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(= #91

o-TVrnuNyErOBRHEREROKRSSUAR (HEI4AHE) 2MED Sprague-
Dawley v b HOVWTERLc, MEE S 4FEREL, 1 HIcRBEKTH L2~
VT, MO IBEICEREBMEE. Thoh 200 100 XU 500 mg/kg DBET8HM
EhizhEEEORS Lz, HEL SREABICBC B2 O0RES LT 500
mg/kg REHITFI0L, TOMOFBIESILL L, SEORBCSVWTERD SRz Tk
ELELITICEHNT 5,

—RRREDEIL L LT, 500 mg/kg REHTII. BREMBIZRES LURENSOSNS
Bl h. BEFLZAL»S THE CHEROBOFRED SN, ZOM, B5F9H
PR, HETi3 100 mg/kg DI EDRSEE, Mk 500 mg/kg S5 T, BEBEHRO—BY
DHEFAS o0, —HMOFTRERSER | BREU MR L (BEIhs 2 LAH 0, B
ko TRHBSROREEOBRETHONEZ &0B -7, £/, 500 mg/kg RERETIE, 1
BeLREMHICEERY B L. HEE. #5F 4 BURLERRAMKET B £ cHE
BB L CEETHBEL ., BTREEE 4 B THEL THEREI R oz, —A.
KBS, R RBYERSHOMICELVWEIRD o hAdh o T,

BSE 4BEORRETIE, 500 ng/kg BEHDRLAEDHH i 9 LLEERL, HT
WBREQOEEMEVERICH - fod’, MOEE TR L HBRYERSBOMICEL
WEEIEDONED T,

HEESERE T3, 500 ng/kg WEHICHWT, B L AT u—LEEB LUy (TP
EFMOFER RS 3 T LRSI, REEE, BRY VEBE. 0T Ht0oFE
BERE AMGHEBEIUF MY LBECERLET I, ThThED SN,
—Fh. BIERBRETHRORETE., Tho0ZE{LEBDohiabh -, BE, MRFEHRE
T VTNORBEFEFICSVTH, SR L BERYERSHEOBICARELZIEDON
ASAECY fal

REEETIE. 100 ng/kg U EDKREHOMESL LU 500 mg/kg RS F DMUMD ITHR
BRLUBBOMITH 5 SIS ERMENL 7z, = OH, 500 ng/kg HEHFHOHETIL, 18
BR. OB, RS L UBE LADENERICERLEL A o0, BELBEEORER
WA 100 mg/kg BEFWTHLRD O, —FH. BEABREBRTRORBYER
ST, BSHAMR TR ONIBEEEOELERD o hAD -T2,



REHEE TROBMITR L LT3, SAEM R LICFEOREL L RKEEIBE S
Nz, MBFHRETE. FRODEROEOFMIBE AL, L & 100 ng/kg LA
FoES#cHon, TOELORE TR & b HEICKRE L CERT A H - 72,
o, NEROEOBEMIRIES 500 mg/kg BB OMERES LU 100 ng/kg H5B DI
D& OFIBH oNTz, oI, BEOEBEE CHIREHCERE S N1 5 FFE o PIRE
HoHERG{EIX. 500 ng/kg HEBOMIZZIE D oNGh o7z, BT, HD 100 ng/kg
PLEDBEBIZB T, EAIREE OF B MBS AROEED 5 N IREIFEC
AU 7o, EEREBARR T RICIE, REHBRTRICH Shic 2 h S oRENELILHE
RHHVWEIEBRT AEREICH - T,

PEDEHZ, -V 7naxv EreRERGTHEIZL | FHBONEROHEDRT
AR R AMERE L & 100 mg/kg LILORAETA OGN, S olz, D 100 mg/kg LLEDA
B Lo 500 mg/kg OFE T, NEDLEDBIREENRD Sz, i, BT
i3 100 ng/kg UL EOREBTEB O IRME CFREMRENSHAGIBRHEE
HAEVIEETHRL, COoRLEIBRBHERSICERLZZLTH S LAREIN
tre THODZ EDS, ARBEGATICHIA o-V/nuNv ¥ v OEFER T
Eb 20 mg/kg THBEEEZONS,



(i

i
[ ]

o~ rnuNyE L IE, Ty I AR ITLOBEH, RhK. BEASCERIATH
AV, o-vioaNRyEVOBERIZOWTE, Ty MBI SBEBEORSRO LD, &
500 mg/kg® & 3\ id 2138 mg/kg® THB I LAWMEINT NG, &z, Ty MBI
EREABE SORERNRSSHER TR, T LIRS JUBRICEE T RIET C
EAHEINTVEY Y, SH, 0ECD BALENHELLUARTFLELEHRAED
—RELT, o-Y7nuNv iy OReMEBOEMNER/AHIZ, T v MIHIFH28H
FRER ORGSR LU BREERBRE ER L/,

BB, FABT. MEFEEMHEEE, 27V —= v 7EHEEBR 13 EEHV 528H
MoRERSGSERBR—) (AR6IFEIZH 5 B, RIREST005. BEF10395., 61BF/HFH
10145) B LU T{LEWHEGLP) (BHISE 3 H31H. BRREFINS . EHREP2205,
5085 S BEAIOIE] LA IBHRIE. BABIIE, HEBBS. IEFHES) I
L TER LI,



9] #1]

1. #WEmA

BEBMELLT, -V 7ouaxv¥y (LT DOB &BKE) # BV, #BRWE L.
ez L,2-v/oopxRvErvinn, ZZE o-dichlorobenzene TH H | CAS No
95-50-1. DF& 146. 94, ¥z CH.Cl.. 2EMRHL 3. 38, BA(BEA) —17C. #4
180C . ZXUE 0.13 kPa (20C) OMEZHDEATH 5, DB OEERZLTICRT,

