 (significantly different from control).

No appreciable changes in all other organs and {issues.

One male in the 2.5 mg/kg group died.
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Table 12 Necropsy findings
Male,Female, 52w

)

Study No.P030097

Sex Male Female
Group and dose Control 0.1 mg/kg 0.5 mg/kg 2.5 mg/kg Conirol 0.5 mg/kg 2.5 mg/kg 12,5 mg/kg
Organs and findings Number of animals 10 8 10 10 10 10 10 9
Digestive sysiem
Liver )
Macule, light gray 0 0 { 2 0 0 0 1
Macule, dark red 0 0 0 1 0 0 1 0
Discoloration 2 0 0 0 0 0 0 0
Enlargement _ 0 0 T4% 9% 0 0 0 h%
Hernia, diaphragmatiic 0 0 0 0 1 0 0 1
Respiratory system
Lung .
Spot,white 1 0 0 4 l 0 0 0
Coloration,dark red 0 0 { 1 0 0 0 0
Hematopoiefic sysiem
hymus
Small 10 8 10 9 3 8 (o 9
Popliteal lymph node
Enlargement L 0 1 1 0 0 0 0
Spleen .
Macule, light gray 1 ] 0 0 0 0 0 0
Cardiovascular system
Heart ) )
Coloration, light gray [ 0 ! 1 0 0 0 0
Urinary system
Kidney
Pit 0 0 ] 0 0 0 0 0
Genital sysiem
Testis NA NA NA NA
. Small 0 0 0 1
Epididymis NA - NA NA NA
Small 0 0 { |
Prostate NA NA NA NA
Spot, dark red 0 0 1] 1
Ovary NA NA NA NA
Enlargement 0 0 2 0
Dilatation, ovarian bursa 0 0 0 |
Cyst 2 3 1 2

%: P<0.05, #%: P<0.01 (significantly different from conirol).

NA: not applicable. )

No appreciable changes in all other organs and tissues

Two males in the 0.1 mg/kg group and cne female in the [2.5 mg/kg group died.



L6

) | ) ) )

) Study No.P030097
Table 12 - continued Necropsy findings

Male,Female, b2w
Sex Male Female
Group and dose Control 0.1 mg/ke 0.5 mg/kg 2.5 mg/kg  Control 0.5 mg/kg 2.5 mg/ke 12.5 mg/ke
Organs and findings Number of animals 10 8 10 10 10 10 10 g
Genilal systenm
Ulerus NA NA NA NA
Polyp, endomeirium ] i) 0 1
Mammary gland
Retention, milk 0 0 0 0 2 Z 3 3
Endocrine system
Pitoitary
Spot, dark red 0 0 0 0 2 1 3
Enlargement 0 0 0 0 1 1 2 ]
Nodule, light gray 0 0 0 0 0 0 | |
Thyroid
Defect, left 0 1 0 0 0 0 0 0
Enlargement, right 0 l 0 0 0 0 0 0
Adrenal
Spot, brown 0 0 0 0 | 2 ] l
Enlargement 0 0 0 0 0 0 l 0
Integumentary system
Integument
Nodule, cutis, white 0 0 1 0 0 0 0 0
Nodule, subcutis, white 0 0 0 0 0 0 0 1
Mass, subcutis, tight gray ] ] 0 0 3 ] i 3
Others
Extremiiy )
Swelling, hindlimb 0 0 0 1 0 0 0 0
Corn, hindlimb 5 5 7 1 1 0 2 Z

Not significantly different from conirol.

NA: not applicable. ) )

No appreciable changes in all other organs and tissues. )
Two males in the 0.1 mg/kg group and one female in the 12.5 mg/kg group died.
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Study No.P030097
Table 13 Organ weights
Male, Female, 13w

Group Final Brain Pituitary Thyroids Heart
Sex (e]md body weight
ose -
(&) ) (g/100 gB.Y.) (mg) (mg/100 gB.W.) (mg) (ng/100 gB.W.) (8 (g/100 gB.W.)
Male  Cottrol N 10 10 10 10 10 10 10 10 10
Mean 530.1 2.22 0.42 14,0 2.1 20. 4 3.8 {.54 0.29
S.D. +£32.1 +0.08 +0.02 +1.6 +0.3 +5.8 +1.0 +0.19 +0.03
0.1 mg/ke N 10 10 10 10 10 10 10 {0 10
Mean 566. 3 2,28 0.40 13.9 2.5 26. 6% 4,7 1. 61 0.29
S.D. +42.2 +0.05 +0.03 +1.3 +0.2 +5.2 +0.8 +0.13 +0.02
0.5 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 546.5 2.20 0.42 14.2 2.6 24.9 4.5 1.63 0.30
S.D. +40.3 +0.07 +0.03 +1.2 +0.2 +5.7 1.1 +0. 10 +0.02
2.5 mg/ke N 9 g 9 g 9 9 g 9 9
Mean 450. 1%% 2.19 0. 404%% 12.8 2.8 18.7 4.1 1.49 (. 334
S.D. +27.8 +0.07 +0.03 +0.5 +0.2 +4.1 +0.7 +0.09 +0.0
Female Control N 10 10 10 10 10 10 10 10 10
Mean 304.1 2.05 0.68 16.9 5.6 16.7 5.5 0. 96 0.32
S.D. +26.9 +0.06 +0.06 +£1.7 +0.5 *4.1 +11 +0.07 +=0.02
0.5 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 303.0 2.06 0.69 18.4 6.1 17.7 5.9 0.91 0.30
S.D. +31.0 +0.09 +0.05 +1.8 +0.7 +2.9 +0.8 +0.08 +0.02
2.5 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 297.0 2.09 0.70 19.1 6. 4% 19,2 6. 5% 0.95 0.32
S.D. +17.5 +0.08 +0.03 +2.5 +1.0 +2.7 +1.1 +0.06 +0.02
12.5 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 299. 8 2.09 0.70 18.6 6.2 18.7 6.2 0.94 0.32
S.D. +23.1 +0.07 +0.05 +2.9 +0.8 +2.4 +0.7 +0.07 +0.03

$: P<0.05, *¥; PL0.01 (significantly different from control).
One male in the 2.5 mg/ke group died.
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$%: P€0.01 (significantly different from conirol).

