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ELREDEMFRREER CBGETREBRICRIETEEII DWW TR TS EM T, (LF
ETAMHA RTAVKOOECD 7 A MFA KT AV 407 #5E 2 8 BREIREROKRSE
HERBRZEE L7,

5 BERDHED Crl:CD(SD) 7 v MIa— U HICIEfE S ¥ bREEY 1. 7. 14 XX 28 H
MEHRERORES Lz, #5AEIZ0 (=—2H) . 20 K100 mgkg/day & L. 1. 7&K
U 14 BEBRERICEIT VT 74 FERCIZ 1 BEDH70 408, 28 HEREBICITI 1 BEbT-
O SICEER Lz, #5HRAFIIEFII OV T—RRESE, AERERUEBEERELIT
W, BREHBRETRIC COJ0, BE T ARRERT Tk 258 L/- %28 LT, mERE. B
BEMRER VEGEFEREET OO ORBHERZER Lz, AT, 28 ARSI
WTIE, BEHMPICFEHR —RREBBER OHEIERE 21TV, BEREBEEEOZBRICEZE
WL TRBEZITo T,

—RAIRFEBLEE TIE. 100 mg/kg BE THRHE, BREBE T ROWREEL A LI,

SERR /R — MR BRI R T 100 my/kg BE THEEMN & H iz,

EETIZ 100 mgkg HETHEE 3 B BILEERALNZ,

BEEETIE 20 RN 100 mgkg BT E 3 B BIZEER A LN,

MR ACFRIEE TIZ, 100 mgkg BT 7 BRERE% D ASTRUALT OEE. 14 B
BRERIZZVTF=RUREI L E L OEE, 28 HEHE%IZ BUN OSFEN RS-,

SBEERTIL, 20 myke BET 7 B R 5H b FFIROWEH R A EEOSE. 100 mgke
BT 1 E&RE5%» 6 RO R A EEORENR L ST,

FIFR T, 20 mg/kg #ET 7 BHARESHZ N OIFBOER, BEROVNEREDOTEEL. 100
mg/kg FET 1 EREENDIFBOER, 7 AMBEEL» SIFEROIEER OVNEREDBETEL
PH BT, ,

TREEAAREFEIRAE TId, 20 mgkg BT 1 ER 5% 0 5 FFig O /N ZE b UERFH RS P2,
7 BREIREEOIFRO/NAZFE, 14 BRERES D LIFBEOE A 5ZUEM, 100 me/ke B
T 1 E&REED DIFRO/NER ORISR, NSO B EE T O/ NEE LM
FFAlfaKIEZEME, 7 BEBRES%D O FIRO/NEFER OF RS EUSEMA 2 ST,

BEERE., REBEEXOLBEFIRE CIIEBRMERSICL2BBIIL N2 1o T,

UEDLERY, FRBEHFTIZEWTHEMKEOREIZL Y, REHHOWED S
~OBMEEENED DI, BIE~DOBE R UKL ASRIE 17,
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' Cl—+—Cl

Cl

CCl4
153.82

99.8% (GC)

BRI E 1 THEE 100%E LTER -7,

e) WELFEAIMER

ERE 12.2 kPa/20°C
XKERRE (AR B TEFIz»
1-479) VK EAREL  logPow=2.64
2 -23°C
R 76.8°C
FIRICRIT AR EGEFROKE
ZEM HICEOVEET S
BT DVRME  (RRRME)
B BRRE (BN
5 )= R TERIT 31
CIFNT—T)L B 6D TIET R

b =
w =
f) HFESME

1.597 (20/20°C)
1.594 g/mL (20°C)
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REBRERF OB OBERIL 5 B, FEHFEIL 1303~1572g TH Y, 2BI0KERS
EOFIEEL20%DFEEANTH D Z L 2FER LT,
FBERE

L. B - BT 280 2FAEHE 28 LT, 1B 21~25°C, HRHRE 40~
70%. HASUEIE 10~15 [EI/EERE], BRI A 7 v 12 BERARIME (7 BT, 19 BEVSAT) 1o
LIENI T =V AT LAOFEBE RESETIIREE 1. BEKTRIZATE 1) INE
Uiz, BEROHEMEEDEREILX, Z2h 22.7~23.4°C R 503~61.9%Th o7,

TV, BOTENIAT UV RABERER S — (W260xD380xH180 mm) . EEA T4
AT UV ABEHER T —Y (W165xD300xH150 mm) %/ L7,

AT R TR R OB T RIS L B T IR 2 EOBEE TR LT,
SO, BT ENOMIIEICRHTABICOLRIE L, REE. r—URUT v
I, BOURRIIRBR L., 72, V774 b (1, 7RO 14 BREBRER) 100\ CIfE
FIEICWHE T ABICL T v 7 2 LT,

FEHIERER MF (7Y FES 130515, U = X AEERTE) %, SEbkizE B
EAGEAITHARIG COERRED 3~5 ppm & 25 L 5 \TREEERET Y v A (P
—T7 Y7 R) ZIRMULIKEZ, TNENEBERS ¥, FROESHEEMIIA— 7
L—7E (121°C, 30 5f) LEborzrnEnERLE,

FRHI, RS G RAOSITT — & 2 AF L KERERETTEWEREIED
BER OEAEDIEIMEIRE] (1979) 2BE|12, YRBHER CED-EEERNTHLS - &
TR LTy hEEA LR,

FEKIZOWTIE, BESBE D DKEEEICET 44 (EAEEELEEE 101 2)
ICER L /AKEREBEZFE2EOHEECTERL TR Y BMATINCAE L-REREER D
BERBEEERE TICAFLIRERRN, AEFOEELH - L TVA I L2 HRE L,
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15. REBEFHEE

15.1

152

153

BHEYEORERE
EREARRL LT, SRBEHRT /MELREOT v MBI 7 BRRERDHS
=R FRBES P12-0108. JEGLP HE) 2EM L7z, AERERBTII=—HT
PR Lo EBRWEREY . £ 3IEO 5 BEO Crl:CD(SD)#ES v Rz 0, 50, 100, 250 K,
500 mg/kg/day DRET 7 BAERRS L, REFET I —RRERBEROEERE LT
W, m&RE 1 BRICEBRUOBEEEAEZTo7z, TORKEE, 250 mgkg UL EOBET
FEOEREHEMRZ LN, HREENE LWVEELTRLEZ E936, 250 mgke/day % 28
AERERET S LS CEOERREEYENRRAT A AEEN LD L E LT, —
7. 100 mg/kg FEIZRBWTIFBOEESE. BAROBENED bR, —FKER
MEEIZIZEZR B LR 10722 L5, 100 mgkg/day % 28 ARERERSE LT LA
RACEOCEELREMEEIIRBA L2V EE LT,
L722i- T, AR TIL 100 mg/kg/day mAE L L, EAEL LT 20 mg/kg/day 5%
E LT,
BEMERK
WEOERERLE LT 2 AERERT M. R0 2 R 5T 2 BETBELRE LT,
Fio. BEEEREROERERIC, 1, TRV 14 BRRERICHIT AT 514 MNEP R
Tz PAF. AT REEIREE L o8 5,
T T4 MEOREHEFOBEREIET —# 1%, 28 BRBREREICED TR Ho
776

—— BEHE | BRERE %&%’é%%‘ﬂzﬁ EULY/Ex

(mg/kg/day) | (mL/kg) | BE(WNV%) (B EE)

e (1 [ERS) 0 5 0 4(1- 4
EAEXTEE (7 BRE®RS) 0 5 0 4(5- 8)
BAKTR (14 BRI S) 0 5 0 4(9 -12)
AR (28 B REI®RS) 0 5 0 5(13 - 17)
EAE (0 EE&E) 20 5 0.400 4(18 - 21)
BFHEZ (7 BRE®RS) 20 5 0.400 4(22 - 25)
wIEAE (4 BERE) 20 5 0.400 4 (26 - 29)
B | IEAE (28 HHE®RS) 20 5 0.400 5(30 - 34)
¥ &SRE (E&S) 100 5 2.00 4 (35 - 38)
2 5HE 7 EE®S) 100 5 2.00 4 (39 - 42)
SHE (14 B’ E) 100 5 2.00 4 (43 - 46)
=HAE (28 BRE®RES) 100 5 2.00 5(47 - 51)

BE5K

a) WEHRWEIROFABE NMRE
HHRMELTESR, o—VBEML TEBRE LI, 70%. a—VHEENzT
AL 2.00 W% DEBMERZ AR Uiz, & HIT, 2.00 wA% DB E ik O —E 25

-10 -
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BRL, a—UHZMATHIRL, 0400 wh%DHBEME R 2 TR L 7=,

AR LS REOHBYEREVBREICAVAEEIEME TS RBBE L VICF
NIV L, RBRERREORSBE 712 THRT (ERUE 1~10°C, FA&HE 1~
10°C) THRE LT, #HBRWERITARE 11 BUNICER L=,

N TRE LT B RE DR ERE CIEEIL. F R E B TRV ERER RS
SR LIWMOHL, HEEE TERETER LB SICHWE,

b) WERMEIR DL E M DHERR

5.00 J T8 0.0500 wh%DHEBEMEROBFTRE TOREMELZ, YRBERICHB VT
X02-0269 TH A7 ux 757 4 —BENHE (GCMS) 12X DHER Lz,

METERE TR 13 BRICEIE LB EREDN., AUEZOREEEICH L 5.00
K Tr0.0500 wh%DHEBEEIR TENTI 96.9% K T8 97.3% & 100£10%LINTH 7= =
L, RESBFT TR HEXETHD Z EBER SN,

o) BREICAVIHERYEROERERER

FIENZFREL L 72 2.00 KT 0.400 wv%DHBRME TR ODTRES OREY . YRS
123 T X02-0269 T GC/MS iZ L W FESR L=,

BIE U7 ERE DB EMIZE L 2.00 T 0.400 wh%DEBRHER CEHZh
97.5% K% T 97.3% & 100£10% AN TH - 72728, BENZHERCx /- L ¥E L TS50 E
Ayt

154 & &

107, 143328 BHEEH 1 H, @mulRO®RE Lz, ®5129:11~10:49 [2fFo 7=,
BEIZIERT b T =T (TAE) EROMTEERE (FAE) 280, BEL
TeEATDEEZEIZ, Sml/kg THE LT,
155 —RiREEEE
REHTIIER 3 B (B5A. BH5EE~] BEG. 85 0~6 BEK) | LEES
O—REEZEE LT,
15.6 FEM7z—MeREEEER
28 BEBEEIIOWT, REFMHANC 1 B, H5HERIIE | BOBEE CREDEE
TEE L, RERBRGEOBENIEYICEAE REBWEE) »EMT. B8O
ZITo-t, BBRENHBITER2VINE (B8E) TfTo.