&R
Cl

Cl

AT, = EFEHRL S iRt E N/ DB (o vy FES : 8803302, #ifE .
99.7%) ZRH W, ZEWEE., FHEKE CHBYEZHRREZEICSVT, EETEEL
77,

2. ERHEYS LUEE HIE

etk 4 BTHALTHERED Sprague-Dawley 27 v b [Crj:CD(SD) IGS. SPF. BAF +
— LR UN—A e, RPEELL Y —1@F 1) 2@ELEEERRTE HAICh:
HDFHET LR, —BRREBICEBORD SN Aah - R 2 BRI L GF
2) . B3, EEHAMEEC T, BEEE 242 1T, BEERE 50~65%. #5XEIEK
#9151 /8%, FRPAI26%ME (7 ~198FUT) (CRESNICAFTEAT. 2BREWEKr -2

B B A B 1999 3 H24H
A fa PC B HE34PT HE34pU
A o B 4R B HE83.4~98. lg (CE1990.3g)  ME76. 0~88. 7Tg (E1581. 52)

% 5 B 4 H : 19994 3 H30H
RS FARRMAE | 144, 6~161. 8g ((F19154. 1g) 127, 1~138. Tg (FF13132. Og)



(220wx 270d X 190h mm) 12 1 PR DINAL . ERAEH (CB-2. BAZ L7HALM) H&
UAGEK (BEFUKGEREK) *EHEBRX S TCHEAB L, b, AEHEF. AEE0
REEOEREG. TN BREBOBENICH 72 (E3) . Ffo, BB LIEARSE
VKICE, HBRICEREE RSO REME D B B BAMIE 20 5 12,

BEPMOBENICE, BXVFERWT—EDOPMES FHRL. £/, BILicBOR
BAHYH— McHBREEES., . 3 (BR58) . PPES2ELALEEy—YK
g, [ESER omEIE LTz,

3. BREWRKDHRS

FAEILIHBMEFTEL. IEEELLs L) 22— il (3L : Corn oil. H&
b EOaVH, oy bES (V8PT069. F AT A T A VKA RH) EMATHER
LTHEL,

SFHEFICT, PEICHB L ZBEORSBEOERAEZER L BR. BRH
DHBHEOFHERIT. FIERED 97.3~99.9% TdH - 7= (Appendix A) , F/z,
FERBICKIU-> T, REHHBREERLER. HBWED 0.2 LU 20 w/v%
BRI, ANK., EREFAFTTIHHRRETH 5 2 LR s /c (Appendix B)
feh, WS 1A 1 BORETRARL ., BAKE CTEREATCRE L. 25,
BERABRBERTH B LS, BH—MRBIIERBL 2, 12,

ARBADOBRBRMEOREIX, BEEAI/ O b 7T THRICE O RE L (Appendix
C) . &b, ABHEZICE. BERKOEBRYEREOREICHL T, REKROHE
B% 10~50ug/ml EECE LA EEROBRIERICITZOEEZ 10~40ug/nL & LR
BEEED S OB D - 1z, AFCOoWTIE, REBROBEHD 10~40ug/nl TH>T
LEBMBEORE P REED SHANSDICKET R . BEREORENS L UESED
A I MW LTz,

4. BB LUBST
FHRAROKRSEIZ, REEREDHOTHEAB GABEHEES : (-98-025, 58 :

(F3)
BYEER T ORERORRE  EE23.5~245C  EES2~61%



0. 250, 500 BT 1000 mg/kg) DIERICETEREL, T4b5, DB # 7 HHEK
EROKRSTHEICLD, 1000 mg/kg REFHOM 3 FIrb 1 FIFRESE 4 HICHET
K& o7, 72, 1000 mg/kg WS FETIE. MR L S0 5 D AR E 0 I IP ) &Y
HH, REOZEALL LTI, RR, FHHET. H1TRE, HEOBN., HHEROR
L Endh, ROFBA»ES . RENS OIS 57, —F. 250 BET 500 mg/
kg G5BT, BEOHEHI» O BFHIZH T THRENFELD Lz, 2oHiEITIERIC
L. —#ARE T, 500 mg/kg WEH TR EMHITREL A ON/LUMNIIZELIZER
Hond, HRFARICS VT O HBYHEES ICRERT 5 L BbhsEidnd -1z, Bt
DT Eho, ARBROBEIT. BHEZ 500 ng/kg £ L, UTALS THLT 100 H&
U 20 mg/kg ZHRHELIURAEE L, &£/c, L LERTHL - VihzHE5T
BIIRRRE®E RS 2,

st & LR S T RIAHFEORERBR 2T MRBFS LU 500 ng/kg B5EEI
£10PE, ZOMOBIZ 5L Lz,

Hodid, BERTROATAEZ L L IAEIBLEEAMEEIC L DITo 7, &8
DREEHE LUPHESFEUTIEIRLL,

iE3 R’REE BRERE hYES
(mg/kg) (mL/kg) 73 743
*F BB B¥ 0 5 1 ~10 31~40
KEEH 20 5 11~15 41~45
hHER 100 5 16~20 46~50
EHER 500 5 21~30 51~60

MEME & HXTBBES LU 500 mg/kg BEHTIE. BMBFSOBEVGFDL S 5 & EIE
RERICH W,

b. HE5HE

BORBE, ALBETA NI VICROEBO L L, BERRE1E» 5 4RO/FE L,
1 1[, 288, v PABEZRVCHAERS Lz, REFEWR b nl/kg &L,
ERERORAROAES & LB ICBH L.