One male in the 2.5 mg/kg group died.
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Study No.P030097
Table 13 - continued Organ weights
Male, Female, 13w

Group Kidneys Adrenals Epididymides Testes
Sex gnd
0se
(2 {(g/100 gB.W.) (mg) (mg/100 gB.¥.) (& (g/100 gB.¥.) (@ (g/100 gB.¥.)
Male Control N 10 10 10 10 10 10 10 10
Mean 3.30 0.62 57.1 10.8 1.39 0.26 3.46 0. 65
S.D. +0.28 +0.04 +7.0 +1.5 +0.14 +0.02 +0.28 +0.07
0.1 mg/kg N 10 10 10 10 10 10 10 ]
Mean 3.49 0.62 61.0 10.8 1. 39 0.25 3. 47 0. 62
S.D. +0.29 +0.02 +6.1 +1.0 +0.15 +10.02 +0.23 +0.07
0.5 mg/kg N 10 10 10 10 10 10 10 10
Mean 3. 64 0.67 58.0 10.7 1.24% 0.23# 3.3 0.61
S.D. +0.29 £0.06 +3.9 +0.8 +0.08 +0.02 +0.39 +0.06
2.5 mg/ke N 9 9 9 9 9 9 9 9
Mean 3.16 0. 70% 50. b* 11. 1.27 0.28 3.65 0.81%%
S.D. +0.45 +0.07 +5.3 +1.1 +0, 11 +0,03 +0,15 +0.07
Female Conirol N 10 10 10 10
Mean 2.12 0.70 66.0 21.8
S.D. +0.72 +0. 25 +7.8 +2.6
0.5 mg/ke N 10 10 10 10
Mean 1.93 0.64 66.5 22.1
S.D. +0.29 +0.07 +6.4 +2.4
2.5 mg/ke N 10 10 10 10
Mean 1.85 0.64 64.7 21.8
S.D. +0.11 +{.05 +6. 1 +2.5
12.5 mg/kg N 10 10 10 10
Mean 1.96 0.66 61.8 20.6
S.D. +0.15 +1{. 06 +6.7 +1i.6

$: PL0.05, #%: P<0.0t (significantly different from conirol).
One male in the 2.5 mg/kg group died.
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Study No.P030097
Table 13 - continued Organ weights
Male, Female, 13w

Group Ovaries Ulerus
Sex and
dose
(mg) (mg/100 gB.W.) (@ (g/100 gB.¥.)
Male Control N
Mean
S.D.
0.1 mg/kg N
Mean
S.D.
0.5 mg/kg N
Mean
S.D.
2.5 mg/ke N
Mean
S.D.
Female Control N 10 10 10 10
Mean 78.5 26. 1 0.58 0.19
S.D. +7.8 +4.0 +0.09 £0.03
0.5 mg/kg N 10 10 19 10
Mean 79.8 26.5 0.65 0.22
S.D. +8.§ +3.2 +0.08 +0.04
2.5 mg/kg N 10 10 10 10
Mean 79.3 26.9 0.56 0.19
S.D. +11.9 +4.6 +0.06 +0.03
12.5 mg/ke N 10 10 10 10
Mean 80.4 27.0 0.63 0.21
S.D. +10.9 +4.0 +0.08 +0.03

Not significantly different from control.
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Study No.P030097
Table 14 Organ weighis

Male, Female, 52w
Group Final Brain Pituitary Thyroids Heart
Sex gnd body weight
0se
(g) (@ (g/100 gB.W.) (mg) (mg/100 gB.W.) (mg) {mg/100 gB.¥W.) (® (g/100 gB.¥.)
Male Control N [0 10 10 , 10 10 10 10 10 10
Mean 814.9 2. 41 0. 30 15.8 2.0 35 3.8 1.89 0.23
S.D. +145.4 +0.12 +0.04 +1.8 +0.2 +11.3 +£0.9 +0.25 +0.02
0.1 mg/ke N 8 8 8 8 8 8 8 8 8
Mean 792.5 2.41 0. 31 15.7 2.0 31.4 3.9 1.93 0.25
S.D £140. 4 +0. 08 +0.07 1.7 £0.5 +11.9 *I1.0 .19 +0.04
0.5 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 842.4 2.41 0.29 16.2 1.9 34.0 4.1 2. 05 0.25
S.D +136.1 +0. 07 +0.04 +£1.3 +0.3 +6.0 +0.8 +0.17 +0.03
2.5 mg/kg N 10 10 10 10 10 10 10 10 £
Mean 614. 2% 2.36 0. 39%x 16.8 2. 8% 28,7 4. 9% 1. 87 0. 31%%
S.D +97.3 +0.10 +0.05 +3.1 £0.3 +5.7 +0.9 +0.27 £0.03
Female Control N 10 10 10 10 10 10 10 10 10
Mean 423.2 2.17 0.54 27.9 6.6 24.0 5.7 1.15 0.28
S.D. +37.%2 £0.08 +0.12 +11.9 +2.3 +5.8 +1.1 +0.16 +0.04
0.5 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 441, 8 2.20 0.51 30,9 7.0 24.6 5.5 1.23 0.28
S.D +71.4 +0.09 +0.07 +16.5 +3.8 +8.7 +1.3 +0.16 +0. 04
2.5 mg/kg N 10 10 10 i0 10 10 10 10 10
Mean 481.0 2.18 0.47 32.8 7.1 27.6 5.9 1.23 (.26
S.D. +104.7 £0.06 +0.10 +13.6 £3.2 4.7 *1.1 +0.17 £0.04
12.5 mg/ke N g 9 g g 9 9 g 9 9
Mean 425.8 2.17 0.52 30.5 1.4 26.5 6.4 1.24 0.29
S.D. +71.4 +0.07 +0.08 +4.9 +2.4 +4.1 +1.4 +0.09 +0.03

%: PL0.05, #x: P<0.01 (significantly different from control).
Two males in the 0.1 mg/kg group and one female in the 12.5 mg/kg group died.
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$%: P€0.01 (significantly different from conirol).

One male in the 2.5 mg/kg group died.
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Table 13 - continued Organ weights
Male, Female, 13w

Group Kidneys Adrenals Epididymides Testes
Sex gnd
0se
(2 {(g/100 gB.W.) (mg) (mg/100 gB.¥.) (& (g/100 gB.¥.) (@ (g/100 gB.¥.)
Male Control N 10 10 10 10 10 10 10 10
Mean 3.30 0.62 57.1 10.8 1.39 0.26 3.46 0. 65
S.D. +0.28 +0.04 +7.0 +1.5 +0.14 +0.02 +0.28 +0.07
0.1 mg/kg N 10 10 10 10 10 10 10 ]
Mean 3.49 0.62 61.0 10.8 1. 39 0.25 3. 47 0. 62
S.D. +0.29 +0.02 +6.1 +1.0 +0.15 +10.02 +0.23 +0.07
0.5 mg/kg N 10 10 10 10 10 10 10 10
Mean 3. 64 0.67 58.0 10.7 1.24% 0.23# 3.3 0.61
S.D. +0.29 £0.06 +3.9 +0.8 +0.08 +0.02 +0.39 +0.06
2.5 mg/ke N 9 9 9 9 9 9 9 9
Mean 3.16 0. 70% 50. b* 11. 1.27 0.28 3.65 0.81%%
S.D. +0.45 +0.07 +5.3 +1.1 +0, 11 +0,03 +0,15 +0.07
Female Conirol N 10 10 10 10
Mean 2.12 0.70 66.0 21.8
S.D. +0.72 +0. 25 +7.8 +2.6
0.5 mg/ke N 10 10 10 10
Mean 1.93 0.64 66.5 22.1
S.D. +0.29 +0.07 +6.4 +2.4
2.5 mg/ke N 10 10 10 10
Mean 1.85 0.64 64.7 21.8
S.D. +0.11 +{.05 +6. 1 +2.5
12.5 mg/kg N 10 10 10 10
Mean 1.96 0.66 61.8 20.6
S.D. +0.15 +1{. 06 +6.7 +1i.6

$: PL0.05, #%: P<0.0t (significantly different from conirol).
One male in the 2.5 mg/kg group died.
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Table 13 - continued Organ weights
Male, Female, 13w