F=UMBLBY | S VIFEREANTHS, 8% 5 —UMMIE D HE ORI (1
HIBORE | LBERUEE) &, 237 VUL 7 BT
GRERVCEEETOFE, HEORE (IE, BOBENLRUES
BAD . KERUHECE (FE. BRROFT ./ —¥) | BOE
B R, BEREHRVEBAE) | MERUOY UM OEEL S5
% 90 cmx60 cm DB S FIT 1 4RLLE (5 45 LLRN) [ERSNEAT
TU—FRTO | BB, R, BTORE, RN, BE - 85 8. XA
TEIDEIER BRUEEITEOEELEER

| DREOHEEE (Zo¥) RUSERER (ROT7—AEK) 2HE

FlIZE o TOEE
A T
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15.7 HEERE

28 BRZFEEHIZOWT, #5488 (®52388) IC1E, RKEOEEZREL,
FOSHE R OB /3557872 — IR IEEL R L R BRE N HRI TERVWRETRE L,

_— BRI 3 cm (TR — A OB EE ST A PERF L EOR
* s RRoT ) v ST

B R O|FEETEEZRLLELEORIEE R IT U VI ETHHE
FIGHE | B B (REAYITRED 13 BREMAIZEEATR & ORISR BE

ARG |IRE2FTBo%, BILICEERZ Y T EORISOEELEE
ZH K30em DEmEI D, BOEEE LIC LIREETE L LD

EmRE | BERSOFRYEE

P— BHA—FFGC2 (AT 4 R) AV, BIRRUEEOEHY 2

EIEIE L. FHE CFHE

7 v NEBEREERE ACTIMO-10 (3 vF 27 /) ZF., 814

BRETE DOEENVE L 1 B (10 MR T 6 |) HEIE L, #RIME (42.6 cmx26.5

cm DFLFF MR S om BIE TRA) 200 - - B T

15.8 {REHEIZE
EFIZONT, EFLLXHE (FAL M o) 2, TROBICEERRELE,
- BT H
- |5 1,3, 7, 14, 21 RN28 H B
- ERBRBEOMEIE (FEEENLOWRHET, EEREE)
159 EEHERTE
7. 14 RO 28 HERGEIZOWT, EFEIMKXE (FAL U v R) 2EW, TROAB
ZEEEEEHEIE LT,
- BT HORKREEE
- |51, 3, 7. 14, 21 R 28 A EOEEEE
BE5 7. 4 RU2] BECHERHEENTRICELZEREL., BAROKEELRE L,
BIE L7 E L ZEENORZAERMTO 1 BIEWEEES RO, 2B, LEER
IZHERZIT D BT OV TIHEREED S ZHE L. FEORMFT R UYEEORIEIT{Thi s

-7,

-12-




15.10 RBZE
a) & R
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28 BEIRSERIZOWT, #8528 B H OFHIZ W 150xD 200xH 263 mm D E{ERIEH
TVl EEL, BREKERUERRETER £ TOM 16 BEOEER 2 R

L7,

b) BEEBRKUGE
ERL-EFBERZ AVWKEOCEE 2HE Lz, RICEIIBER VS BEHZBREL
T iER. AR CHEBRYEOREICEE L-LANRD bk o7, (KEEH
WZOWTIHHREZ{TOR o7,

H H VRS BeEs
/K E (Urine volume) ARV U F =L BEE —
‘éﬁﬁ (Colof). IR 2 _
¥ Y (Turbidity)
RIEFEE (Uosm) KRETIE A
pH
ZEH (Protein) SERHLLEE
7 bk (Ketones) EBRIZIZIT TATF v T A (—R | —
¥& (Glucose) v R) EfER)
% (Occult blood)
JRUCVE  (Urinary sediment) Sternheimer % i B

AR A BENEFEES OM-6040 (77— L 1)

15.11 Mk

B: VAT AAEMEESEE BX41 (FV L %R)

a) BRIk ORRERE
FRBHEIIOVWTERREBOFENOEA L, BH (EEEE 16~20 BEHE%) |
CO/O,TEE T X (CO.0, IREH=4:1) FREXT CHESREINRA HRFDOLBVEM L, &
EREEIZER L, 28, 77 74 FMEIOWTIMEOSRBHER X [Th o, =
7o, 28 BEIEEIZOWTIE, N7 AV—C RNAENE (AR by - F o uFy
V) EROWTHRZHFR UEEEML, ZE T2 EEB% . -20°C T 24 BERE
ELl, TO%, -80°C TRE L. R4 74 ZEEEH L TR MENTHERTICE

F1L7=,
BAERE TERIFF 1

s @ EDTA-2K ¥RMERIM U A SB-41 (7 v hEE G2008, SR A v 7 R) TH
o L7z Mg
SAABRZ=T M) U LK (7y NES WEI0101, FEHis T )

m #2 | D32 wi%KEETR%E 100 uL 00 L7- 0 5 A BIERERE CHm L &8

(3000 r.p.m.x10 mins) L CHA7-M#E
M % | A7 AEERERE CREMD LELSBE (3000 r.p.mx10mins) L TAFMLE

-

-13 -




b) MIEFAIRE
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ZMEOMELAVVREOERZRE L, VY754 FEIZOWTIE e hor vy
IR OVEM LS 5 b o v R 77 2F VBB ORIEIRfTh R hoTm, £7-. T_TNHDHEA
BIZOWTHSRAETER-D, 2MZ AW BEER|I/ERL L 2 b5 7,

IH B 5 1k Bz
rMEkE (RBC) R AR BF R IE
~EaEVRE (Hb) VT URARNES O
RBC x MCV
~< R Uy ME (HD —
SEHIRIMEREFE (MCV) R EFRE
Hb
EHRIMERA~E o & (MCH) c x10°
. _Eb____ % 10° C

FEIFRMERA~E 7 7 © U BE (MCHC) RBC x MCV
m/iRE (Platelet) W LB E
R IR MERELELZR  (Reticulo) RNA Ltk
HImEkEx (WBC) Ta—%A X MU —JE
HILERE 533 (Differentiation of leukocyte)

FHFE (Neutro) . U1 /38K (Lymph) \

FFEAER (Bosino) . #FHEEEFR (Baso) TE=YA AR A

BEEK (Mono) . FRAGELAER (LUC)
“u ko U (PT) A5 (LR 53
EHALER S b e v R T T A5 BT (APTT) LRGN K

BREFRE ClTiZem. DIiZmiErEH
EA#E C BAEMEFREERE ADVIA 120 (3 — R ' X)
D: £BBMKEEREREER STA Compact (B2 « XA T 5 ) 25 4

v 7 R)
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c) MiRAEFRIRE
MEZRVWTREOEBZRE Lz, ¥ 774 MEIZOWTRHT ARTFUEBT I/
NGV ART2T—8 TI7=20T ) WA T72T—8, TAHIHEET AT 75—
Y, REER, JLT7F=VREUREUALECZAEIEL, FOMDERITAIE L2

Yol

H H 5 I B

T TIRT S RTIATET TRy e ssce s
TI7=vTX /) P IVAT7 2T —% (ALT) | UV ¥ JSCC Z¥(bxiitiE

TN IVET AT 7% —F (ALP) p-Nitrophenyl phosphate 15

a2 X7Z5—+¥ (ChE) Butyrylthiocholine iodide ¥4
e e e

@aL 27 m— (T-Cho) COD-ESPAS E

. ) GPO-ESPAS 7'V o —/L{H

NI ZUEY R (TG) £y

REZEZR (BUN) Urease * GIDH ¥

7 L7 F=> (Creatinine) Creatininase * F-DAOS ¥

= A (T-Protein) Biuret 1£

7NA7 2 (Albumin) Bromocresol green 75

) Albumin

A/G Bt (A/G ratio) T - Protein — Albumin o
m# (Glucose) Hexokinase * G-6-PDH &
Weyaey (T-Bil) BEsRiE

HREVTEE (TBA) R A S E
EHY > (IP) Fiske-Subbarow &

BN (Ca) OCPC &

7 hU A (Na) Crown-Ether [EER1E

BV 7L (K) Crown-Ether [EEARIE F
(el MO f&EE
ﬁ%%ﬁ=E:§k?§ﬁ%ﬁ E 7170 %% (B Z8A4ERT)

ERRE SR PVA-EX 1T (A&T)
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15.12 JREFRIRE
a) ¥ &
FRBEIIOVWTIERKEREHDEROWTN LERMEZIC, B E EE RNk 5
LTREFL SR, F5%, BN, BT, BEE, ik, BEERUERELZORFICD

WCHIRMBERE T T,
b) MEERRUREEENE
@) V771 NEE
1, TR0 14 REBERICOWT, SRBICAEDRE - @A ER L.
S & B -

HILBR AR+
L - EF DAl
WEBZR | B
AFEZR T B R LR JEEERNIART. T BERT SR
R B (B, R OME 2 )
EMRH BE (RBRE) . MEREr. M
NI TEE FRE (ERMEZED) | BIE

FARBREASI D T ) 2 LT 8B 13 BERXIERFERICEET 28N EFRE (F
VRUDR) TEEBZEE L, Bl BREOWE EERIEEZB % IZHE L,
ERADOERZEH Lz, BIBIIELEE S L CHE Lz, HRIZERSIRIZIRED—
MEZTOTHE Lz, FRBIZERNMEEZEDTRED D HBESTIT 10% R
B RICREL, BB, EAOEEZR[ENLHBELTCEERZAE L. EE
ZRE LICHEEICOVWTE, BHBICHE L FEZEICANEELEH L,
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B10-0108

FIRRICRER OB E - MR EZER L1,

5 5 BT - Ak
PR SE. b
N BTHR. B, B (+SEROLEB. S T RESD)

BehR, AFhE

g

W R 28R Bl BERL

e TEE . RER LR+ BEIERTSIAR . A5 AIZERT ST |
mEr (BEEEREZED)

FEHE R B* (KRN, DR OB ZETe) | 8. ALErhE

- BB (RRRE) . B <&, BRI 5. g
g Rz

N W TEEY FREB (ERMERST) | BB

R AREK

- BRER EE CRBRED) | B (KEEE)