B, FEHHTOBES LCEORLER. REMBES L URSHBRZINEN
BEFIHBIUHREHE 1 BL L, BEARABTORES SUHADORTEL ChIcHL
TREFH I HBLUEER 1H8E L,



6. REHE

1) —fied

2flzonT, BH (REHEPREIBRENE I URER) —WREBEOBRE 21T/, F
fo. PORE, BEESLCHEKERZUTOEBVRIEL 2, AER., BE5E 1Bl
REE | HORSERERSFE 4 A, £S5 2 BALRBRORS M S & OREABIER S
1BIZ 2 I OSEETHIE Lo, €O, BESHMKTH., EEHBHMKTHS & U8R
HiICb@IEL 7z, HBERE, B5F 1 ATIE, REFIHLS2HEHITIHSEYD
BEEZAE L., DERERBHARG T EE THE | HoBETHEL /2. BKER., B
558 4 BH LU EERBRHME T EORRERKIC. AMWr—YATI B 0EKkESR
HE LI,

2) RiRE
BRELOVEFLTVA2HIIOVWT, BEF 4B JUREHBARME T EICHY & A
o —JIEL. UTOHEBIZODWTHRELL, HL, HBRICIIRES L UEH -
BEET 4 BHERS 5 W IIHER T, £OMOEEIZHI24RMOER TIT> 72,

g H #o OE & B B %
®if - BEE 2 .
FRE it B P
HE ERE 3"
pH - B - EX - ¥ - Mk B -39 r 2004 (AMxn - =3)
Jobl -y - EYREY =il El
3) MiEFHE

REHK® TS & CRERBRAMR TR 217> 289 (LT, EHRIF &2
) &, 2fRiE] (BRERED) (C18~24fa 3/, €0k, XU MLES -
WF bV 7 LREBET T, SRR KBRS S HEEER & LT EDTA-2K ZFHVWTRIM L .
LFoBEBIZDWTHELE, 2H, 7obo vy EVBMBL OGRS o v R T 72
FUBEOREICAVWAMKIZ>WTIR, 72 /BF I LEREER & L THWTER
WLz,

- - - - - = . - - —— -



15 B MoE & = A # =5

7R IMEREL (RBC) BE (BXUEHTHE) Coulter Counter Model
S-PLUS IV (3-p9-1L7}t0z)R)

H M EREL (WBC) BE( BHE ) Bk

I 5% & (Hb) [ b (BILREE) N

TR MEREFE (MCY) B E (BRUETTE) Cills

/M BL( RL ) L

A7M7Yy ME (Ht) STE (RBCXMCVX0, 001)

SPIg5R MER I & 35 8 (MCH) Rl £ (Hb> 1000/RBC)
$ﬂfﬂ%ﬂ@i%ﬁmwo [L (Hbx100/Ht)

H [k FE (BFIRMmBHIEA w2l €]
Wright-Giemsa %:f&)

HOIR R M ER HE R Brecher & Ei

JutovEvBER (PT) JeHLELRE ik CA-1000 CEARERET)

EMER S bovkTIAF VEERS (APTT) Sl N

4) HE{EmE
AR DOERMICE| EfE &, RROMEES X VBRI OZET T, 200 5~ V25
BEXE LTERLZMEICOWT, UTOEB#BELT-,

] =l Ao E & {5 5] A
REQBE EFly MEk BLFRAELZBEHOTERE
COBAS-FARA (071)
TNTIERE BCGi% Eills
BaLaro-ViErE COD-DAOSYE [F_E
TEEERE 7watt-¥ G6PDHi% [k
REZZREE BUN) IL7-¥ G¢.DHE &+
NTFZ VB Jafféix (Rate) Gl
ALPiEME GSCCi%: il
GOTVE M IFCCi%k & Lk
GPTVEE [a) - &
7 -GTP&E 7 =TIV IN-3-nity-4-z o7 PR Gilis
MY LT HERE GPO - DAOS#: fa] E
BB EE 7B B G
(Inorg. phos.)
RerIweEE Jendrassik/Grofit Eills
Dh ) LI OCPCi: At
A/GEE iHE
HUYLERRE {1v/EME cBE)ERESFEE EA0S (ALT)
WONEE N G
EZREE El- Gl

b) WHEFEME

Big. BEIEC THEBRZ U L CRIMER Lick. E S L OIS % ARNIC
BEL. SHYOUTICRTHEEREZHEL 2, /o, BREEELTIRB OAFETH
LTENENOMNERZHEEB L.



E B WM ¥ % E
B, OBE. ATAE. B, BSRR. PERE. BUE. AR, FRE LK, DPB

RIRMBZIC S| &E. LTORES S WIHEBZHE L CTHRELL. b, BEb X
UHEEAIT7 VIRICEEL (REAREE 010 Y VEEHI0% L) VER
EERALR)  TOMOBE - HBE 0.1 M UV UBEEHEIORRILTY VERICEE
Lfze &0lz, BEHABKR TRO2BFOXHNE M LZBE - iz N7 7+ v ABLTHEH
L. A= bV ) v 23V URBIERZER L, £0%. XAFERBELZHOC
BESIUVEHEROEBFREZER Lz, £/, BSHBRTRENAOREER T,
HORBRICHERIMRLVRBD oN/clzd, HBERENRRBEICINEMA 2, £ DM,
AIRNEEIED SNBE - HEOZEAZ/EML ., HBFRE#ITo 7.

ZORER. REHBK TRONBER ESAEFOHEBFREICE VT, HIECHRES &
VO BRICHBRYERS L OMENELON S E(IRBD Sfofcdh, OB T HHEEY
WEEEBL, £7-. SHENOEOBERIC OV TIE. PAS REEAEERL., A%

BEIT-o7
B E - B # # E - 48 #&
Wi, TEE, FEE, RR, FRIR. LRUME. Dk, [E. [BEX. I, BFEx.
B, BAR. MRk, BIBx, §x, +21EG. 2B, BHEB. 5B, &5,
B, WS+ R LRk ISR, T, BRE K. FH. BE. HLER. EERE.
TERY voSH, BEEY VN, BRE (THESE | BEME. KBESH.
e » . SETAR. ST, &, &#. KPk. N—5 IR, Kl RER
7. T— 9L

HE., FEEE. FKE. LEBRE %R REEL o T BB 0 MBFRE. &
LEREOES LUHEERIT, BT CHIES LUBEREZ ROz, £/, ABH
DRI NBHEZEDTIBULD > cHE &, Bartlett DHEICE D DRD 4
MEIZDWTHRE (BB/KE . 5%) 2iT-o, 08D —HRTHIBE IR —EERDS
A EITO, BEICEENE (BB/KE : 5%) #EH oh/gEid. Dumnett HICk D
BEHB Y ITo7z, &z, BN~ TR20IES I, Kruskal-Wallis DIERRE %
1TV, BHECERYE (FRKE : 5%) HFEDHSNBAEICIE. Dumnett BOREETS
BB ZziTo/. BL. WINDOEETHES 0 &% > 7215EITIE. Bartlett &I