Group Ovaries Ulerus
Sex and
dose
(mg) (mg/100 gB.W.) (@ (g/100 gB.¥.)
Male Control N
Mean
S.D.
0.1 mg/kg N
Mean
S.D.
0.5 mg/kg N
Mean
S.D.
2.5 mg/ke N
Mean
S.D.
Female Control N 10 10 10 10
Mean 78.5 26. 1 0.58 0.19
S.D. +7.8 +4.0 +0.09 £0.03
0.5 mg/kg N 10 10 19 10
Mean 79.8 26.5 0.65 0.22
S.D. +8.§ +3.2 +0.08 +0.04
2.5 mg/kg N 10 10 10 10
Mean 79.3 26.9 0.56 0.19
S.D. +11.9 +4.6 +0.06 +0.03
12.5 mg/ke N 10 10 10 10
Mean 80.4 27.0 0.63 0.21
S.D. +10.9 +4.0 +0.08 +0.03

Not significantly different from control.
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Table 14 Organ weighis

Male, Female, 52w
Group Final Brain Pituitary Thyroids Heart
Sex gnd body weight
0se
(g) (@ (g/100 gB.W.) (mg) (mg/100 gB.W.) (mg) {mg/100 gB.¥W.) (® (g/100 gB.¥.)
Male Control N [0 10 10 , 10 10 10 10 10 10
Mean 814.9 2. 41 0. 30 15.8 2.0 35 3.8 1.89 0.23
S.D. +145.4 +0.12 +0.04 +1.8 +0.2 +11.3 +£0.9 +0.25 +0.02
0.1 mg/ke N 8 8 8 8 8 8 8 8 8
Mean 792.5 2.41 0. 31 15.7 2.0 31.4 3.9 1.93 0.25
S.D £140. 4 +0. 08 +0.07 1.7 £0.5 +11.9 *I1.0 .19 +0.04
0.5 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 842.4 2.41 0.29 16.2 1.9 34.0 4.1 2. 05 0.25
S.D +136.1 +0. 07 +0.04 +£1.3 +0.3 +6.0 +0.8 +0.17 +0.03
2.5 mg/kg N 10 10 10 10 10 10 10 10 £
Mean 614. 2% 2.36 0. 39%x 16.8 2. 8% 28,7 4. 9% 1. 87 0. 31%%
S.D +97.3 +0.10 +0.05 +3.1 £0.3 +5.7 +0.9 +0.27 £0.03
Female Control N 10 10 10 10 10 10 10 10 10
Mean 423.2 2.17 0.54 27.9 6.6 24.0 5.7 1.15 0.28
S.D. +37.%2 £0.08 +0.12 +11.9 +2.3 +5.8 +1.1 +0.16 +0.04
0.5 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 441, 8 2.20 0.51 30,9 7.0 24.6 5.5 1.23 0.28
S.D +71.4 +0.09 +0.07 +16.5 +3.8 +8.7 +1.3 +0.16 +0. 04
2.5 mg/kg N 10 10 10 i0 10 10 10 10 10
Mean 481.0 2.18 0.47 32.8 7.1 27.6 5.9 1.23 (.26
S.D. +104.7 £0.06 +0.10 +13.6 £3.2 4.7 *1.1 +0.17 £0.04
12.5 mg/ke N g 9 g g 9 9 g 9 9
Mean 425.8 2.17 0.52 30.5 1.4 26.5 6.4 1.24 0.29
S.D. +71.4 +0.07 +0.08 +4.9 +2.4 +4.1 +1.4 +0.09 +0.03

%: PL0.05, #x: P<0.01 (significantly different from control).
Two males in the 0.1 mg/kg group and one female in the 12.5 mg/kg group died.



Study No.P030097

Organ weights
Male, Female, 52w

Table 14 - continued
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Two males in the 0.1 mg/kg group and one female in the 12.5 mg/ke group died.

#%: P0.01 (signilicantly differeni from control).
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Organ weights
Male,Female, 52w

Table 14 - conlinued
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Two males in the 0.1 mg/kg group and one female in the 12.5 mg/kg group died.

$: P<0.05, #%; PL0.0! (significantly different from control).
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Table 14 - continued

. Organ weights

Male, Female, 52w

Study No.P030097

Group Qvaries Uterus
Sex and
dose
(mg) (mg/100 gB.¥.) (®) {g/100 gB.W.)
Male Control N
Mean
S.D.
0.1 mg/ke N
Mean
S.D.
0.5 mg/ke N
Mean
S.D.
2.5 mg/kg N
Mean
S.D.
Female Control N 10 10 10 10
Mean 67.0 16.0 0.97 0.24
S.D. *=17.0 +3.3 +0.25 +{.08
0.5 mg/kg N 10 19 10 10
Mean 62.12 14.3 0.96 0.22
S.D. +10.5 +4.4 +0. 24 +0. 06
2.5 mg/kg N 10 10 10 10
Mean 64.5 13.5 0,97 0.22
S.D. +32.6 +5.5 +0.26 +0.09
12.5 mg/kg N 8 8 9 9
Mean 60.9 14.3 1.03 0.25
S.D. +18.2 +2.5 +0.22 +0.08

Not significantly differenf from conirol.
One female in the 12.5 mg/kg group died. ) ) .
The ovaries in one female in the 12.5 mg/kg group were not weighed due to the dilatation of paraovarian bursa, prevents obtaining the actual evary weights.
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Table 15 Histopathological findings
Male, Female, 13w

Sex Male
Group and dose Control 0.1 mg/kg 0.5 mg/kg 2.5 mg/kg
Number of animals 10 10 10 9
Organs and {indings
-+t Total -+ H HE Total -+ 4 Total -+ H 4 Tolal
Digestive sysiem

Tongue NR(10) ()] (0 NR(9)

Esophagus (10) (0) (0) 9
Fibrosis,muscular layer S 1 0 0 1 9 0 0 0 0

Stomach NR (10) ()] 0 NR(9)

Duodenum NR(10) (0) (0) NR(9)

Jejunum NR{10) (0) 0) NR(9)

[leun NRCLO) (0) (0} NR(9)

Cecum NR (10) (0 0) NR(9)

Colon NR(10) (0) {0) NR(9)

Rectum NRCL0) (0) (0) NR{9)

Submaxillary gland NR(10) 0) 0) NR(3)

Sublingual gland NR(10) (0) 0) NR{(9)

Parotid gland NR(10) ) (0) NR(9)

Liver _ (10) (10) (10) )
Degeneration, hepaiocyte, fatiy, midzonal 0 0 0 0 0 5 1 0 0 1 10 0 0 0 0 5 0 0 © 0
Degeneration, hepatocyte, fatty, periportal w 6 0 0 0 10 0 0 0 0 w 0 0 0 0 9 0 0 0 0
Necrosis, hepatocyte, focal . 9 1 0 0 1 0 0 0 0 0 g 1 0 0 1 72 0 0 2
Hyperirophy, hepalocyte®, centrilobular 10 0 0 0 0 0w 0 0 0 0 T3 0 0 3 0 6 3 0 9%
Cellular infiliration, mononuclear cell 9 1 0 0 1 7 3 0 0 3 g 2 0 ¢ 2 g 0 0 0 0

Pancreas . (10) (0) (0 9
Atrophy, acinus, focal 10 0 0 0 0 0 0 0 0

Respiratory sysiem

Trachea NR(10) 0 (0 NR(9)

Lung ) (10) 0 0 )
Accumulation, foam cell,alveolus g 1 0 0 { 6 3 0 ¢ 3
Mineralization, artery 5 1 0 0 1 g8 1 0 0 l

Hematopoietic sysiem

Thymas (10) 0 0 )
Hemorrhage 0 0 0 0 0 g 0 0 0 0

Submaxillary lymph node NR(10) (0) ] NR(9)

Mesenteric lymph node NR(10) - (0) 0) NR(9)

$%: P0.0! (significantly different from control).