ERE - HE#E | 1L

KB R OBERIE 10% IR ER L~ U SR 2 AR L. S R OB L 10%
THERRE RN~ U B EA L TRIRICBE L725% . NEME KRR 7,

FRBRLISAD [+ 244 L7288 13, B R LRI ST 25 B TR (5
PRIV UR) TEEZAE L, Bl BEROWBE FEIAELE R ICHE L.
EROEHEZREM L, BIBEELE LD THE L, S EZEN RS o—
HEEOTHELL, BEREERZ SO TR A CRE L TERL. =84
BE L. BRI ERAMEEZED TRE D O AT TIZ 10% P EE R L < U o
BIZREL, R, EADELREN LS L TERYRE L, SE82HEL:
FEICOWTIE, BHEICEE L AEr EICHEAEELEH LT,
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c) MBOBEERUERE

EIRLUCESHE - 8. LT ) ICEERVERE L,

FRIIE. EEXEIER, SMUEEOFRTH S (FINRE L 7 ORHEI RS BRI
B0 T) 2~3 mm BOERT 4 AR L, BEEFEREETAICHELE, 2KTH50
EENISgLUTTHD I L2HREZ. TN TNEED 5 FELL_ED RNAlarer® (Ambion,
Inc.) ITRESET, 15 g ¥ B2 2HAITEBRATOmEE 2Kk LI Lz, FEIKG
®. -80°C TIRFEF L7z, MIEEDOEETRAEMRITATMOERE DE Y HSRUE
D DOEE 10%FHEEE KL~ ) VK TEE L,

Bhgid, ERR4ICEEXRIER. AAOFTRENSIUELET L 5 ITHEETT 4~5
mm 1B DB Z I L7z, A" OWEZRY BV %, EFTIN LI, ¥5%
& 3 mm LAIPICHEED L RNAlater (Z2IE LTz, 750 OX5hOHIE, BIENE, BB E
BOREZHTTHo TV 7 L, THFN RNAlater \IZEELTE, BY OESIEKE
. -80°C THRAF LT, NI 10% P HEEE L~ ) VB TEE LT,

BRIL, ERNAICEEZRIER. AlE 4 5EI L. B O%45 % RNAlater 1218
EL, BYOESIKEHE, -80°C THRE L, EMIIEETE Y MY VIBRTEEL
72

RBREEERI BEEZRER, EALVEETEY Y UVIRTEE L,

FEZERISRIT. EERIER, EFTIH L, —FH% RNAlater I[ZBE L7, V1T 10%
HHEEE R L~ D U TCEE LT,

By, EEZBIEE. KB LEAZ I (R ) —r ma s ERES
=6:3:1) [ZEE LT, 0%, KT TSERIIRE S Lk, By ) — 55
oo TOITKIBTTIRE D LB S, | MBS EIC2E, BKkoZ ) — L 2B LTz,
KT CT—BEIRE 5 L7cth, K=Y ) —LEEESZHRL 4°C TRELE, BELER
BHIRE A2 RE L THRREBIRFICEMN L,

TEFIT, EEZREHR. RNAlater ITRIELTZ,

RNAlater \Zi27E L 72 &##%13 RNAlater #fERICRE S 5720, 4°C T 24 BEKE
L7z, RNAlater ICRIES V- £-80°C THEL, NIA T4 X ERE L TEELMST
BT ZERTICE T Lz, -80°C HAERE LIZBRRIC OV TS R4 74 RERE LT
LR BB FRRT I 2544 L7z,

TOMDIFE - ML, 10%FHEEE L~ Y VETEE L,

d) REARENRE
() V771 MEE
1. 7 kU 14 BEIREFHOMBHEHRIUOEHERIZOWT, K. BlE. B2, 8
SRR, ERE (KERE) . IR, MR T 7 CEABEEYA #ERL, ~v b F
YUy exAF VY (HE) RE%, RFEBEREMICRE L, BB (KEBE) 1390v
H LRI 10%I%E2 - A~ ) AR X AR 21T - 7=,
S bl FIRICO>WT, SHEE TEBRDEORSICEE LB rghbi i
O, EAEBEII OV THREBRBZORE LT -,
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(b)28 BRI SEE
HEBERUCEHAERIIOVT, MERUTEERZBROTER LT R TORET
MDA T 7 4 DB 2B L, HE E% ., LFBEMENICRE L, B
EOERE (RERE) 12809 B LATIC 10%EEE - R~ U R L ABIK 24T 5 7=,
T, FIRICOWTIE, BREF CERYEOREICEE L -EiRbhi- -
O AEREEICOVWTHREBABRFIORELZTo7-, &bI0. EAEHOED HE
LEFERITBOTIFROZIEA L b, JEOEERGEDNI=D, STREED
261 (No.3 W 13) RUBEAERED 3l (No.35, 49 HTR51) IZ2OWTHANLFRO
LEICLOBERITo,
15.13 #EFAIFE
FE, EBEEE B, BREDHE. LEFMORE. LRELEORE. FE. RESE
EUZEEEDOMMRIZ OV T, Bartlett ¥5IC X 2EDBRER TV .. S%HEBEKETES
BSFR O b HE1L. Dunnett EICE ZREEZIT o1, EHEARED BNAVESIT)
YoXT7 A MY v 7 @ Dunnett IBIZ L DBREEIT o7, HeEEE (E0$) ROBERER (F
DT —=NE) 1L/ 8T A R v 7 O Dunnett I L ARERIT- /-,

16. ABEGROERMICEEL KT L L BEpN 2 BEER R URBIEED D 0@
ABREGROFEMEICEELRIT L L BONAREERIZR® bl dio T,
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17. &
17.1

17.2

17.3

17.4

17.5

17.6

17.7

B10-0108

BRAAR
— K RE (Table 1. Appendix 1)

100 mg/kg BETHEDS 6 Fl, BFREBE T ROR 25 EHICHT TOHEBIRES 1 T
BEShic, MEBIIRE 6 B BURBICHENSUIEMICERE SN, WTInb&RE%

AT 1 RERLUNICEEAE L, BREBETRUHEEEIZ. B5 15 BRI HfloH
THEENICREI N, 20 mgkg HEERUMBETIIEFZIRBO bhR1roT,

FEME 72 —MIKRE (Table 2. Appendix 2)

100 mg/kg HETEES 4 WEIZTIEED 5 FlF 1 flicH bz, MOFEMEERERIZRBWT
X, ITARTOBRICERIIRD bR oTc, £, HRHERSHEOFFERE LR OHERE
BIZHEERZEBIRD bhenoiz,

HEEERRZ (Table 3. Appendix 3)

BARUVBREHEICEO THERYERSHICEELREBHRBO 6T RIGHEREIC
BWTHHEBRDERSHERONRBEICEFIITD b7z,

& = (Fig. 1. Table4. Appendix 4)

100 mg/kg HTHE 3 BEICHERKME TREED 96.3%) 2330 b=, T

IBEBREEIA LN o7, 20 mgkg BETITHEERLTENIRD bR m-o T,
B4E8 (Fig. 2. Table5. Appendix 5) |

100 X020 mg/kg BETHE 3 B BICHEERIEME (RHBEED 92.9%K 10 92.4%) B3& LR
e, ENLREETEEREBIRD biven o7z,

JRfRZE (Table 6, Appendix 6)

RERUCRBEZEIZRBV TEBRMERSHICEERZZEEIROONT, TOMOBEE
BIZRBWTHHEBYERSHICEFIIRD bah o7z, SRETIEL (2+) 235 #iF
1Bl AR BT,

MigRE

a) MEFRIFRZE (Table 7. Appendix 7)

b)

1 EEEICRBO T, 20 mgkg HTHLERBEOFELREELIAONTR, HELOH
EERRDO NN LN BENEE L E X7, 100 mgkg ETIZEERLTEIIR
LI oz,

7T BEIREH TR ERSHICABEREHIIRD 5N o7,

14 B REREFIZBVT, 20 KUY 100 mg/kg B TEHFRMEANE S 0 U BEOEER
EERHZONTZD, 20mgkg HETLVIEKEZRL, BELOBEEMNE LA TRV &
POBBNIEEBILE Z T,

28 HEIREEIZIBVT, 100 mgke BE CERMEREE R CEHFRMEA~F S o e
EDHEREKENRL LN, 20mgkg HTIX7 0 bo v v U BERBE OVEMELES e v
RTTZAFUVEBHOFRERIEENA LN, AEL OEEERRD LIV b
BRERNEEILE X T,

MRAE(LFRIFRZE (Table 8. Appendix 8)
| B 5 E CIIWBMEREH I CAEERLEIIRD b o7,
7 BRBEEIZBWT, 100 mgkg HETT AT UBT I ) FS A7 25—+
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(AST) RUON77=v7X /) b7 A7xT7—F (ALT) OFERSERHELNIZ, 20
mgkg BETRIEEREENIRO bR IoT=,

14 BRABRESER VT, 100 mgkg BT AST, ALT, Z V7 F=VEURE I LELD
BEREER LN, 20 mgke BECTIIA B2 TENIRD b7,

28 HEHREERB VT, 100 mgkg BT AST. ALT ROVREZESE (BUN) OFELRSE
BB, EDIEH, 20 RN 100 mgkg TR ALV AT o — LOFEBEREENRA LN
7o, 20mghkg HETIVEELZTRL, AEL OBFESELRHAL N TRV ENLEBERHE
BEEZT,

17.8 REZFRIRE

a)

b)

FBEEE (Table9 KTV 10. Appendix 9 2O 10)

1 BEHEFHICTBV T, 100 mgkg #H THIROEX R UMM EEOHFERGE CHBREED
117.6% K T 113.3%) 235388 biticiEdy, FRIBOETEEDFEEREENS 25z,
20 mg/kg B TIIEERINIROEN R UOMBGEEDOEEREEN A D,

7 BREHREFIZRV T, 100 mg/kg B CTHBROMES RO EEO A ELEE (TR
D 136.8%K% T 138.9%) . FRIBOHE R OMAEEOHEELREE CGIRED 77.1% Kk
U 78.0%) D3 biviz, 20 mghkg B TIIFROEN R UG EEOFELEE R
BED 115.7%K N 119.7%) DR bN-1Eh, DEEUBMOETEECEE REE. T
EEOHEMEEOHFER®ENS LI,