EBMERITH I Kruskal-Wallis DIEMREZITO. £ OFER. BRICARLEHR
HNTEEIIE Dunnett BOWRTERIC L Y BELIREZIT- 72, — 5, BB/ Z
F MM S HEITE, MR LEBRYERSHOZEIIEOEDOREL, EHOFE
P L UEERAEZ RO E. FEE (BEKE: 5%) ZiT\., FoHOESICR
Student @ t#EEE. FEFELEDOIE ST Aspin-Welch D tBEEEFAVWTHEE
BE#ITo1z, BL, EBSOOHTHEN0 L2 ->BAICIE. tREFERELZD -
fz. X512, RHEEBHFER L — K3 T LT — 413 Mann-¥hitney @ U #BF (&
fRRE) &ick b, £, BETL— FOEEHAR Fisher OEEMER MBREEIC
L0, MR EBRYERSHLOMOREEREZITo7c (FRKE: 5%) .
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1. ZETH
&5 HAM B £ U EIEABAR PRI TH IR 2> - 2,

2. —fIKE (Table 1. Appendix 1)

500 mg/kg BEH T, BHEF | HOHEHR | BRELIBFHICHRES L URENA SN 5 H
BHotc, £/, BHEEDORIHVHRESE 2 B0 0 4 HICHELFITERD oNn/zH, HB5H
8 HEABEIZIZWAE LTz, ot 1 FITIZRESE 3 Hic—BYHORBRIED Shiz,
100 mg/kg HEBETIZ. B5H 2 HIc—@MOBREHUME | flicHon/idh, 1 HITIE
RE5ESHDSI0AICHEROBRL MRS Shtz, 20 ng/kg BB T, BE5H10
Hic—@W 0@ 1 1 fllcigd ohfz, 26lc, #E5FE AL, BREERO—BMED
WmEES . 500 mg/kg WEBOMERESHF. 100 mg/kg WEBHOHEIHIcHEON, 2D
B 500 mg/kg ESBEDOHE 4 H, #E 1 H], 100 mg/kg BMEFHOH 1 FITIT. BREE ]
BRI E#E L THEI NS Z L o7z, TORWBR, BEFICL > TIREFDOERED
BRiETHONBZ DD,

3. A% (Fig. 1. Table 2. Appendix 2)

500 mg/kg REBOMEL b, REBAHORESNBH LB L THERIKMBEE
RU. £OREERBINKT B CEETHEBL., HTIEEE 4B THHELCHE
RENBED SNz, —H. 100 ng/kg LT ORSEE T, MM & bXBI L OMICKED
BERZEBD N -1,

4. 18R (Fig. 2. Table 3. Appendix 3)

500 mg/kg PREBECIE. HEMEE IS E | AOBEHENNBH L HEL CEELRES
U, CRBS5E4AOBMENARERAGEEZR Lz, —F, 100 ng/kg AT DR 5EE
B I UMERBRIAM D ORBHER S 13, L LR L OMICEEROFELE
EEATIY (WAL A

""" - - TTTW Y % 7% T - ¥ - - T 7



5. {E/KE (Table 4. Appendix 4)
58 483 L ORIESE 28ICHIE U B7KEICIE, il E HIBE BB S B
DEICEBREZREDONLG D -T2,

6. Ri#&ERR (Table 5. Appendix 5)

BEH ADRKBETIE. 100 ng/ks REFHOMORBIZABELENNA onlzh . B
BERGEHOHBEATE R >z, £/, 500 ng/ke BEHTIT. 1 HIEZRLH
28 pH 9 LLEZRL, MTRREADEESMBVAMICH -7z, & Sl BB M 1 fi
T RAVEE L. BOBIRIGEEZ R LTz, BES 2 E0RBETE. wThoki
HAIZEWTH, WREF EHBHERSHOMICELWEIBDONLDI - T,

7. [MEFEwdrr R (Table 6. Appendix 6)
RSN TS X OCEERBHIRKR TROMEERERRICIE., WTFhoREEHIC
BWTH, EHLEBRYBRSBEORMIIBEEREZEIRED oD o/,

8. HALHR&EFRA (Table 7. Appendix 7)

1) BRI T &

500 mg/kg WEM TR, KaAL AFo—LEES LUy (TP EHOFER LR
A0k EREMAS R, RREHR, BHY VEBE. 0T EH0GEL LR E A/G I
BLUF NI LBEOREGSE TR, Tnen@Boonsz, Zoft, 100 ng/kg #&
EBOBETIE. ALP EHOABESETAAON, 20 ng/kg RFHOM TR, RER
BLRUTLT I VEEORERKTNED oM,

2) EIEFERARMM T R

WEMBERSHE TR, TP VEEEORELRET NS, ALY LBEOBREL LR
Az S, BB TR ICEILDOA SNZIEBICAERLEIZED onigd

=277,



'''''''' ' ST T ¥ T T

9. REERERR
1) 288EEE (Table 8, 9. Appendix 8, 9)
(D55 BRI T BefE S 51

500 mg/kg FRESRETIE. FHHOMN B L VHENER & BROBNER DA EZE A
oA onidy, TR, O, BRES L UHEE RO ERICARLRD IR
Hohse, £z, 100 mg/kg BEFEOMETIE. S L UBRMOBENEENDFREIEME
WELAROHNERDEREBRLHIRD Shi,
(2)[E1E R BRI AR T B 51 51