Grade sign: -, none; +, mild; ++, moderate; H+, marked.

NR: no remarkable changes.

1) with eosinophilic granular cyioplasm, )

Figures in parentheses are number of animals with {issues examined histopathologically.
One male in the 2.5 mg/kg group died.
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Table 15 - continued Histopathological [indings
Male, Female, 13w

-
\./

)

Siudy No.P030097

Sex Male
Group and dose Control 0.1 mg/ke 0.5 mg/kg 2.5 mg/ke
o Number of animals 10 10 10 9
Organs and findings
-+t +++ Tolal - 4+ 4t Total - 4+ 4+t Tolal -+ 44+ Total
Hematopoieiic system
Spleen NR(10) éog (1] NR(9)
Bone marrow (sternum NR(10) 0 (0 NR(9)
Bone marrow (femur) NR(10) 0 0) NR(9)
Cardiovascular system
Heart o ) (10) (0) : ) (9)
Cellular infiltration, mononuclear cell § 2 0 0 2 5 4 0 0
Aot ta NR(10) ()] 0] NR(D)
Urinary system
Kidney . (10) (0) ()] (9
Tubule, basophilic 0 6 0 0 0 8§ 1 0 ¢ 1
Cast,proteinaceous ) ‘ 9 1t 0 0 1 9 0 0 0 0
Cellular infiltration,pelvis,neutrophil 10 0 0 0 0 § 1 0 0 ]
Mineralization, coriicomedullary 1 0 0 0 0 9 0 0 0 0
Nephroblastoma 106 0 ¢ 0 9 0 0 0 0
Urinary bladder NR(10) (0) (0] NR(9)
Genital system
Testis NR(10) (0) (0) NR(9)
Epididymis NR(10) (0) (0) NR(9)
Prosiate _ ‘ (10) () 0 (9)
Cellular infiltration, mononuclear cell g8 2 0 0 2 T2 0 0
Seminal vesicle NR(10) 0 0 NR(9)
Ovary NA NA NA NA
Uterus NA NA NA NA
Vagina NA NA NA NA
Mammary gland NR(10) ) 0 NR(D)
Endocrine system
Pituitary NR(10) (0) (0 NR (9)
Thyroid . . (10) (0) (0) (9)
Remnant, ultimobranchial body 0 0 0 0 0 § 1 0 0 l

Not significantly different from control.

Grade sign: -, nonme; 4, mild(existeni of tumor); ++, moderate; +++, marked.

NR: no remarkable changes.

NA: not applicable. ] )

Figures in parentheses are number of animals with tissues examined histopathologically.
One male in the 2.5 mg/kg group died.
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Table 15 - continued Histopathological [indings
Male, Female, 13w

D

Study No.P030097

Sex Male
Group and dose Control 0.1 mg/kg .5 mg/ke 2.5 mg/kg
Number of animals 10 10 10 9
Organs and f{indings
-+ 44 +44 Total - 4+ + +H Tolal ++ +++ Total -+ +t +++ Toial
Endocrine system ;
Parathyroid NROIO) () () NR(9)
Adrenal (10) 0) 0) (9)
Hypertrophy, cortical cell, focal 9 1 0 0 l 8§ 1 0 ¢ !
Nervous system
Cerchrum _ (10) ) ) )
Dilataiion, lateral ventricle 9 1 0 0 1 0
Cerebellum NR(10) 0) (0 NR()
Medulla oblongata NR(lO; (Og {0) NR(D)
Spinal cord NR(10 (0 0) NR (9)
Optic nerve NR(IO% (0) 0) NR(9)
Sciatic nerve NR(10 0 0) NR(9)
Special sense organs
Eye NR(10) (0) @; NR(9)
Harderian gland NR{1D) )] {0 NR(9)
Musculoskeletal sysiem
M. biceps femoris NR(10) (0) 0) NR(9
Sternom NR(10) (0) (0) NR(9)
Femur NR(10) 0 0) NR(9)
Integumeniary system
Integument NR(10) Q)] 0 NR(9)

Not significantly differen! from conirol.

Grade sign; -, none; +, mild; ++, moderaie; +++, marked.

NR: no remarkable changes. ) ) A

Figures in parentheses are number of animals with fissues examined histopathologically.
One male in the 2.5 mg/kg group died.
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Study No.P030097

Table 15 - continued Histopathological findings
Male,Female, 13w

Sex Female
Group and dose Control 0.5 mg/kg 2.5 mg/kg 12.5 mg/kg
Number of animals 10 10 10 10
Organs and [indings
-+ 4 1+ Tofal -+ttt Total -+ ++ +H Total -+ 1 Total

Digestive system

Tongue NRCID) 0 (0 NR(10)

Esophagus (10) (0) () (10)
Fibrosis,muscular layer e 0 0 0 0 g 1 0 0 1

Stomach NR(10) (0) (0 NR(10)

Duodenun NR(10) (0) ) NR(10)

Jejunum NR(10) (0) (0) NR(10)

[leun NR (10) () 0) NR(10)

Cecun NR(10) (0) ) NR(10)

Colon NR (10) (0) () NR(10)

Rectum NR(10) (0) (0) NR(10)

Submaxillary gland NR(10) (0) 0) NR(10)

Sublingual gland NR(10) (0) 0) NR(10)

Parotid gland NR(10) (0) ) MR (10)

Liver ) (10) (0) (10) (10)
Degeneration, hepatocyte, fatly, midzonal 0 0 0 0 0 0 0 0 0 0 0w 9 0 0 0
Degeneraiion, hepalocyle, fatty, periportal 1 0 ¢ 1 10 0 0 ¢ 0 M 0 0 0 0
Necrosis, hepatocyle, [ocal ) 0 0 0 0 90 91 9 0 1 0 0 0 0 0
Hypertrophy, hepaiocyle®, centrilobular 0 0 0 0 0 0w o0 0 0 0 4 6 0 0 6%
Cellular infiliration, mononuclear cell 73 0 0 3 g 2 0 0 2 5 1 0 0 l

Pancreas _ (10) () ) (10)
Atrophy, acinus, focal 5 1 0 0 | 0 060 0 0 0

Respiratory sysiem

Trachea NR(10) (0) (0) NR(1O)

Lung ) (10) 0) 0) (1
Accumulation, foam cell, alveolus g 1 0 0 I ] 9 1 0 0 1
Mineralization, arfery 9 1 06 0 l § 2 0 0 2

Hematopoietic sysiem

Thymus (1 0) () (10)
Hemorrhage 9 1 0 ¢ 1 1w 0 0 0 ]

Submaxillary lymph node NR(10) (0) (0 NR (10}

Mesenteric lvmph node NR(10) 0) 0) NR(10)

$%: P<0.01 (significantly different from conirol}.