14 BREHRERIZRBV T, 100 mgkg H THIBORN R UMM EEOEERSHE GIHE
BED 134.5% K% 0 136.9%) 238 bNiEh, BREOHES R ENEEDEE L EE

CeFRREED 129.1% K% 1 133.6%)  FERR D Haxt &k OFEXT EE DO F B/ KIE CeHIBEED 83.5%
EKTr 86.0%) KR UEBROENEEDHEREME GHREED 90.5%) A& biLiz, 20 mgkg
BT3RO EEOREMER HBREED 120.6%) RUMEEEEDAEERSME (TR
BED 1193%) RO LN,

28 HEIHREBIZE VT, 100 mgkg B THIROEM R UMBHNEEOFEREE TR
BED 142.6% & TN 147.2%) 358D S NTZIED, DIROHETEEOE B L REN L S,
20 mg/kg B TITFBOMEAMEEOFE 2EE (HBEO 119.3%) 2538 5NIE, O
BOMNEER VM EECFERRET NBER REORTEEDE S EE
DI b,

] #& (Table 11, Appendix 11)

1 EREBIZREVT, 100 mgkg BETHIBOEKRD 4 FlF 1 fllcH bz, 20 mg/kg
HEXUORBRETRER IR N2 o7z,

7 BREIREBEICEV T, 100 mygkg B THHRROFER DS 4 fl2p], 1BEN 3 5], INEEE
DOEETEL 1 FUCFRD b, 20 mykg BETIIATIROIERD 1 6], &AM 1 4], /NERE
EOBEELR 3 FICRO b, MBHETIIEEIIRD b1 T,

14 BEREBIZEV T, 100 mg/kg B CRERODER DS 4 157 3 ], 1BE 3 5, /N
BEDBEEL 1 FIIEERD b7z, 20 mg/kg B TIIFTIE D/ NEREDTEIE(LAS 4 415
WO bivlc, MREICEEIIFRD N2 o7,

28 B R EEEICR VT 100 mg/kg B THFIERDER R UBEM S FEFIZFRD S,
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20 mg/kg B TITATIRDER D 3 B, /NEFEEOTEELD 4 FlIZRD bni-,
IR R (Table 12, Appendix 11)

1 EREEFIZBVT, 100 mgkg B THIEDO /N EDOMRTMISIER M (2 <8R E) 2
4 Blef], NEPOEEMIREE BE) 253 4], NERLEFREKESE (D8
BD) 251 GICRRO bivciEh, REMEFEIRESE (®E) 21 6lickbhi, 20 mgkg
FECIIRFIR O /N ZE T OERFHIRRAERA M (2 <BREE) 28 1 IR Hivi, STREETIX
ATl DO IREIERTHIAQESE (BE) ROBROWET DBERMRE 1 fllcibii,

7 BREIHEEEICIV T, 100 me/kg B THIRD /NES DETRIZISIEN: (BRE~hE
E) ROPAFE (BE) 246026, NETIMEITHEKESE &) B34, &
ROTEEM (FEE) 22 HIC8D biz, 20 mgkg BT, FFI&RO/NES LA
FARERIZENE (Z<BE~TEE) RUOVNAFE EE~PEE) 14020123050
TAED, RBMEATHIERFEDS 1 FlICH b, TBRETIE, BROKETOERE U
BIZERTSIIR D U o NEREERE 1 flic B bz,

14 BHEHRE#HIZIBV T, 100 mg/ke B TGO /NED O FFAIRARS IS (8RB~
FE) | DEREIFRAKEES EE~TEE) | JAEE @E~PZE) RO
FARSEEIEN BE~FEE) 4626, REMETFMIZEE (RE) 22 Flicmn
b7, 20 mgkg BHETIE, FFIEO/NER OERFIAE S (BE) ROVNAFEE 8
E~HEE) N401ef], BAOEGBHEN (BE~hZE) 2326380 b, TR
FETIE, FIRO/DNAZFIER O REZERTSIAR D U o <BREEN 1 fllc A bz,

28 B RIFESEITRHV T, 100 mg/kg B TR/ NET DRI AS IS (RE~E
E) ROVNER DI KEREE EE~TEE) R 5L, JNEE (k)
ROFARZREEM BE~TEE) 1% 4 0], BEMEFEEEE E) 282 §lc3
BT, 20 mgkg BETIL, AR/ NEEF DTSR (BE) ROVNHEE 8
BD) 235 Glafl, FRoOZUEHEM EE) B2FICRmd onk, FBRETE. BEOT
TILED 1 BllzH bz,

eB, 1 EREHOTRER O 100 mgkg BEOE 1 4], 28 AEHRSEOTRBED 1 4
&UHmegﬁmzm:omf%ﬁbtﬁ%@ﬁ%»fo%émiéﬁﬁfm\ﬁ%
B CIRBEMEIRO b 2h o 72 I 7m0 b= 0ickt L, 100 mgke BT
F/NZELEB D FF BRI P IS ~ KRR OB M B 2358 B, ZERLBEOERIC &
DHDTHD BRI NIz, B, Rk L KB DFFIa 0 —3 CIIBSEmE H
FER SN2 o722 Ehh, KEEMRE L TWA L O L HE L,
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18. & £

TEHEDEIFEEL T TREOED TH Y, BT, AR, FFSEEEROFEEE
ZEIEEITIENMONTND (KD, 2013) , EBRAMEIZONTIE, B M TR
IREEHL L 2ME 5TV WA, ERBY CII-FA R E SN T3 & L TEER AR
#E3 (International Agency for Research on Cancer, IARC) DM AN Clx 7 —7 2B (&
M L TERAERH DTSN H D) ICHESN TS JARC, 1999) , AHERIZHB
THEBWEREIZ L TR~ OBEFENRD DNTIEh, B~ &K UL
AT OHARALN,

FAigICx4 28228 L LT, 100 mgkg BEICRB W T, 1 BEHREE,» bES R UMENEESE
WNZARIER, 7 BEESEED HEAR VNEREDBEIELA L b, BB
BRETIE, 1 BREEDO/AZEREFIRISIAZE M, /NEF O EHIFEEFE k OVNEE D,
PERT AR BEZE DR b, BEBRBOBEINICHEVEEERUORBEED FERA LN,
ZDEDITREPNEROEICRELZZ LICE Y . ARMIC/NESENEEL L, BEN
ERMLTDICU-> TRE~LBITLIEbOEEZ DN, B, 7 BRBSZITII/NAFEE
DK VB A REOEMATRD S, FHEOEEZICHT A EER O EAEELS B4
WCELCTWD ZERELNE o7, MRALENBRETIZ, 7 BEBRES»S AST B
ALT DEEDRA b, FFREENTRR I N, £/, BB 5 82 REICR T EERSEE
BIEH NPT DD, 14 ARESBICALNTZREY LYV OBEIE. L EHOIT
SEICE Y IFRHEE~BIT T 2 WREM 2 RE T AL EE 2 7, 20 mgkg BEIZB VT, 7
BEREE» DS R UHEMEEOSE, AIRNRER, EEROVNEEREOEEL. 1 |
BEE O/ NFEROMERTHIBAERF M, 7 BRI EE2 b/NNEE, 14 BRERSEL LA 4
DEREIEMHTRO b, FIE~OEMEFERER SN, BEHEPCHONEFERVE
EEOEMELT N BREENET 1L, Fig~DOBEMEELFEB LB E 2 bR, BE
HO—@MEITERMRER THL Z b, EEFMNERIT ISV EEL -,

MRACFRIREIZB T, 100 mgkg BT 14 ARBRERIZZ LT F=L0OEE. 28 B
A& 51T BUN OFEER A LN, FEZEMBREICS O CITBIRICEEIIZ20 b ho
T, EEMEIRBRICLENE R T EORENRDH S (US. EPA, 2010) ZEnb. Zhb
DEALITERDE OBRA~OHE S FBT 5L O TH B ERRHSE L E 2 7, |

FEHRTIT 100 mghkg BETHRE SN FIEIL, BE5% | BERELUNICHEE LD bk
BEOWRICEVER L. (Matsuo, 2000) HDEEZ HN-M, WBRHEITEER VIR~
DRIFMEZESTD L ENTWD (IPCS, 1999) Z & 1> SHERYE O FERERNEME & R84 5 5
RTHDEZBRT, F7o. RAEO 1 HITHLONZHEEREILZ. £ECHOWSN-ERIC L -
TANLERIIHT TORERENZLDOTHY . EMFHERIIREEL T,

FEHRTXIBREHEETEICA DN OMOEIT, BEEREED 2VWEETH
D& MITEETOIEENRBOLN RN &, NITEHAREFLE L L THESNAFTET
HOHELEND, HRYERE LIZEEDRWELEE 2 -,

UEDLERY  ARBRTIIHBRYERSIC LY BRELBR O b T~ DB R
DoV, BRA~OEER OCREREIE 2 RET AR b AL, ZOMON(LER,
aet, 0 - MER, WRIER, ETERFR, EOBR, BRER 5 BEER. LE~02E
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TR EhRnoT,

19. & 3K
IARC (1999) IARC monographs on the evaluation of carcinogenic risks to humans. 71, 401-432.
IPCS (1999) Carbon tetrachloride, Environmental health criteria, 208, WHO, Genova.

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

U.S. EPA (2010) Toxicological review of carbon tetrachloride (CAS No. 56-23-5) In support of summary
information on the integrated risk information system (IRIS).