BRYERSH TR, HOROBNERICEERZRL VA SN LSMN, AERLERR
Honiehot,

2) WERATR (Table 10. Appendix 10)
(D% 5 R T R sl 1

BRI <13, BEEMbA’ 500 me/kg HSARFOHE 2 F), 1 1 H1iz. KEYES 500 mg/kg &5
BOMES 2461 100 ng/kg BEHOM 1 FlicBHESIhz, BETRE., RE{LBIUV
BAMOETA 500 ng/kg BEBEOREICE | #, FIZAH 100 mg/ke |G BEOME | HI252
oo, BT HEIIH 500 mg/kg REBEOHE 2 5, /NEYED 500 me/kg H5HF
DHEWZ 1Bl BEEILS 500 mg/kg REBEOHE | BlicHE I N, ZDfth. 100 ng/kg
REHOE 1 FITid. BREBRIZESFRLEZ SN LIWHENAKBEIIED SN,
(2) B8 S BRHA R T BRI 1

HREES L OEBRYER SHOMEE L b, AIRNATRIBEI LD o1,

3) H#FEmERR (Table 11, Appendix 11}
(142 5 BRI T e REH 6

Frig i, NEPOH MR (Photo 1) #° 500 ng/kg 5B DMELESH.
100 mg/kg HEBOHLHF], M2 HlIcEH]BI N, TOBLOREIIMEEE LABITKEL
THE TSI H > 7o, Fo. DEPOEOBRMZIEIES 500 mg/kg 5B DM
HH LU 100 mg/kg BEHOHEOZ S DHlicRb o, o, BEOHEBEE
TXIRBFICEIE X N 5 BT o0 PIARE B M D BEAS(EIZ . 500 mg/kg REB¥DEEICIIZED SN

sz,



BT, EIREE OFEEERENE A (Photo 2) A EED 500 mg/kg HS5EED
28, 100 mg/kg VEBED 4B LV 20 mg/kg HEHD 1 flicBE I NIz, 1H. EH
EMOBEOERIC OV T PAS REFIT- R, EARMEE OFEEEMIENH AK
FWInd PAS BETH -7z, Z O, Table 11-1-1 BEV 11-1-2 ITRTHARIER
ENTA. WINOFR LR TEOREFEE S JUREICEIRDoNAd o/, i,
BEERETHERREI N2 ONIEHEHOEORARIZIT ., HEENE(LIED ShR
Motz, oI, ARNIKRENS SNICEMIOMR S LT, BROBRMNA» 5N/ 100
mg/kg BEREOME 1 T3, HEFMIC LBRNED SN, £z, 100 ng/kg BSBOH
1z & NI faRENFREETIS . HFRNCRYAFETH o2 Lh o, BEBBRHIFER
THELREEZ OGNS,

(2) BB BRI A 7 B RR 561

FHE TR, DEPOW O BREIERBRMER SHOR 1 flics on, FMRBELED
AL B S L UHBRYER S OMESPICBE I N, JOM, EOBR T,
11-2-1 LRTHRRESAoN/D, WINIBEBTCEtORERES LUEREICEITER
HoNIEM T,



(£ %]

DCB % . 20, 100 & T 500 mg/kg NHECHEHE D Sprague-Dawley RF v +1Z28
BREIC oo THEHREOHRS L. Z 0% 14[ E o RIS BRI #5072,

TOMR., TLLTHRS LUBR THBYERSICER L2 EZEX 0N BELMEL
Tze Thbb, lﬂZ’EEEE b 500 mg/ke REBHTIIFIRERAEML. 100 mg/kg LLE
DERGETIINEROEOFMRRIERSA o, ZOELDEEIHE L b ARICKEL
TR BEAICH o Tc, o, NERPLEOEBREFELER SN, ChotHED
T OMEBFEZE(EE, DB 2 SD R v bHdWid F344 T v M 3 ARMRIERORS
LABS Y ToDonTH D, B 5L 3ENRED—D20HHTH 52 L'
Banfz, cNSOBCCBEET S LEIONLSEMERRE L T, GOT 50k
y-GTP FMDO LR L BALATO-LREDER. TLT I VREEOETICHD
AG RDETHRD oNnfe, 2612, SEORBRTIE. BEOFEEHETHRIEICHES
NAFFROMIRE MY OMABIES. 500 mg/kg MEBOHEICIIRD oNLd 5 T,
BE, INSORRICBEE LR, BEHMK TR, MAMOREHRBRAMES 2
EIZE D WEEHHVITHRRT SHEICH - 7,

—F. BT, HOBBRYERSHICOEURME 0TS MG A AEISHE
SN, TOHESLIUBELLABICKEL THEL. XS L UBENER: LENH
B W IFIEIERIZSH -7z, DB DALERMATH S p-dichlorobenzene D RIFEHED
BE5izkh, BTy bOEARME LFIC hyaline droplet #EET B &d 5,
p-dichlorobenzene (3. W W 5 a2u-globulin nephropathy ZEJH T 5 2 L HBF S
ENTHHY DB bAKOBEREEZZRET A bDEEIOoNS, 1B, 20 mg/ke
BERD 1 licd S IE A FRME OFEEMIRRENE ALK, 5 v McBRAREMRD
Bl LTHONLBEDOBMA LN TH -7z, £/, 500 mg/kg HE5BEDOHE TIZ, 4T
HORBREZRSIUERY VBEO LR EF MY Y LBEOETMRD SNM, Wih
LEMAZLTH Y, IEOEBERR L OBEMII OV T RATH 72, I 51T,
500 mg/kg RSHEDMETIZ, ERHOMNERIIBINL 2, HEFFAR L L TEFBLVE
ftidBzrorzz o, WICHE T 2 EMOENEEDIEING., ARG AELREREE
Ezohs, o, #5584 BOREETIE, 500 mg/kg BEBOMHEL b, ZLALE
DA pH 9 LLEZRL, BTEIREAOREMEMERICH 728 Th & DELDK



RUIZOWTHESIZT B LITERD 5Tz, — ., ELRMEE DIFEEMENE A
HhEEUBRICETAMAE., BEFIEICEOWTROBEE Lz DS, EEEDH S
ZibeEZONS, BB, TTIZHEEINTHS DB o7 v MeHiTAREROKS
BHAER Y TR, BKEHSVWEIREDENNASNTWAN, SEORBTIHHARE
TH5 100 mg/kg REBMOMTREDOFELEMLS SN/, BKES LU
REICHESEIZEBDSNAZH) 572,