Grade sign: -, none; +, mild; ++, moderate; +++, marked.

NR: no remarkable changes.

1) with eosinophilic granular cytoplasm. ) _

Figures in parentheses are number of animals with tissues examined histopathologically.
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) Study No.P030097
Table 15 - continued Histopathological findings
Male, Female, 13w

Sex Female
Group and dose Control 0.5 mg/ke 2.5 mg/kg 12.5 mg/ke
Number of animals 10 10 10 10
Organs and {indings
-+ H o Total -+ b M Total -+ H 44 Total -+ HE Tolal
Hematopoietic system
Spleen NR(10) (Og o NR(1D)
Bone marrow (sternum) NRC10) (0 (0) NR(10)
Bone marrow (femur) NR(10) 0 (0) NR(10)
Cardiovascular sysiem
Heart o . (10) 0) 0 {10
Cellular infiltration, mononuciear cell w0 0 90 0 W 0 0 0 0
Aorla NR(10) () () NR(10)
Urinary sysiem
Kidney o (10 (0) O] am
Tubule, basophilic 1w 0 0 90 0 I 0 6 0 0
Cast,proteinaceous . ) 0w 0 0 0 0 19 0 0 ¢ 0
Cellular infiltration,pelvis,neutrophil 0 0 0 0 0 10 0 0 0 0
Mineralization, corticomedullary 9 1 0 9 i 1w 0 0 0 0
. Nephroblastoma g 1 0 0 1 0 0 0 06 0
Urinary bladder NR(10) 0) 0 NR(LG)
Genital system
Testis NA NA NA NA
Epididymis NA NA NA NA
Prosiate NA NA NA N4
Cellular infiltration, mononuclear cell
Seminal vesicle . NA : NA NA NA
Ovary NR(10) (1)) {0 WR(L0)
Uterus NR (10) (0) (0) NR(10)
Vagina NR(10) (0) 0 NRC10)
Mammary gland NRC10) (0) 0 NR(10)
Endocrine system
Pituitary NR(10) (0 (0) MR(10)
Thyroid . ‘ (10) 0) (0) {10
Remnant, ultimobranchial body 6 4 0 0 4 8 2 0 0 2

Not significantly differeni {rom control.

Grade sign: -, none; +, mild(existent of tumor); 4+, moderate: ++f, marked.

NR: no remarkable changes.

NA: not applicable. . o )

Figures in parentheses are number of animals with tissues examined histopaihologically.
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Histopathological findings
Male, Female, 13w

Table 15 - continued

)

Study No.P030097

Sex Female
Group and dose Control 0.5 ng/kg .5 mg/kg 12.5 mg/kg
Number of animals 10 10 10 10
Organs and findings
- 4+ 44 Total -+ 4+ Total -+ ++ +4++ Total -+ ++ +H Total
Bndocrine system
Parathyroid NRC10) () {0 NR (1)
Adrenal (10) 0) )] §1)}
Hypertrophy, cortical cell, focal w0 0 90 0 I 6 0 0 0
Nervous system
Cerebrum (10) (0 ()] (10)
Dilatation, lateral veniricle w0 6 0 0 M 0 9 0
Cerebel lum NR(10) () 0) NR{10)
Medulla oblongata NR(10) (0) (0) NR{10)
Spinal cord NR(10) (0) 0) NR(10)
Optic nerve NR (10) (0) (0) NR(10)
Sciatic nerve NR(10) 0) (0) NR(10)
Special sense organs
Bye NR(10) (0) (0) NR(10)
Harderian gland NR(10) (i) (0) NR(10)
Musculoskeleial sysiem
M. biceps femoris NR(10) (0 () NR(1D)
Siernum NR(10) (0) 0) NR(10)
Femur NR(10) (0) {0) NR(10)
Integumentary sysiem
Iniegument NR (10} 0 ()] NR(10)

Not significantly differeni from control.

Grade sign: -, none; +, mild; ++, moderale; +++, marked

NR: no remarkable changes.

Figures in parentheses are number of animals with {issues examined histopathologically.
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Study No.P030097
Table 16 Histopathological findings
Male, Female, 52w

Sex Male

Group and dose Control 0.1 mg/kg 0.5 mg/kg 2.5 me/ke
o Number of animals 10 § 10 10
Qrgans and findings
-+ + +4 Total - + 4+t 444 Total -+ +t +++ Total -+ 4 +H Total
Digestive sysiem
Tongue NR(10) ) 0) NR(10)
Esophagus NR (10) 0) (0) NR(10)
Stomach (10) (0) (0) (10)
Dilatation, glanduiar space,glandular stomach 9 10 0 1 8 2 0 0 2
Cellular infiltration, mucosa, glandular stomach, neutrophil 10 0 0 9 0 1 06 0 0 0
Duodenum NR(10) (0 (0) NR(10)
Jejunun NR(10) 0 gog NR(10)
Ileum NR(10) 0) 0 NR(10)
Cecun (10) (0) (0) (10)
Fibrosis,muscular layer 10 0 0 90 i} 00 0 0 0
Colon NR?@ 0 0 NR(10)
Rectum NR(10) 0) 0) NRC10)
Submaxillary gland NR(10) 0 (0) NR(10)
Sublingual gland NR (10) 0 €0) NR(10)
Parotid gland ) (10) (© 0 (10
Cellular infiltration, lymphocyle w 0 0 90 0 0 0 0 0
Liver ' _ (10) ®) (10) (10)
Degeneration, hepatocyte, fatly, periportal g 1L 1 0 2 6 0 2 0 2 0 ¢ 0 0 0 0w o ¢ 0 0
Degeneration, cystic 0 0 0 ¢ 0 6 2 0 0 2 § 2 0 0 2 6 4 0 0 4%
Necrosis, hepatocyie, focal ' g 1 0 0 1 8 0 0 0 0 7 3 0 0 3 6 4 0 0 4
Hypertrophy,hepaiocytel), cenirilobular 00 0 0 0 § 0 0 0 0 5 5 0 0 5% 2 7 1 0 8%%
Hematopolesis, exiramedul lary 0 0 0 0 0 § 0 0 0 0 10 0 0 0 0 0w 0 0 0 0
Focus, altered cell, basophilic 0 0 0 0 0 g 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Focus, aliered cell, clear 090 0 0 0 7 1 0 0 | 37 0 0 TH¥ 3 6 1 0 T4%
Dep0311 11p0fusc1n2’ hepatocyie 1w 0 0 90 0 8§ 0 0 0 0 1w 0 0 6 0 i 6 0 0 %%
Anglecta31s w 0 0 90 0 § 0 0 0 0 w o0 0 ¢ 0 1 0 0 I
Cellular infiltraticn, mononuclear cell 8§ 2 0 0 2 6 2 0 0 2 100 0 0 0 0 7 3 0 0 3
Adenoma, hepatocellular w0 0 0 0 0 § 0 0 0 0 0 o0 0 0 0 0 0 0 0 0

%: P€0.05, #%: PC0.01 (significantly different from conirol).