SAEE, “RIE (2013)6.10 FFlE, B I [FHEEBHFEZ (BRI, BEERE . 1
B, A, p. 235-255.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0 20 100
Male ss ss Ss
172 17 17
No abnormalities detecied 17 17 11
Salivation 6
Decreased spontaneous locomotion 1
Moist hair (around mouth to abdomen) 1
ss, scheduled sacrifice animal.

a) Number of animals examined.
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Table 2

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

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

B10-0108

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

Male
Predosing Dosing week 1
Dose (mg/kg/day) 0 20 100 0 20 100"
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
A N N T S S -
Removal  'omova +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 5 5 5 3 4
Vocalization +1 0 0 0 0 2 1
+2 0 0 0 0 0 0
-1 0 1] 0 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0. 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
L . - 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling I - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
o - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
. - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 1 0 0
Motor activity 0 5 4 5 3 5 5
+1 0 1 0 1 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
" +1 0 0 0 0 0 0
Respiration o 0 0 0 0 0 0
+3 0 0 0 D 0 0
) - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
in arena Tremor/
; +1 0 0 0 0 0 0
bwitch/ 2 0 0 0 0 0 0
convulsion +3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g’ g 8 g g 8 8
behavior S 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 o} 0 0 0 0
Abnommal C 0 0 0 0 0 0
. R 0 0 0 0 0 0
behavior W 0 0 0 0 0 0
\% 0 0 0 0 0 0
ST 0 0 0 0 0 o]
T 0 0 0 0 0 0
Defecation® 0.0+0.0 0.2+04 0.4 +0.9 0.0 £0.0 0.0£0.0 0.0+0.0
Urination ¥ 1417 1.8 +3.5 1.8+1.9 0.8+1.3 0.0 +0.0 0.6+1.3

a): {count/min, meanzS.D.)
= : significantly different from vehicle control at p<0.05

** . significantly different from vehicle control at p<0.01 29




B10-0108

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

Maie
Dosing week 2 Dosing week 3
Dose (mg/kg/day) 0 20 100 0 20 100
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Esseot U] y 3 2 2 :
Removal eMova +1 0 0 0 0 1 0
from cage +2 0 0 0 0 0 0
0 4 3 5 5 5 5
Vocalization +1 1 2 0 0 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscie tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. ) - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis . 0 o 0 0 0 0
s - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos N 0 0 0 0 0 0
-1 0 0 0 0 -0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
. - 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion + 0 0 o 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 1 0 0 0
Motor activity 0 5 5 4 4 4 5
+1 0 0 0 1 1 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
_— +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure - 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 o} 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GDD g g g g g g
in arena Tremor/
N +1 0 0 0 0 0 0
twitch/
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g 8 g 8 g
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
o] 0 0 0 0 0 0
Q:’;;’\T;f’ R 0 0 0 0 0 0
w 0 0 0 0 0 0
\% 0 0 0 0 s} 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.0 £0.0 1.0+1.4 0.6 +0.5 0.0+0.0 0.0+0.0 0.2+0.4
Urination ® 1.0+1.2 3.414.0 22433 0.0+0.0 0.0x0.0 16+2.3

a): (count/min, meanzS.D.)
* . significantly different from vehicie control at p<0.05

** : significantly different from vehicle control at p<0.01 30



B10-0108

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

Male
Dosing week 4
Dose (mg/kg/day) 0 20 100
Number of animais 5 5 5
-2 0 0 0
Ease of '3 g § g
Removal removal +1 0 o] 0
from cage +2 0 0 0
0 4 4 5
Vocalization  +1 1 1 0
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
. . - 5 5 5
Piloerection + 0 0 0
. , - 5 5 5
Staining hair N 0 0 0
. 5 5 5
Unkempt hair + 0 0 0
- 5 5 5
Paleness + 0 0 0
Handling ! - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis N 0 0 0
L - 5 5 5
Lacrimation . 0 0 0
- 5 5 5
Exophthaimos . 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
. - 5 5 4
Salivation N 0 0 1
. - 5 5 5
Secretion N 0 0 0
0 5 5 5
Posture +9 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 0
Motor activity 0 5 5 5
+1 0 0 0
+2 0 0 0
0 5 5 5
_— +1 0 0 0
Respiration 2 0 0 0
|43 0 0 0
. - 5 5 5
Lid closure + 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation %D g g g
inarena  Tremor/ 0
twitch/ *; o g g
. +
. convulsion 3 0 0 0
- 5 5 5
Stereotypic g 8 8 8
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B 0 0 0
Abnormal g g g g
behavior
w 0 0 0
\ 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.4+09 0.0 +0.0 0.0 £0.0
Urination ® 0.8+1.3 0.0+0.0 1.0£22

a): (count/min, mean+S.D.)
* . significantly different from vehicle control at p<0.05

=* . significantly different from vehicle contro! at p<0.01 3




Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing week 4
Dose (mg/kg/day) 0 20 100
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
, +1 0 0 0
Sensorimotor 3 5 0 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupiliary reflex 5 5 5
- 0 0 0
o+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength | 00! (9) 406 + 101 348 = 88 437 £55
Hindlimb (g) 556 + 30 534 + 46 587 + 107
0-10 (min) 205 +33 201 +98 215 +75
10-20 (min) 103 + 66 146 £33 141 +60
.. 20-30 (min) 84 £53 82 +32 82 +54
Motor activity .
[interval] 30-40 (min) 72 £62 47 £33 44 = 46
40-50 (min) 48 + 56 42 £48 26 £28
50-60 (min) 41 £ 25 36 £25 62 £ 68
Total 550 £ 240 554 + 118 571 +283

"Approach contact/touch response", "Pinna response" and "Pain response";
-1: no reaction, 0: normal, +1; hyper reaction

"Pupiliary reflex” and "Air righting reflex”; +: normal, -: abnormal reaction

"Grip strength” and "Motor activity": mean+S.D.

* 1 significantly different from vehicle control at p<0.05

**: significantly different from vehicle control at p<0.01
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Table 4

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

Summary of body weights (g) : Male

B10-0108

Dose
0 20 100
(mg/kg/day)
Administration 1 146.10 146.05 145.51
period (day) 16.08 (17) 4,39 (17) 528 (17)
3 165.32 160.39 158.15 *
+7.42 (13) $5.08 (13) +7.17 (13)
7 202.83 185.90 185.88
+11.17 (13) £7.43 (13) +10.87 (13)
14 263.03 253.00 256.10
+18.18 (9) +17.95 (9) 115.15 (9)
21 316.78 292.66 309.82
+31.43 (5) +18.54 (5) +12.50 (5)
28 3590.32 325.96 350.74
+35.10 (5) +24.53 (5) +15.28 (5)

Values are shown as Mean + S.D..

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

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




Table 5 Twenty-eight-day repeated-dose oral {oxicity study in rats B10-0108
Summary of food consumption (g/rat/day) : male
Sex Dose
(mg/kg/day) 0 20 100
Administration 1 19.13 18.90 18.99
period (day) ' ' '
+ 1.46 (13) + 1.27 (13) + 149 (13)
3 20.60 19.04 * 19.14 *
+ 1.73 (13) + 1.07 (13) + 150 (13)
7 22.43 21.47 22.37
£ 209 (13) + 1.23 (13) 162 (13)
14 22.84 22.32 23.66
+ 2.82 (9) + 240 (9) + 206 (9)
21 23.19 21.72 2457
+ 4,01 (5) + 208 (5) £ 2.04 (5)
28 23.12 21.17 24.40
* 341 (5) £ 283 (5) t 1.53 (5)

Values are shown as Mean = S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 20 100
. 14.2 10.2 8.4
Urine volume (mt) 18.3 (5) 6.2 (5) 4.7 (5)
859.8 877.8 1154.6
Uosm mOsm/L.
s { ) £839.3 (5) £352.0 (5) 658.5 (5)

Values are shown as Mean £ S.D..

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

=* Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0108

Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 20 100
ltems No. of animals 5 5 5
Calor

SY 3 1 1

Y 1 4 3

YB 1 0 1
Turbidity

Clear 5 5 5
pH

6.0 0 1 2

8.5 5 4 3
Protein

* 2 1

1+ 2 2 3

2+ 1 1
Glucose

- 5 5 5
Ketones

- 3

+ 4 2
Occult biood

- 4 4

+ 1

2+ 1 0

Color: SY : Slightly yeliow,Y : Yellow,YB: Yellow-brown.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0108
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 20 100
ltems No. of animals 5 0 5
Urinaly sediment
Red blood cells ¥
0 5 — 5
White blood cells ?
0 5 — 5
Epithelial cells &
0 — 4
1-5 —
Casts
0 5 — 5
Crystals ©
- 1 — 3
+ 3 — 0
1+ 0 — 1
2+ 1 -— 1

3:Number of cells/1Oviews(x400).
5 Number of casts/18x18 mm>.
%:Incidence of crystals/18x18 mm?.
---:Not examined.
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Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Homs Dose One-day treatment
(mg/kg/day) 0 20 1%

RBC (x10%pL) i:é;:: @) Zggg @ lggg @
Hb . (g/dL) lili @ liii @ Sgg e)
Ht (%) i;g? @) iggg 4 2323 (4)
MOV (") e @ 05 o e @
MCH (Pg) igig @) igigg 4 iéjii )
MCHC (g/dL) e @ s 4 zoo1 @
Platelet (x10%pL) ;g;?? (4) lig:g 4 1:15;22 (4)
Reticulo (%) l;i: @ Eig (4) lfgg (4)
WBC (x40 j’;ﬁi @ 2;;: *(4) ;::g? @
Differentiation of leukocyte

Neutro (%) l;:ig (4) ;:22 4 lg:;g (@

Lymph (%) ig;g @ :ng 4 ng? 4

Eosino (%) ig?;g (4 ’ igfg 4 ig:g (4)

Baso (%) iggg @) ;1;(1)22 (4 iggg (4)

Mono (%) igg: @) :t(:;gg (4) ;:i (4)

LucC (%) igfg (@ iggg ) iggg (4)

Values are shown as Mean £ S.D..
Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

= Significantly different from vehicle control at P<0.01.
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Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Kems Dose Seven-day treatment
(mg/kg/day) 0 20 100

RBC (x10%pL) Sii @ 133? @ 1223 ()
Hb (g/dL) li:ig @ lf;ﬁ @ lgjii @)
Ht (%) i;gg @ iggg @) i;g; @)
MoV ) rods (& o @ 230 @
MCH (pg) ig;? () igﬁ (4 igﬁ? (4)
MCHC (a/L) oot @ w058 0 w06
Platelet (x10%pL) lﬁ?ii @ l;;;g i 1:;:;? @
Reticulo (%) ig:g (@) i?:g () izgg 4
WBC (10%/uL) tfg:;g (@) lggg @) lzgfi @
Differentiation of leukocyte

Neutro (%) S0 @ a0 3t @

Lymph (%) liji? @ ZZZ @ :i:gg @

Eosino (%) ig:g @ :}:ggg (4 iggg (4)

Baso (%) iég? (@) igif @) ié;g )

Mono (%) o & 0% (@ 38

LUC (%) ig::: @ ilﬁgz @) igjif @)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of hematological examinations:Male
ems Dose Fourteen-day treatment
(mg/kg/day) 0 .2 100