T Ofth, 500 mg/kg RSB TI, ML LRSPHICHEBENEORIEE 1tk b LEZ
ONBHES LUTREN B ONT, o, REVHICEEIS LUHERDORL IS b |
FEE, SRR L CREABRAMK THE CRETHEL., #TROESE4ET
MELCHBEREZPRDONIZ, E512, 5B 9 HLME. BT 100 ng/kg Ll D
FEH, MTE 500 mg/kg EH T, REEHRO—ERORANS SN, —HBOHIT
BHESHE I BEUEREL TREINS 2B D, BRI L > TR SBEOERE DR
THONBI LN DT, TOREFBIIABICKEL. HE5FHLroHE SN, BIER
BHBDPICRSoNAD - 6 REEEORIEIT., HBHEORIEMIC & - TH
TLIRHERFICEBbDEEZ NS, 745, 500 mg/kg WEHOMTIT, BE5FE4LE
DBEBNEBELEBEERLZD. BEORELLTROITHTH . FEICH IhicH
BB EEZONSELIZ AT,

500 mg/kg WEBOHETIE. MRS L UBBOESERENFED LIz, ThoDELLH]
AU7ZBEHRO 3 0 AMKIERSRBR TR ONTHED, WTHHIENERICIZHEERE
nAHoNT, MRFFRB ICHBZERRICLELNZh o7, ZOfth, BREEEDRED
ELTIE, 500 mg/kg MEBHOHO L E 100 mg/kg LI EDOHBSRHOKERE HiKIcF
BRENAONTZY, WINLENESICIARLEIRDONT, HETLEEZION
LIABFEFREN RO - D 6. 2h S DOELITRSHEAL &S O KREOBE IS X 5
FENH-1-bDEEILNS,

B, UEOBE(OMICEGHARK TS 2 WiIZEHEABRIIMKR TRICAEEZEDA SN
REAEFRRBLIVOCBREEEORLII VT, WITNLBERERELLELTIIAL.
MET2MOFRRL LN -7z Ao, HEBYERS S L UT Rz < BEEBHE I
Mo EbeEZ SN2,

PEnkHiz, DB 2RIEHSG T A2 ik | FEO/NEFR.OM O FFHIRIIL A At
EH 100 mg/kge LEORHETHON, 52, BED 100 mg/kg AEDHE LMD



500 mg/kg DAE T, NEFOHOBEMIBEFELRD SN, £/, HETIE 100 mg/ke
ULoBECBRBOAMNRME ICIFBEMIRENS ARYGELSEES 5 VIRETHR
L. COEMRBHEBMARSICRRLZELTHS Z EHFRREN, choDzE
Do, FRRBEAHETICH TS DB 0OBRLEBIMEL S 20 ng/ks THHLEXS
ns,
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Fig. 1—1
Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Body weight changes in males
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Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of DCB in rats

Body weight changes in females
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Twenty-eight—day repeat dose oral toxicity study with subsequent 14~day recovery test of DCB in rats
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Table 1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Clinical signs in males

Initial Nuwber of aniwvals with clinical signs Day of
Clinical signs Dose  number of Day of dosing period - recovery period® —
(mg/kg) animals 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 I~14 Total

Salivation occurred just 0 19 S T e S e R R S -
after administration 20 5 T T R T e N N T T I N SN -
(disappeared within 100 5 - - - - - - - -91$!t1r1rr1r:r1rr-1r- - - - -1--"19173 - 3
about one hour) 500 10 - - -~ - - - - -2 3 6 6 8 810 8 9 6 4 7 810 9 8310 91010 10
Salivation occurred just il 10 T e T S -
after administration 20 5 e T -
(cotinuously observed for 100 5 - - - - - - - - - - - - - - -1 -1-111-11T - -1 I
about one hour or more) 500 10 - - - - - - - -11 - - - - -2 124 -1 - -1 -~ - - - |
Salivation was observed 0 10 e e T T R T R R e R -
about one hour after 20 5 S T R S R S -
aduinistration or later 100 5 e e e S S S S A S S -
500 10 3 - - - - - - - - - - - - - - - - - - - - - - - - - - - 3
0 10 e T T T T T S T - -
Lacrimation 20 5 S - T L R T -
100 5 S T T S S S S B S N S I -
500 10 e S R S T I S S N S - 7
0 10 T T T T T T T - -
Decrease fecal volume 20 5 e R e T S R R S S S -
100 5 - - - - - - -1 1140 - - = - = - - - = - - - = - - - - - 1
500 10 -1 10 ® 3 3 3§ - - - - - - - - - - - - - - - - - - - - - - 10
0 10 S T T T - -

Soft feces 20 5 T T R R T S SR e S T N B S
100 5 T A T -
500 10 S T T S R T R T S S S S S S - -
0 10 T I e T R R S T - -
Reddish urine 20 5 T e -
100 5 e T T T T R T TSR -
500 10 S B e R T T S S S N S - 1

a), recovery test was performed in 5 animals of the 0-mg/kg and 500-mg/kg group of both sexes.
-, no animal showed the sign,