Grade sign: -, none; +, mild(existent of fumor): ++, moderate: +++, marked.

NR: no remarkable changes

1) with eosinophilic granular cytoplasm.

2) identified by Schmor! method, Berlin blue staining and Hall method.

Figures in parentheses are number of animals with tissues examined histopathologically.
Two males in the 0.1 mg/kg group died.
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Table 16 - continued Histopathological findings
Male, Female, 52w

Sex Male
Group and dose Control 0.1 mg/kg 0.5 mg/ke 2.5 mg/ke
o Number of animals 10 8 10 10
Organs and findings
-+ 4+ttt Tolal -+ 4+t Total -+ 4t +t+ Tolal -+  H +44 Total
Digestive sysien
Pancreas . (10) () () (10)
Atrophy, acinus, focal 0 0 0 0 0 g 1 0 0 1
Hyperplasia, acinar cell, focal § 2 0 0 2 7 3 0 0 3
Cellular infiliration, lymphocyte w 0 0 0 0 0 0 0 ¢ 0
Fibrosis, islet 9 1 0 0 | 0 0 0 0 0
Respiratory system
Trachea o . _ ) ) (10) () (o (10)
Cellular infiltration, lamina propria,neutrophil I 0 0 0 0 0 0 0 ¢ 0
Lung (10) 0) ()] (o
Accumulalion, foam cell, alveolus 7 3 0 0 3 4 5 1 0 6
Pneumonia, aspiralion 1w 0 0 0 0 g 1 0 0 1
Mlnerallzatlon artery 6 4 0 0 4 5 5 0 0 5
Hematopoietic system
Thymus 1 0 ()] (10)
Atrophy | L 1 9 9
Submaxillary lymph node NR(10) 0 0 hR(lO)
Popliteal lvmph node (1 0 (0) {1
Proliferation,plasma cell 0 1 0 0 1 ¢ 1 0 0 1
Mesenteric lymph node NR(10) 0 0 NR(10)
Spleen (10) 0) 0) (10
Thickening, capsule g 1 0 0 1 0 0 ¢ 0 0
Hematopoiesis, exiramedullary 0 0 0 0 0 0 0 0 0
Deposit, pigment, red pulp, brown I 0 0 0 0 0 0 0 ¢ 0
Bone marrow (siernum) (10) 0 0) {10)
Atrophy, focal 10 0 0 0 0 W 0 0 ¢ 0

Not significantly different from control.

Grade sign: -, none; +, mild; ++, moderate; ++, marked.

NR: no remarkable changes

Figures in parentheses are number of animals with tissues examined histopaihol oglcall
Two males in the 0.1 mg/kg group died.
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Table 16 - continued Histopathological findings
Male,Female, 52w

Study No.P030097

Sex

Group and dose

o Number of animals
Organs and findings

0.1 mg/kg

0.5 me/kg

2.5 mg/kg

8

10

10

+ ++ Tolal

t+ +++ Total

H +++ Tolal

+ ++ Total

llematopoietic syslem
Bone marrow ({emur)
Atrophy, [ocal
Hematopoiesis, increased

Cardiovascular system
Heart

Cellular infiftration, mononuclcar cell

Fibrosis, myocardium

Aorta

Urinary system

Kidney .
Hyperplasia, epithelial cell, tubule
Hyperplasia, transitional cell, pelvis
Tubule, basophilic
Cast,proteinaceous
Hemorrhage, pelvis
Cellular infiltration, mononuclear cell,pelvis
Cellular infifiration, mononuclear cell,corfex
Cellular infiltration,pelvis,neutrophil
Cellular infiltration, cortex,neutrophil
Cellular exudation,pelvic cavily,neutrophil
Mineralization,papilla
Mineralizaiion, pelvis

Urinary bladder
Cellular infiltralion, muscular layer,neutrophil

—
—

[ r RN |
W CAD
oA

—_——
—
]
~—

—_—
e WO WooRW T OO

s
ot CD e (O bt IND WD bt i o D SO

— D D D D — e DS

—

RO OO OO DI OO~
. <
o

[l OO OoOoOMmomanr oo

[y
—_—

(0

(0

(0)

0

0

(0)

(0

()

)

(0

10
10

[e sl rl

[ )

[SC-T

= COMRPaD h COCD DD SO CD

=3 =1
= oo
[P S

OO OO O OO D~
iy
o2
T

—
=]
~
L] [ ool 3 el o J e 3 s Y s i i B o s
[ OO OO OO O

Not significantly different from conirol.

Grade sign: -, none; +, mild; ++, moderaie; +++, marked.

NR: no remarkable changes.

Figures in parentheses are number of animals with {issues examined histopathologically.

Two males in the 0.1 mg/ke group died.
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Study No.P030097
Table 16 - continued Histopathological [indings
Male, Female, 52w

Sex Male
Group and dose Control 0.1 mg/ke 0.5 meg/kg 2.5 mg/kg
o Number of animals 10 8 10 10
Organs and findings
-+ HFHH Total -+ H o Total -+ H M Total -+ H FH Total

Genital system
Teslis
Atrophy, seminiferous tubule 10
Hyperplasia, levdig cell, focal 10
Epididymis
Decrease, sperm, lumen
Cellular infiltration, mononuclear cell
Prostate
Atrophy
Hemorrhage 1
Cellular infiltration, mononuclear cell
Seminal vesicle
Ovary
Dilatation,ovarian bursa
Cysi
Uterus
Metaplasia, epithelial cell, gland, squamous
Polyp, endomeirial siromal ’
Vagina ) ) ) NA NA NA
Degeneration, epithelium, mucous
Mammary gland (10) () 0 (10)
Hyperplasia, lobular 10 0
Ecilasia, alveolus/duct 19
Adenoma 10
Fibroadenoma 10
Adenocarcinoma 10
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Not significantly different [rom control

Grade sign: -, none; t, mild(exisient of tumor): ++, moderate; +++, marked.

NR: no remarkable changes.

NA: not applicable. S )

Figures in parentheses are number of animals with lissues examined histopathologically.
Two males in the 0.1 mg/kg group died. .



911

) ) ) )
Study No.P030097

Table 16 -~ continued Histopathological findings
Male, Female, 52w

Sex Male
Group and dose Control 0.1 mg/kg 0.5 mg/kg 2.5 mg/ke
o Number of animals 10 8 10 [0
Organs and findings .
-+ H +++ Total -+ +t 44 Total -+ 4+ttt Total -+t 4 Ht Total
Endocrine sysiem
Pituitary ' (10 (0 () (10)
Hyperplasia, anierior lobe 7 3 0 0 3 1w 0 ¢ 0 0
Cyst,anterior lobe 0w 0 0 0 0 g 1 0 0 ]
Thyroid . (10) 0 ] (10}
Hyperplasia, C cell o o 0w o0 0 0 0 w 0 0 0 0
Deposii,mailerial, interstitium, eosinophilic 10 0 0 0 0 9 + 0 0 1
Remnant, uliimobranchial body 9 1 0 { g 1 0 0 1
Parathyroid NR(10) () o) NR(10)
Adrenal _ (10) (0 () (10}
Hyperirophy, cortical cell, focal § 2 0 °0 2 T3 0 0 3
Ilyperplasia, cortical cell, focal 9 1 0 0 l g 1 0 0 |
Angiecctiasis 1 0 0 0 0 w ¢ 0 0 1
Nervous system
Cerebrum NR§1D) (0 (0] NR(10)
Cerebellum NR(10) (0) (0) NR(10)
Medulla oblongata NR (10) (0) 0 NR(10)
Spinal cord NR(10) (0) {0} NR(10)
Optic nerve NR{10) (0) (0) NR(10)
Sciatic nerve NR(10) (0) (0) NR(10)
Special sense organs
ye NR (10) (0 (0 NR(10)
Harderian gland ‘ (10) (0) (0) (10)
Cellular infiltration, lymphocyte 0 0 0 0 0 1w 0 0 0 0

Musculoskeletal sysiem
M. biceps femoris NR(10) 0 (0) NR(LO)

Not significantly different from conirol

Grade sign: -, none; 4, mild; ++, moderate; +++, marked.