RBC (10*uL) :;2_3, @ Zfi @ g? @
Hb (g/dL) 13122 @ 13133 ) lg:gg @)
Ht (%) iﬁjﬁi @ ifi? @) :::g: @)
MOV M S @ 240 & a5 @
MCH (pg) iggg @) igigg 4 lgig 4
MCHC (g/dL) ZSZS @ 2333 *(*4) igfg *(4)
Platelet (x10%/pL) 1:2[8)3 Ie)) l;i;j 4 :jig 4)
Reticulo (%) ;:)3 @ ;22 4 ﬂe);? 4
WBC (x10%/pL) lﬁ;g @ liggi 4 l?:gg 4
Differentiation of leukocyte

Neutro (%) lg:g ) lggi @ g;z (4)

Lymph (%) Zg?g @ l?:g 4) :112 (4)

Eosino (%) ig?g @) -v_-ggg 4 igfg 4

Baso (%) ig?: (&) iésg 4) iggg 4

Mono (%) iﬁig (&) ;:gg 4 iggi 4

LuC (%) iﬁjfg @ i?):g: @ tgt:g ()

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of hematological examinations:Male
. Dose Twenty-eight-day treatment
(mg/kg/day) 0 20 100

RBC (x10*uL) Z?,SZ (5) iﬁig ) ZS; Q)
Hb (afdL) e o3 ) 282 6
Ht (%) g?i (5) ii?g (5) ﬁgg (5)
MCV (L) 2‘:‘:3? (5) :?::g (5) i:ig *(5)
MCH (Pg) lg:g (5) lggg (5) lﬁiﬁ t(5)
MCHC (o/dL) 2;22 5) Zéii ) i;? ®
Platelet (x10%uL) 12:;8 (5) Ti;i?/ (5) 1324712 5)
Reticulo (%) iﬁjﬁ? (5) ié:?g (5) iﬁj?ﬁ ®)
WBC (x10%/uL) 12:15?? (5) l;::ii (5) ;ig:ig (5)
Differentiation of leukocyte

Neutro (%) l:;f () lggg 5 lgg; (5)

Lymph (%) Zgii (5) :ggi (5) Zig? (€)

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

Baso (%) ig:?; (5) ig:?i (5) i;:gg (5)

Mono (%) tigi (5) 1322 (5) tf;g (5

Luc (%) o7 ®) 18 3 2% ©
PT (sec) 1323 (5) gég :5) lﬁjﬁf ®)
APTT (sec) l:‘;; (5) i;gg *(5) lggg (5)

Values are shown as Mean £ S.D..

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

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

- 41 -



B10-0108

Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 20 100
99.8 94.8 113.0
AST (unL) +13.6 (4) £102 (4) £153 (4)
32.3 32.5 458
ALT o) £75 (4) 47 (4) £122 (4)
895.8 955.5 1223.5
ALP () £200.1 (4) 2047 (4) £203.9 (4)
1213 11.60 13.68
BUN (mg/dL) £3.28 (4) $0.72 (4) +1.80 (4)
» 0.133 0.110 0.138
Creatinine (mg/dL) £0.025 (4) £0.041 (4) £0.013 (4)
. 0.070 0.078 0.095
T-Bil fdL
! (mg/dL) £0.024 (4) £0.013 (4) £0.017 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 20 100
86.0 102.5 232.5 **
AST () 96 (4) £30.8 (4) +41.4 (4)
34.8 40.3 101.5 *
|
ALT (o) 5.1 (4) +12.8 (4) 134.8 (4)
879.8 836.3 1103.3
ALP (uL) +187.9 (4) +84.9 (4) +174.3 (4)
11.10 11.03 13.85
BUN
u (mg/dL) £1.83 (4) £166 (4) 1341 (4)
- 0.173 0.180 0.180
Creatinine (mg/dL) £0.015 (4) +0.008 (4) $0.022 (4)
T-Bil (mg/dL) 0.068 0.070 0.083
+0.013 (4) 0.014 (4) +0.015 (4)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle confrol at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 20 100
68.3 82.8 220.5
AST (o) 6.2 (4) £10.0 (4) 532 (4)
248 30.8 121.8 =
ALT (o) 31 (@) 5.9 (4) 295 (4)
762.5 897.5 1082.0
ALP (oL +110.0 (4) £269.1 (4) +115.2 (4)
10.43 9.63 12.98
B
UN (mg/dL) £0.95 (4) £1.74 (4) £2.43 (4)
. 0.185 0.195 0.230 *
Creatinine (mg/dL) +0.013 (4) $0.013 (4) $0.018 (4)
. 0.050 0.053 0.083 *
T-Bil /dL
b (mg/dL) £0.012 (4) £0.017 (4) +0.010 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 84 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
o Dose Twenty-eight-day treatment
(mg/kg/day) 0 20 100

AST o) 21 ®) e 055 ©
ALT aumy e a7 ® 081 ©
ALP (Iun) i;ig (5) :gg.? (5) jzgtg (%)
che (o) s o a7 o 25
v-GTP (o) ig:gg (5) ig:?; (5) :I:(‘l).'ig (5)
T-Cho (mg/dL) i?ji (5) :::; Ts) i‘g:: 75)
6 (mg/dL) w26 (5) et ®) s1es ®)
BUN' (mg/dL) l?;: 5) lﬁﬁ ) g;g *(5)
Creatinine (mg/dL) igﬁ:g (5) :gﬁgg (5) tgggi (5)
T-Protein (g/dL) 1085 5 2% © w058
Albumin (g/dL) iﬁ:g (5) iégg (5) iggg (6
A/G ratio ) i8§22 (5) iggg(; (5) :gg:g (5)
Glucose (mg/dL) lfﬁ? () | l}gﬁ (5) l:fﬁg (5)
T-Bil (mg/dL) iﬁjﬁf‘; (5) igjg:g (5) igﬁggi (5)
TBA (umolL) Jsale ) s 5) con08 )
P (mg/dL) iy ) g ®) by ®)
Ca (mgfdL) l”g (5) lggj (5) l: gg (5)
Na (mEq/l) .1i$:g (5) 1:?:: (5) 1::5 5
K (mEq/L} ;gjié (5) igg: (5) ﬂ?gg (5)
o (MEq/L) g ) o ) oyl )

Values are shown as Mean + S.D..

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

= Significantly different from vehicle control at P<0.01.

- 45 .




B10-0108

Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 20 100
i 4.448 4743 5.233 =
iver © £0.172 (4) +0.335 (4) £0.110 (4)
Heart @ 0.638 0.648 0.630
9 +0.039 (4) £0.051 (4) +0.012 (4)
. 0.653 0.680 0.645
Kidney(R) @ +0.043 (4) £0.042 (4) £0.083 (4)
. 0628 0.663 0.640
Kidney(L) @ £0.046 (4) +0.022 (4) +0.088 (4)
Kidnevs @ 1.280 1.343 1.285
¥ 9 +0.090 (4) £0.059 (4) £0.170 (4)
. 0.590 0.688 0.665
Testis(R) © 0.041 (4) +0.080 (4) +0.049 (4)
‘ 0.593 0.680 0.648
Testis(L) @ +0.067 (4) +0.067 (4) +0.033 (4)
Testes @ 1.183 1.368 1313
g +0.107 (4) +0.147 (4) +0.081 (4)
o 0.068 0.085 0.090
Epididymis(R) @ £0.013 (4) +0.006 (4) +0.022 (4)
o 0.065 0.085 0.080
Epididymis(L) @ $0.013 (4) $0.017 (4) $0.020 (4)
o 0.133 0.170 0.170
Epididymides @ £0.025 (4) +0.022 (4) £0.041 (4)
0.060 0.088 * 0.080
Veniral prostate  (g) £0.018 (4) £0.013 (4) +0.008 (4)
Dorsolateral @ 0.053 0.065 0.050
prostate g +0.029 (4) +0.013 (4) +0.008 (4)
B 9 1.748 1.780 1733
9 £0.060 (4) £0.093 (4) +0.086 (4)
Soleen @ 0.365 0.410 0.418
P g £0.054 (4) +0.045 (4) £0.068 (4)
—_— mg) 467.58 515.93 467.90
d 9 +133.94 (4) +95.84 (4) +98.75 (4)
- 5.38 5.50 5.23
Pituitary gland (mg) +0.57 (4) 2022 (4) 056 (4)
. 16.05 14.48 12.70
Thyroid (mg) +2.85 (4) +1.74 (4) 237 (4)
31.25 27.85 27.33
Adrenal
renais (mg) +5.39 (4) £2.34 (4) £3.94 (4)
, . 123.63 126.50 128.28
Final body weight
yweight () +7.46 (4) +5.05 (4) £5.13 (4)

Values are shown as Mean = S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 20 100
U 6.330 7323 * 8.660 **
iver © +0.508 (4) +0.655 (4) £0.380 (4)
Heart @ 0.843 0.745 * 0.828
- 9 £0.039 (4) £0.044 (4) +0.066 (4)
0.845 . 0.830 0.830
Kidney(R) @ £0.071 (4) £0.042 (4) £0.041 (4)
: 0.810 0.778 0.833
Kidney(L) @ £0.055 (4) +0.025 (4) +0.026 (4)
Kidneve () 1.655 1.608 1.663
4 g £0.123 (4) +0.043 (4) +0.055 (4)
. 0.923 0.900 0.933
Testis(R) @ +0.056 (4) +0.029 (4) £0.054 (4)
. 0.920 0.890 0.918
Testis(L) @ £0.058 (4) +0.033 (4) +0.069 (4)
Testes @ 1.843 1.790 1.850
9 +0.111 (4) +0.047 (4) £0.117 (4)
. 0.113 0.118 0.120
Epididymis(R) @ £0.005 (4) +0.005 (4) £0.016 (4)
_— 0.118 0.123 0.113
Epididymis(L) @ +0.017 (4) £0.015 (4) £0.017 (4)
o 0.230 0.240 0.233
Epididymides © £0.022 (4) +0.014 (4) £0.033 (4)
0.120 0.145 0.113
Ventral prostate () £0.018 (4) £0.021 (4) +0.025 (4)
Dorsolateral @ 0.088 0.090 0.070
prostate g £0.021 (4) +0.018 (4) £0.012 (4)
Brain @ 1.820 1.730 * 1.820
g £0.016 (4) +0.069 (4) +0.008 (4)
Sotcen @ 0.545 0.505 0.440
P 9 £0.134 (4) $0.037 (4) $0.028 (4)
Thumus o) 671.78 548.88 552.75
y g +155.76 (4) £52.90 (4) £113.66 (4)
o 6.18 6.93 6.68
Pituitary gland (mg) +0.61 (4) $0.57 (4) £0.74 (4)
15.75 14.18 12.15 *
id
Thyroi (mg) +1.57 (4) +1.41 (4) +1.74 (4)
Adrenals ma) 36.68 36.43 3235
£7.34 (4) £2.14 (4) £3.16 (4)
Final body welght  (g) 177.33 171.55 175.20
: +6.58 (4) £5.44 (4) £8.58 (4)

Values are shown as Mean £ S.D..