Tabie 1-2
Trenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB [n rats

Clinicat signs in females

) U W S

£ ¢~

[nitial Number of animals with clinical signs Day of
Clinical signs Dose  pumber of Day of dosing period - recovery period® —
(ng/kg) animals 1 2 3 4 5 6 7 8 9 10 It 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 1~14 Total
Salivation occurred just 0 10 A T T R T S S T -
after administration 20 5 e T R R T T e T S S -
(disappeared within 100 5 e T T T S S A -
about one hour) 500 10 - - - - - - - - 4 5 5 5 4 7 5 5 5 5 6 4 6 7T 7 6 6 6 5 6 10
Salivation occurred just 0 10 ST T R R R T S S S S RN SRS -
after administration 20 5 T e T R T R R -
(cotinuously observed for 100 5 S R T R I S S S S S T R N -
about one hour or more) 500 10 - - - - - - - - - - - - - - - 19119111111 - 111 -1 1
Salivation was observed 0 19 S e e T T T T R S R S -
about one hour after 20 5 e e e S S -
adwinistration or later 100 5 T R T S T T S S S S R S -
500 .10 T 2
0 10 T T R e T S T T R B T - -
Lacrimation 20 5 R T T T -
100 5 S T T S -
500 10 4 - - -~ - - - - - - - - - - - - - - - - - - - - - - - - - 4
0 10 T e I TR - -
Decrease fecal volume 20 5 e S S S S S A SR S -
100 5 T e R T S S S T S S S -
500 10 -1 110 111 - - - - - - - - = - - - - - - = - - - - - - 10
0 10 T e T R - -
Soft feces 20 5 T T S S S -
100 5 T 1
500 10 e e T T - -

a), recovery test was performed in 5 animals of the 0-mg/kg and 500-ng/kg group of both sexes.
-, no animal showed the sizn.
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Table 2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent i14-day recovery test of DCB in rats

Body weight changes in males

Day of dosing period

Day of recovery period

Dose
(mg/kg) 1 4 8 11 is5 18 22 25 28 1 4 8 11 14
{10} (10} Q) (10) (10) (10) (10) (19Q) (10) (5) 52 (52 (5} 5
4] 154.7 182.3 216.5 240.5 276.0 299.6 331.9 348.6 369.1 359.2 376.7 401.5 410.5 428.8
5.4 7. 19. *12.5 +12.8 213.7 £16.0 *17.9 *20.4 *12.9 +14.7 *14.9 *13. t15.6
(5) (8} (5) (5) (5) (5) (5) (5} 4-3)
20 155.4 183.2 216.0 239.0 272.0 297.6 330.1 349.6 371.4
*5.5 6.0 $9.6 *14.1 $18.3 224.2 *28.0 $31.4 $33.6
(5 (5> (S) (5) 5) (5) (5 (5) (5}
100 152.0 172.2 201.1 225.4 263.1 290.1 323.2 344.4 365.1
5.9 *7.4 t18.2 +18.3 $21.1 +23.9 £28.0 +33.3 $35.2
(102 (10> (10} (10) (10) (10) (1 (1 (§-3] (5} (5 {5) (5
500 i54.0 146.1** 184.4** 206.4** 239.0** 263.6*% 293.6%x* 306.3** 328.1%% 322.1* 344.2% 370.5 384.4 402.8
4.9 $14.1 +11.0 £13.1 $15.4 *17.4 $20.0 225, 126. *27.5 *26.0 .1 226.6 *24.7

Parameter. mean(g)+S.D.

). number of animals

*

., significantly different from control. p<0.05
x%, signigicantly different from control. p<0.01
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Table 2-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Body weight changes in females

Day of dosing period

Day of recovery period

Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 1 4 11
(1%) (10) 10) 10) (10) (10) (10) (10) (10) (5) (5) (8)
0 131.6 148.7 164.7 175.5 189.8 201.9 214.3 218.5 228.1 225.0 230.9 243.9
*3.0 *4.6 6.0 28.7 +10.5 %10.8 +12.0 $12.1 +11.2 *12.8 *13.7 *19.2
(5) (5) (5 (5 (5) (5) (5) (§-3) (5)
20 132.0 149.2 165.8 177.6 190.0 202.4 216.6 225.4 235.1
3.2 6.2 +9,9 *13.9 $15.0 £17.2 220.1 *21.3 +*20.5
(5) 5) {5 ) (5) 5) (5) (5) 8)
100 133.4 147.1 166.0 177.8 194.5 207.2 219.9 227.4 235.0
+4.3 5.5 *6.4 *7.0 9.0 *9,.9 *15.1 $¥11.8 £216.2
(10} (10) [ 10D (10) (10> (10) (10) (10) (10) ) {5) (5 (5)
500 131.6 134.5%* 1587.6 169.8 183.2 192.9 204.1 210.1 220.2 221.5 226.8 242.8
2.0 4.9 *6.9 9. *12.4 £13.2 215.7 *17.4 216.2 +34.6 +12.9 +*18.0
Parameter. mean(g)zS.D.
}. number of animals **x, significantly different from control. P<0.01
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Table 3-1

Twenty—eight—-day repeat dose oral toxicity study with subsegquent 14-day recovery test of DCB in rats

Food consumption in males

D Day of dosing period Day of recovery pPeriod
ose
{mg/kg)
1 8 15 22 1 8
(107 (1) 1o (10) S) (5)
[¢] 20.0 22.2 24.1 25.6 28.6 29.2
+1.8 £1.7 2.1 *1.9 $3.2 +3.2
(5) (5) (5) (5)
20 21.5 22.4 24.1 24.7
2.3 2.6 3.8 4.2
(5 5 (5 5)
100 17.7 20.6 24.0 27.0
+2.0 *3.0 +2.9 £3.0
(10) {10} (10} (10) (5) (5)
500 T.4%% 20.5 23.8 29.7 28.9 28.0
+3.5 *1.8 2.1 *5.0 2.7 2.2
Parameter. mean(g)+S.D. . ;
( ). number of animals *%*, sidnificantly different from control. p<0.01



— A A M B

-1l

Table 3~2

Twenty-eight-day repPeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Food consumption in females

D Day of dosing period Day of recovery period
ose
(mg/kg)
1 8 15 22 1 8
(10) (10 {10) {10) (5) (5)
(o] 16.6 17.3 17.0 17.3 20.6 23.1
1.1 +1.4 1.6 2.7 £2.7 +%.9
(5} (5) (5) (5)
20 17.4 17.7 16,4 17.9
20.3 2.6 3.0 £3.7
(5) (5) (5) (5}
100 13.7 17.9 17.1 18.1
1.0 +1.9 2.5 +2.7
(10) (10) (10 (10) (5 (5>
500 6.9%* 8.2 17.4 20.8x% 20.5 21.5
2.0 1.7 2.6 1.9 +3.1 +1.8
Parameter. mean{g)+S.D. *, significantly different £rom control. P<0.05
). number of animals **, signigicantly different from control. p<0.01
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Table 4-1

TwentyY-eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of DCB in rats

Water consumption in males

Day of dosing pPeriod
Dose

Day of recoveryY period
(mg/kg) 23 day 9 day
(10) (5)
0 31.3 39.9
*11.89 +10.4
(5)
20 40.2
*10.4
(S)
100 39.4
+10.5 N
(10) . (5)
500 31.3 32.8
£310.2 *5.8
Parameter. mean(mL)+S.D.