NR: no remarkable changes

NA: not applicable. ) _ ) )

Figures in pareniheses are number of animals with tissues examined histopathelogically.
Two males in the 0.1 mg/kg group died.
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i Study No.P030097
Table 16 - continued Histopathological findings
Male,Female, 52w

Sex Male
Group and dose Conirol 0.1 mg/ke 0.5 mg/ke 2.5 mg/kg
Number of animals 10 8 10 10
Organs and findings
- 4t Total -+ 4 M Total -+ M HH Total - 4+ HH Total
Musculoskeletal sysiem
Sternum NR(10Y )] (0) NR(10)
Femut NRCI0) 0 (0) NRC10)
Integumentary system
Integument NR(LO) (0 (i) NR(LO)
Others :
Exiremity _ (5) (0) ) (1)
Ulcer, hind! imb 0 4 1 0 5 0 0 1 0 1

Not significantly different from control.

Grade sign: -, none; +, mild; ++, moderaie; +++, marked.

NR: no remarkable changes. ) _ ) ) _

Figures in parentheses arc number of animals with tissues examined histopathologically.
Two males in the 0.1 mg/ke group died
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Table 16 - continued Histopathological findings
Male, Female, 52w

Sex Female
Group and dose Control 0.5 mg/kg 2.5 mg/kg [2.5 mg/ke
. Number of animals 10 10 10 9
Organs and findings
-+ # 4t Total -+ 4+ H+Tolal -+ 4+ H Total -+ + 1 Total
Digestive sysiem
Tongue NR(10) (0) (0) NR(9)
Esophagus NR(10) (0) (0) NR{9)
Stomach (10) () (0) 9
Dilatation, glandular space,glandular stomach w 0 0 0 0 g 0 0 0
Cellular infiltration, mucosa, glandular siomach, neuirophil 10 0 0O 0 0 0 0 1
Duodenum NR(10 (0) 0 NR{9)
Jejunum NR(10 (0 (0) NR(9)
Ileun NR(10 (0) 0) NR(9)
Cecum : (10) 0 () ©)
Fibrosis, muscular layer 0 0 0 0 0 § 1 0 °0 1
Colon NR(10) EO) 0 NR(9)
Rectum NR(10) 0) (0) NR(9)
Submaxillary gland NR(10) (0) (0) NR (9}
Sublingual gland NR(10) 0) ()] NR(9)
Parotid gland ‘ (10) (0) (0 )
Cellular infiltration, lymphocyte 10 0 0 0 0 § 1 0 ¢ 1
Liver . _ (10) (0 (10) )
Degeneraiion, hepatocyte, fatty, periporial § 2 0 0 2 0 0 0 0 0 $ 0 0 0 0
Degeneration, cystic 0w 0 0 0 0 w o0 0 0 0 9 0 0 0 0
Necrosis, hepatocyte, focal ) 82 0 0 2 0 0 0 0 O 9 0 0 0 0
Hypertrophy, hepatocyte*, cenirilobular 10 0 ¢ 0 0 0 0 0 0 0 o 4 0 0 4
Hematopoiesis, extrameduilary 8§ 2 0 O 2 w o0 0 0 0 9 0 0 0 0
Focus, aliered cell, basophilic 6 4 0 0 4 8 2 0 0 2 T2 0 0 2
Focus, altiered cell,clear 0w 0 0 0 0 0 0 0 0 0 g9 0 0 0 0
Deposit, lipofuscin®, hepatocyle 100 0 0 0 -0 0 0 0 72 0 0 2
Angiectasis 10 0 0 0 0 10 0 0 0 90 g ¢ 0 0 9
Cellular infiltration, mononuclear cell I 0 0 0 0 10 0.0 0 0 8 1 0 0 |
Adenoma, hepatocel lular w 0 0 0 0 w ¢ 0 0 0 8 1 0 ¢ 1

£: P<0.05 (significantty different from control).

Grade sign: -, none; +, mild{existent of tumor); ++, moderate; ++, marked

NR: no remarkable changes.

1) with eosinophilic granular cytoplasm. o

2) identified by Schmorl method, Berlin blue staining and Hall method

Figures in parentheses are number of animals with tissues examined histopathologically.
One lemale in the 12.5 mg/kg group died
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Table 16 - continued Hisiopathological findings
Male, Female, 52w

Sex Female
Group and dose Control 0.5 mg/kg 2.5 mg/ke 12.5 ng/kg
o Number, of animals 10 10 10 9
Organs and findings
- 1 1t $+t Total -+t Total -+t 1+ Tolal -+ + Ht Total
Digestive sysiem
Pancreas ‘ (10) Q) (0) (9
Atrophy, acinus, focal 9 1 0 0 I 9 0 0 0 0
Hyperplasia, acinar cell, focal 0 0 0 0 0 9 ¢ 0 0 0
Celtular infiltration, lymphocyte 0 0 0 0 0 g 1 0 0 1
Fibrosis, islei 0 0 0 0 0 g 0 0 0 0
Respiratory system
Trachea o _ ] _ . (10) ) (0 (9
Cellular infiltration, lamina propria, ncutrophil 0 ¢ 0 0 0 : § 1 0 0 1
Lung ) (e ()] ()] ()]
Accumulation, foam cell,alveolus 6 4 0 0 4 5 4 0 0 4
Pneumonia, aspiration W 0 0 0 0 9 0 0 ¢ 0
Mineralization, artery 9 1 0 0 l 7 2 0 @ 2
Hematopoietic sysiem
Thymus (10) 0 () (9
Atrophy 1 &8 1 0 9§ 0 7.2 0 9§
Submaxillary lymph node NR(10) (0) (0 NR(9)
Popliteal lymph node ()] 0) 0 : ()
Proliferation, plasma cell
Mesenteric lymph node NR (10) () ) NR(9)
Spleen - (10) (0) (0) ©
Thickening, capsule 0 0 0 0 0 g 0 0 0 0
Hematopoiesis, extramedullary § 2 0 0 2 & 1 0 0 1
Deposit,pigment, red pulp, brown 5 1 0 0 [ T 0 0 2
Bone marrow (s{ernum (10) 0 )} )]
Atrophy, focal 0 ¢ 0 ¢ 0 § 1 0 ¢ 1

Not significantly different from control.