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

** Significantiy different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 20 100
. 8.505 10.260 11.440 *
iver @ £0.711 (4) £0.361 (4) £1.942 (4)
Hoart @ 1.043 1.055 0.928
g +0.082 (4) £0.054 (4) £0.071 (4)
. 1.118 1113 1.018 *
Kidney(R) @ £0.021 (4) £0.049 (4) £0.074 (4)
i 1.070 1.083 0.963
Kidney(L) © £0.042 (4) +0.029 (4) £0.003 (4)
Kidnevs © 2188 2.195 1.980 *
y 9 +0.056 (4) £0.067 (4) £0.166 (4)
, 1.203 1.245 1218
Testis(R) @ +0.074 (4) +0.064 (4) £0.078 (4)
‘ 1.193 1.270 1.188
Testis(L) @ +0.082 (4) +0.061 (4) +0.099 (4)
Testos @ 2.395 2.515 2.405
9 +0.153 (4) +0.122 (4) £0.175 (4)
_— 0.183 0.178 0.188
Epididymis(R) ©@ £0.030 (4) £0.015 (4) $0.033 (4)
I 0.168 0.185 0.173
Epididymis(L) @ £0.029 (4) $0.013 (4) £0.024 (4)
_— 0.350 0.363 0.360
Epididymides (9) +0.058 (4) 0.022 (4) +0.055 (4)
0.235 0.220 0.188
Ventral prostate  (g) £0.086 (4) +0.036 (4) +0.074 (4)
Dorsolateral @ 0.183 0.150 0.140
prostate 9 +0.058 (4) 10.024 (4) +0.036 (4)
Brain @ 1.910 1.903 1.935
g +0.037 (4) +0.071 (4) +0.166 (4)
Soleen @ 0.710 0.655 0.593 **
P 9 +0.047 (4) +0.056 (4) £0.021 (4)
—_— (ma) 634.53 641.63 693.53
4 9 £91.00 (4) £95.21 (4) +84.99 (4)
N 9.15 10.05 8.40
Pituitary gland (mg) +1.26 (4) +1.45 (4) +1.83 (4)
. 16.75 16.18 2163 *
Thyroid (mg) £2.36 (4) £0.75 (4) +2.98 (4)
Adrenals (mg) 43.40 40.15 38.58
£3.24 (4) +4.29 (4) +1.46 (4)
. . 238.25 241.48 233.55
Final body weight
nal body weig @ £9.46 (4) £10.47 (4) +24.78 (4)

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.
=* Significantly different from vehicle control at P<0.01.
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Table 94 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute argan weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 20 100
i 10.606 11.556 15.120 **
ver @ +1.536 (5) +1.233 (5) +1.590 (5)
1.378 1.100 * 1188
Heart @ +0.240 (5) £0.105 (5) +0.005 (5)
A 1.328 1.220 1244
Kidney(R) ©@ 0.152 (5) £0.122 (5) £0.123 (5)
: 1.322 1.214 1.226
Kidney(L) @ £0.181 (5) £0.116 (5) £0.112 (5)
Kidnove @ 2.650 2.434 2.470
4 9 +0.331 (5) £0.238 (5) £0.233 (5)
: 1.630 1.406 1.508
Testis(R) @ +0.203 (5) +0.081 (5) £0.122 (5)
. 1.658 1.382 * 1.484
Testis(L) @ +0.177 (5) £0.123 (5) +0.140 (5)
Testes @ 3.288 2.788 * 2.992
9 +0.377 (5) +0.203 (5) +0.258 (5)
o 0.372 0.356 0.376
Epididymis(R) @ +0.025 (5) +0.029 (5) +0.021 (5)
- 0.364 0.336 0.368
Epididymis(L) @ £0.023 (5) £0.013 (5) +0.016 (5)
S 0.736 0.692 0.744
Epididymides (@ +0.045 (5) +0.039 (5) +0.031 (5)
0.384 0.386 0.326
Ventral prostate @ +0.083 (5) $0.126 (5) +0.045 (5)
Dorsolateral @ 0.348 0.300 0.294
prostate g +0.018 (5) +0.107 (5) +0.059 (5)
Seminal vesidie @ 1.004 0.916 * 0.954
9 +0.005 (5) £0.121 (5) +0.066 (5)
Brain @ 1.986 1.914 1.934
9 +0.034 (5) +0.044 (5) +0.063 (5)
Soleen @ 0.726 0.606 0.676
P 9 +0.209 (5) +0.069 (5) +0.079 (5)
— ) 568.50 563.14 473.88
Y g £109.40 (5) +94.92 (5) 172,86 (5)
o 11.64 9.48 10.62
Pituitary gland (mg) £2.21 (5) £1.22 (5) $0.65 (5)
. 14.96 16.20 14.04
Thyroid (mg) +161 (5) +2.06 (5) £3.69 (5)
49.56 48.36 48.78
Ad J m
renas (m) 555 (5) £7.10 (5) +4.13 (5)
_ 335.40 306.78 325.44
Final bod ht
inal body weight  (9) 32,02 (5) +23.81 (5) +14.79 (5)

Values are shown as Mean = S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
tems Dose One-day treatment

(mg/kg/day) 0 20 100

Liver (g/100g) ig:?g? @) tﬁﬁﬁi @ i-g:g?g *(*4)
Heart (9/100g) igg}g (@) ig:g;j ) ig:ggz @
Kidney(R) (g/100g) :gggg @) tgﬁii @ tggig @)
Kidney(L) (g/100g) igiﬁgg 4 tgfiz 4 ig:ggg “@
Kidneys {g/100g) i;:ggg (4 t&ﬁgig 4) i&?gg “
Testis(R) (9/1009) igﬁgi @ tgf);g ) ig:g;? )
Testis(L) (g/100g) igﬁ;g (4 13:223 (4) 1813(1)3 )
Testes (9/100g) 1832'5/ (4 i;?gz e 12)823 @
Epididymis(R) (a/100g) ig:giz @ igggg @ :tg:g:g @
Epfdidymis(L) ~ (g/100g) ig:gfg (4) ig:g?g @ :tggfg 4
Epididymides (9/100g) ig:;?g () tg::}g? 4 18:3322 4
Ventral prostate (9/100g) igg:g @ igg?g *(4) 188(152 @
Dorsolateral (a/100g) 0.043 0.053 0.040
prostate +0.021 (4) +0.010 (4) $0.008 (4)
Brain (9/1009) 13:35(1) @) i:):ggg @) i;f,g? @)
Spleen (9/100g) igﬁgg @ iﬁ'_ﬁig @ ig:?)if @)
Thymus (mg/100g) , i;gig o) ig?ﬁg 4) 23:22 4
Pituitary gland (mg/100g) igg? @) ig?g @ tggg 4
Thyroid (mg/100g) ;:jzg ) 1‘1!32 ) 1322 *(4)
Adrenals (mg/100g) iggg (4) ﬁgg 4 iggg )
Final body weight  (g) 1?/1?2 4 13:222 4) 1?:2?2 C)]

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 20 100
_ 3.565 4.268 * 4.953 =
Liver (9/100g) £0.181 (4) £0.378 (4) £0.366 (4)
0.475 0.433 0.470
Heart (9/1009) £0.017 (4) £0.022 (4) £0.029 (4)
‘ 0.478 0.483 0.473
Kidney(R) (9/1009) £0.025 (4) +0.022 (4) $0.017 (4)
, 0.458 0.455 0.478
Kidney(L) (9/1009) +0.015 (4) £0.017 (4) £0.019 (4)
, 0.935 0.938 0.950
Kidneys (9/100g) £0.037 (4) +0.026 (4) +0.024 (4)
. 0.523 0.528 0.533
Testis(R) (¢/1009) +0.048 (4) +0.029 (4) $0.029 (4)
. 0.520 0.518 0.525
Testis(L) (g7100g) +0.048 (4) £0.031 (4) +0.040 (4)
1.043 1.045 1.058
Testes (97100g) +0.005 (4) +0.055 (4) +0.066 (4)
_— 0.065 0.068 0.070
Epididymis(R) (¢/100g) £0.006 (4) +0.005 (4) £0.008 (4)
A 0.068 0.070 0.065
Epididymis(L) (g/1009) +0.013 (4) £0.008 (4) £0.010 (4)
o 0.133 0.138 0.135
Epididymides (g/100g) £0.017 (4) £0.010 (4) £0.017 (4)
0.068 0.085 0.068
Ventral prostate  (g/100g) +0.010 (4) £0.013 (4) £0.013 (4)
Dorsolateral (/100g) 0.048 0.053 0.040
prostate e +0.010 (4) +0.010 (4) £0.008 (4)
: 1.030 1.010 1.040
Brain (9/100g) +0.047 (4) +0.024 (4) £0.046 (4)
0.308 0.295 0.250
Spleen (9/1009) +0.069 (4) +0.025 (4) £0.014 (4)
379.35 320.80 317.23
Thymus (mg/100g) +88.28 (4) £39.86 (4) £72.74 (4)
. 3.48 4.03 * 3.80
Pituitary gland (mg/100g) £0.29 (4) £025 (4) £0.24 (4)
. 8.88 8.25 6.93 *
Thyroid (mg/1009) +0.64 (4) +0.74 (4) +0.96 (4)
20.63 21.20 18.48
d /100,
Adrenals (mg/1009) +3.56 (4) £0.78 (4) +1.67 (4)
A . 177.33 171.55 175.20
Final h
inal body weight  (q) +6.58 (4) 5.44 (4) +8.58 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats

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

(mglkg/day) 0 20 100

Liver (9/100g) ig?gz (@) igég? ;) 'tgg;? T4)
Heart (9/100g) igg;‘? (4) i-ggig 4) 18(3)?3 4)
Kidney(R) (9/100g) igf;i () ig:ggz (4) :{:8.32? (4)
Kidney(L) (9/100g) igigzg ) ig:‘c‘;g (4) :tgigjig (4)
Kidneys (9/100g) igigig ) tg:?zg ) «_Lg:ggg (G
Testis(R) (g/100g) ig:if; (4) ig:gg 4 ig:géi (4
Testis(L) (g/100g) iﬁﬁfﬁi @ igﬁfg @ iﬁjﬁéﬁ @
Testes (g/100g) i&gg? () i:)ﬁggg 4) :&?:g (4
Epididymis(R) (g/100g) ig:g:g @) ig:ggg 4 igig:g 4
Epididymis(L) (9/100g) igggg @) igggg @) igggg )
Epididymides (9/100g) ig:;;? (4) ig::jg (4) ig::)?g “)
Ventral prostate (g/100g) ig;gg (@) igg?g (4 iggzg (4)
Dorsolateral (g/100g) 0.078 0.060 0.058
prostate +0.022 (4) +0.014 (4) +0.013 (4)
Brain (/100g) ;322? @) iﬁéfi @) ﬁiﬁ @)
Spleen (9/100g) ig:ggg (4 ig:é;? @ ig:ig(sl *(4)
Thymus (mg/100g) ii?:gg (4) ii?:}g 4 iz;:g: “
Pituitary gland (mg/100g) ig:ig @) 132212 @ ig:i? 4)
Thyroid (mg/100g) iggg @ igzg 4 i?gg *(4)
Adrenals (mg/100g) l?ég @) 1‘1522 @ l—?ig (4
Final body weight  (g) 222;212 () ij;::g (4) iii?g 4)

Values are shown as Mean + S.D..

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

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

-52-



B10-0108

Table 104 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 20 100
. 3.154 3.762 * 4.644
Liver (g/100g) +0.194 (5) £0.148 (5) +0.418 (5)
0.408 0.358 * 0.366 *
Heart (97100g) £0.031 (5) £0.029 (5) £0.013 (5)
_ 0.394 0.396 0.384
Kidney(R) (gr100g) £0.017 (5) £0.023 (5) £0.026 (5)
. 0.394 0.396 0.378
Kidney(L) (9/1009) £0.021 (5) £0.023 (5) £0.022 (5)
‘ 0.788 0.792 0.762
Kidneys (9/100g) £0.036 (5) £0.046 (5) +0.047 (5)
‘ 0.488 0.462 0.464
Testis(R) (9/100g) +0.052 (5) £0.042 (5) £0.045 (5)
0.492 0.452 0.456
Tesi
estis(L) (97100g) £0.039 (5) £0.054 (5) £0.040 (5)
0.980 0.914 0.920
Testes (9/1009) +0.090 (5) +0.094 (5) 10084 (5)
o 0.110 0.118 0114
Epididymis(R) (gr1009) £0.007 (5) 0011 (5) +0.005 (5)
N 0.110 0.108 0.114
Epididymis(L) (97100g) +0.007 (5) £0.008 (5) +0.005 (5)
S 0.220 0.226 0.228
Epididymides (971009) +0.014 (5) +0.018 (5) +0.008 (5)
0.114 0.122 0.100
Vi
entral prostate  (g/100g) +0.017 (5) £0.031 (5) £0.019 (5)
Dorsolateral 0.102 0.100 0.080
- (9/100g)
prostate +0.008 (5) 0.045 (5) +0.020 (5)
, _ 0.326 0.302 0.294
Seminal vesicle (g/100g) £0.017 (5) 40,054 (5) +0.023 (5)
0.594 0.626 0.594
i 1
Brain (g7100g) £0.045 (5) £0.042 (5) £0.024 (5)
0.216 0.198 0.208
Spl
pleen (9/1009) +0.060 (5) +0.008 (5) £0.023 (5)
169.48 183.42 145.22
N
hymus (mg/1009) £29.18 (5) £25.86 (5) +18.14 (5)
3.46 3.08 3.28
. .

Pitutary glan (mg/100g) +0.46 (5) 0.19 (5) £0.31 (5)
. 4.46 5.28 432
Thyroid (mg/100g) +0.32 (5) £0.58 (5) 0.98 (5)

14.76 15.72 15.02
Adrenals mg/100 :
(mg/100g) 0.84 (5) +1.55 (5) £1.54 (5)
. ) 335.40 306.78 325.44
Final body weight
Yy we © +32.02 (5) £23.81 (5) £14.79 (5)

Values are shown as Mean+ S.D..

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

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

Male
Findings 0 20 100  (mg/kg/day)
ss SS $S
49 4 4
No abnormalities detected 4 4 3
Liver
Enlargement 0 0 1

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

Male
Findings 0 20 100 (mg/kg/day)
ss ss sS
43 4 4
No abnormalities detected 4 0
Liver
Accentuation of lobular structure 0 3 1
Enlargement 0 1 4
Pale 0 1

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

Male
Findings 0 20 100  (mg/kg/day)
sS ss ss
4? 4 4
No abnormalities detected 4 0
Liver
Accentuation of lobular structure 0 4 1
Enlargement 0 3
Pale 0 3

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

Male
Findings 0 20 100  (mg/kg/day)
ss ss ss
52 5 5
No abnormalities detected 5 0 0
Liver
Accentuation of lobular structure 0 4
Enlargement 0 3 5
Pale 0 0

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

.57-




Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 20 100  (mg/kg/day)
sS SS SS
43 4 4
Liver
No abnormalities deteoted e 340 YA O
i /Hepatocyte/
ooy 0% s
tion, hydropic/Hepatocyte/
T T
Nesrosishispaisaiarocal T T T
i rosi cyte/
Comtionutar M e o 0w o
Kidney
No abnormailities E:i_gy_a_c_tgc_i _________________________ §‘_/4 N - a4
‘Cyst/Subcapsule ¥ 14 — os T
Testis
No abnormalities detected 4/4 -— 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 e 4/4
Bone marrow .
No abnormalities detected 4/4 -—- 4/4
Spleen
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 — 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: very slight, +: slight.
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Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 20 100  (mg/kg/day)
ss ss ss
4? 4 4
Liver
No abnommalities detected | ...447 04 04 e,
;)-e eneration, fatty/Hepatocyte/ SR 0/4 --------- 1 /4 :::: 0/4 --------------------
Contomair e
e TE 0RO 34
neration opic/Hepatocyte/
gz?\:'ilobutlar e P * 0/4 0/4 3/4
e ¥ o 7 qg T
Microgranuioma e
.............................................. B oA A A
Mitosis, inoreased L S - S
‘-l\ié-c-l:c;sis}}-i-é'patocyte/Focal + o4 14 o4
Kidney
No abnormaliities detected 3/4 — 4/4
Cyst/Subcapsule 7 — oa T
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 -— 4/4
Dorsolateral prostate
Noabnormalities defected 34 T M
Cellular infiltration, lymphocyte + 114 T oa T
Bone marrow
No abnormalities detected 4/4 -—- 4/4
Spleen
No abnormalities detected 4/4 — 4/4
Thymus '
No abnormalities detected 4/4 — 4/4

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

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

—: Not examined.
+: very slight, +: slight, ++: moderate.
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 20 100  (mg/kg/day)
ss ss ss
49 4 4
Liver
No abnormalities detected .34 04 04 e,
Degeneration, fatty/Hepatocyte/ o o4 44 24
Centrilobular ++ 0/4 0/4 214
Degeneration, hydropic/Hepatocyte/ _ + 04 | o4 s4
Centrilobular ++ 0/4 0/4 1/4
T + s 24 24 T
Microgranuloma e e
.............................................. YA A A
Mitosis, increased S S Ve e S S
.......................................... YA M A
'Nécrosis/Hepatocyte/FocaI + 0/4 0/4 2/4
Kidney
No abnormalities detected 4/4 - 4/4
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
Noahnommalties detected S T
Celh]l-a-n; infiltration, lymphocyte + 114 I 0/4 ----------
Bone marrow
No abnormalities detected 4/4 — . 4/4
Spleen
No abnormalities detected 474 — 4/4
Thymus
No abnormalities detected 4/4 -— 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate.
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Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 20 100  (mg/kg/day)
ss ss ss
53 5 5
Trachea
No abnormalities detected 5/5°) — 5/5
Lung
No abnormalities detected 5/5 - 5/5
Submandibular gland
No abnormalities detected 5/5 — 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach
No abnormalities detected 5/5 -— 5/5
Duodenum
No abnormalities detected 5/5 — 5/5
Jejunum
No abnormalities detected 5/5 - 5/5
lieum
No abnormalities detected 5/5 - 5/5
Cecum
No abnormalities detected 5/5 — 5/5
Colon
No abnormalities detected 5/5 -— 5/5
Rectum
No abnormalities detected 5/5 — 5/5
Pancreas
No abnormalities detected 5/5 -—- 5/5
Liver
Noabnormalities detected 85 o5 05
Degeneration, fattyHepatooytel - erer 05 B8 206
Cegtrilobular , P .__:*'_'f_'_______p_/_S_ ......... q /E ......... ?./.5 ......................
O ST .. SO 0% ... LA
Degeneration, hydropic/Hepatocyte/ __+ 05 | os s
Centrilobular + 0/5 0/5 2/5
R — A
Microgranuloma e
.............................................. s Lo A
Mitosis, increased S 003 T WS
.............................................. LS OB
Necrosis/Hepatocyte/Focal + 0/5 0/5 215
Heart
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate, +++: severe.
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Table 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 20 100  (mg/kg/day)
sS ss SS
523 5 5

Kidney

No abnommalities detected ... A5 S e

Dilatation/Pelvis + 1/5 — o5
Urinary bladder

No abnormalities detected 5/5 -— 5/5
Testis

No abnormalities detected 5/5 —_ 5/5
Epididymis

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

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

No abnormalities detected 5/5 — 5/5
Coagulating gland

No abnormalities detected 5/5 -— 5/5
Seminal vesicle

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

No abnormalities detected 5/5 - 5/5
Sciatic nerve
" No abnormalities detected 515 -— 5/5
Bone marrow

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

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

No abnormalities detected 5/5 — 5/5
Spleen

No abnormalities detected 5/5 — 5/5
Thymus

No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 20 100  (mg/kg/day)
ss ss Ss
59 5 5
Thyroid
No abnormalities detected 5/5° — 5/5
Parathyroid
No abnormalities detected 5/5 - 5/5
Adrenal
No abnormalities detected 5/5 — 5/5
Eye ball
No abnormalities detected 5/5 - 5/5
Skeletal muscie
No abnormalities detected 5/5 - . 5/5
Bone
No abnomalities detected 5/5 - 5/5
Mammary gland
No abnormalities detected 5/5 - 5/5

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

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