Grade sign: -, none; +, mild; ++, moderate; +t+, marked.

NR: no remarkable changes. i S

Figures in parentheses are number of animals wiih tissues examined hisiopathologically.
One female in the 12.5 mg/kg group died.
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Table 16 - continued Histopathological [indings
Male, Female, 02w

\\ Sex Femal
Group and dose Control 0.5 mg/kg 2.5 mg/kg 12.5 mg/ke
Number of animals 10 10 10 9
Organs and findings
-+ bbb Total -+ H b Total - 4 M HH Total - 1 H HH Total
Hemalopoietic system
Bone marrow (femur) o am () (0) )
Atrophy, focal 10 6 0 0 0 g 1 0 0 1
Hemaiopoiesis, increased 9 1 0 0 1 9 0 0 0 0
Cardiovascular system
Heart _ _ (10) (0) () (9)
Cellular infiltration, mononuclear cell 9 1 6 0 1 7T 2 4 0 2
Fibrosis, myocardium 6 0 0 ¢ 0 g 1 0 0 1
Aorta NR (10) () (0 NR(9)
Urinary system
Kidney o (10} (0 ) )
Hyperplasia, epithelial cell, tubule 10 0 0 ¢ 0 8 1 0 0 1
Hyperplasia, transitional cell,pelvis 1 0 ¢ 0 0 8 1 0 0 1
Tubule, basophilic 0 0 0 ¢ o0 7 2 0 0 2
Cast,proteinaceous 1w 0 0 0 0 8 L 0 0 l
Hemorrhage, pelvis . w 0o 0 0 0 g 0 0 0 0
Cellular infiltration, mononuclear cell,pelvis 9 [ 0 ¢ 1 9 0 0 0 0
Cellular infiliration, mononuclear cell, cortex 0 0 0 0 0 g L 0 0 1
Cellular infiltration,pelvis,neutrophil I 06 0 0 0 § 1 0 0 l
Cellalar infiltration, cortex,neuirophil 9 1 0 ¢ 1 9 0 0 0 0
Cellular exudation, pelv1c cav1ty neufrophil 9 1 ¢ 0 1 § 1 0 0 1
Mineralization, papll} 7 3 0 ¢ 3 § 1 0 0 |
Mineralization, pelvis T3 0 0 3 g 1 0 0 1
Urinary bladder . ' (10 (0) ) )
Cellular infiliration, muscular layer,neutrophil 10 0 0 0 S 0 0 0 0

Not significantly different from conirol.

Grade sign: -, none; +, mild; ++, moderate; ++, marked.

NR: no remarkable changes

Figures in parentheses are number of animals with tissues examined histopathologically.
One female in the 12.5 mg/kg group died.
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Table 16 - continued Histopathological findings
Male, Female, 52w

Sex Female
Group and dose Conirol 0.5 mg/kg 2.5 mg/kg 12.5 mg/ke
Number of animals 10 10 10 9
Organs and findings
-+ bt Total -+ bt Total -+ b Total -+ Total

Genital system
Testis : NA NA NA NA
Atrophy, seminiferous tubule
Hyperplasia, leydig cell, focal
Epididymis NA NA NA NA
Decrease, sperm, lumen
Cellular infiltration, mononuclear cell
Prostate
Atrophy
Hemorrhage
Cellular infiltration, mononuclear cell
Seminal vesiclce
Ovary _
Dilatation, ovarian bursa |
Cyst
Uterus
Metaplasia,epithelial cell, gland, squamous
Polyp, endometrial siromal
Vagina ) ) )
Degeneration, epiihelium, macous
Mammary gland
Hyperplasia, lobular
Ectasia, alveolus/duct
Adenoma
Fibroadenoma
Adenocarcinoma

-
g

NA NA _ NA

NA NA NA
(0 (0 {9)
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Not significantly different from conirol.

Grade sign: -, none; +, mild(existent of tumor); t+, moderate; ++t, marked.

NR: no remarkable changes

NA: not applicable. ] o ) .

Figures in parentheses are number of animals with tissues examined histopathologically.
One female in the 12.5 mg/kg group died.
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Table 16 - continued Hisiopaihological findings

Male, Female, 52w
Sex Female
Group and dose . Control 0.5 mg/ke 2.5 mg/kg 12.5 mg/ke
Number of animals 10 10 10 9
Organs and findings
-ttt Total -+ R Tolal -+ b+ Total -+ H HH Total
Endocrine sysiem
Pituitary . (10) ) (0) (9)
Hyperplasia, anierior lobe. T3 0 0 3 6 3 0 0 3
Cysi, anterior lobe 0 0 0 0 0 9 0 0 0 0
Thyroid . (10) ) )] 9
Hyperplasia, € cell o ) o 0 0 0 0 0 § 1 0 0 1
Deposit,material, interstitium, eosinophilic 0 0 0 9 0 0 0 0 0
Remnant, ultimobranchial body § 2 0 0 2 § 1 0 0 1
Parathyroid NR(10) 0 (0) NR(9)
Adrenal _ (10) ) (0) 9
flyperirophy, cortical cell, focal g8 2 0 0 2 T2 00 2
Hyperplasia, cortical cell, focal 6§ 4 0 0 4 g 1 0 0 ]
Angiectasis 6 4 0 0 4 &8 1 0 0 I
Nervous systenm
Cerebrum NR(IO% o () NR(9)
Cerebellum NR(10 (0) (0) NR(9)
Medulla oblongata NR%IO) (0) (0) NR$9)
Spinal cord NR(10) (0) {0) NR(9)
Optic nerve NR(10) (0) (0 NR(9)
Sciatic nerve NR(10) (0) 0 NR(9)
Special sense organs
ye NR(10) o) )] NR(®)
Harderian gland , (10) ) ) 9
Cellular infiltration, lymphocyte 1 0 0 0 0 § 1 0 |

Musculoskeletal system
M. biceps femoris NRCLO) ()] () NR{9)

Not significantly differen{ {rom conirol.

Grade sign: -, none; +, mild; ++, moderate; +++, marked.

NR: no remarkable changes. ) ] )

Figures in parentheses are number of animals with iissues examined hisiopathologically.
One female in the 12.5 mg/kg group died.
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Table 16 - continued Histopathological findings

Siudy No.P030097

Male,Female, 52w
Sex Female
Group and dose Control 0.5 mg/kg 2.5 mg/ke 12.5 mg/kg
Number of animals 10 10 10 9
Organs and findings
-ttt Total - bt HH Total -+ b Total -+ 4 $H Total
Musculoskeletal system
Siernum NR(10O) (0) (0) NR(9)
Femur NR(10) 0 (0) NR(9)
Integumentary systen
Integument NR(10) ) 0 NR(9)
Others
Extremity (1) () o 2
Ulcer, hindlimb ¢ 1 0 0 1 0 2 0 0 2

Not significantly different f{rom control

Grade sign: -, none; +, mild; ++, moderate; ++f, marked.

NR: no remarkable changes

Figures in parenthescs are number of animals with tissues examined histopathologically.

One female in the 12.5 mg/kg group died.



	表紙
	目次
	要約
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-29T19:17:54+0900
	National Institute of Health Sciences