). number of animals



JENEPS R SR Y

Table 4-2

Twenty—-eight—day repeat dose oral toxicity study with subsegquent 1l4-day recovery test of DCB in rats

Water consumption in females

< B e & &

—a

62—

D Day of dosing period Day of recovery period
ose
{mg/kg) 23 day 9 day
(10) (5)
(o] 15.3 21.0
*7.3 $14.2
{5)
20 22.7
4.7
(5)
100 26.9
£11.0
{10} (5)
500 21.8 32.6
*11.1 +16.3

Parameter. mean(mL)*S.D,
) . number of animals



Table 5-1
Twentv-eight-dav repeat dose oral toxicity studv with subsequent 14-day recoverv test of DCB in rats

Urinalvsis in males and females on day 23 of dosing perihd

Number Urinary Color*'  Turbidity" pH Protein®’ Glucose™ Ketone® Bilirubin® Occult blood™ Urobilinogen*”
Sex Dose of volume Specific
(mg/kg) animals  {ml/24hr) gravity lv v — + +# 6570758085290 — =+ + + - -+ + - — £+ b b + +
0 10 15.8+ 5.8 1.051% 0.016° 10 O 10 0 0 0 0 0 3 1 6 0 0 7 3 10 i 6 3 10 1600 0 0 ¢ 5 k)
20 5 18.0% 9.6 1.045% 0.016 5 0 5 0 0 o 0 0 0 3 2 0 1 4 ¢ 5 2 2 1 5 5 0 ¢ 0 ¢ 5 0
Male
100 5 1702 7.7  1.046% 0.013 4 1 5 0 0 ¢ 0 0 0 1 4 01 4 0 5 I 3 1 5 5 0 ¢ 0 0 3 2
500 10 19.7£ 6.4 1.04ix 0.012 8 2 9 ¢ 0 o 0 0 0 0 10 0 7 3 ¢ 10 6 4 0 10 10 0 0 0 0 3 7
0 10 8.2 22 10470017 10 0 g 0 1 6 1 1 1 1 & 6 0 4 0 10 9 1 0 10 9 0 0 0 1 7 3
20 5 10.4+ 4.8 1.045% 0.015 5 0 5 0 0 1 1 0 1 1 1 2 21 0 5 3 2 0 5 5 0 0 0 0 3 2
Female
100 5 15.6+ 6.2¢ [.030% 0.0i6 5 0 5 0 0 ¢ 0 0 3 0 2 4 0 1 0 5 4 1 0 5 5 0 0 0 0 4 I
500 10 ILOX 50 1.046% 0.018 9 1 10 0 0 0 01 0 0 9 6 3 1 ¢ 10 7 2 1 10 0 ¢ 0 0 0 E| 6

a) lv. light vellow: v. vellow

b) —. negative: +. trace: +. slight: ++, moderate: +++. marked
¢) —. negative: *. trace: +. 30 ng/dL: ++. 100 mg/dL

d> —. negative

e) £, 0.1 EU/dl: +. LLOEU /A

f) meantS.D.

¥, significantly different from control, p<0. 05
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Table 5-2

Twentv-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Urinalysis in males and females on day 9 of recoverv period

Number Urinary Color*’  Turbidity* pH Protein*’ Glucose™ Ketone®*  Bilirubin®' Occult bloed>"  Urobilinogen*”
Sex  Dose of volume Specific
(mg/kg) animals  (ml/24hr) gravity ly - 70758085200 — £ + ++ - + + - - +  +
0 5 25.5% 8.3" 1.047% 0.015" 5 5 1 2 1 1 0 0 2 2'1 5 2 1 ) 5 4 1
Male
500 5 18.3+ 4.9 1.053% 0.015 5 5 0 2 2 01 0 0 3 2 5 2 3 5 5 2 3
0 5 141+ 5.9 1.064% 0.021 5 5 i 1 1 1 1 31 1 0 5 1 ¢ 5 5 3 2
Female
500 5 19.6+11.9 .04l 0.014 5 5 21 1 1 90 5 0 0 0 5 ¢ 0 5 5 4 1
a) ly. light vellow
b) —. negative: *, trace: +, slight
¢) —, negative: *, trace: +, 30 mg/dL: ++. 100 mg/dL
d) —. negative
e) &, 0.1 EW/dL: +. LOEW/dL

f) mean%S.D.
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Table g-1-1

Twenty-eight-day repreat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Hematological findings in males at the end of dosing period

b RBC Hemoglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet P T APTT
ose
(mg/kg) (X104 /mm3) (g/dL) (%) (£m3) (rg) %) (%) (104 /mm3) (sec) (sec)
{5) {5) (5 (5} 5) (5) {5) (5} {5 5)
0 681 14.2 41.8 61.3 20.8 34.0 4.0 96.5 14.6 19.0
216 0.6 +3.4 1.1 *0.5 +0.3 0.5 *5.7 0.9 1.9
(5} (5 (5) (5) (5) (5) 5) {5} (53 (5}
20 686 14.6 42.8 62.4 21.3 34.2 3.5 95.7 15.1 19.56
114 0.3 +0.5 1.2 $0.5 0.4 0.2 8.4 £1.3 £1.2
{5) (5) {(5) 5 (5) (5) 5) (5) (5) (53
100 694 14.2 41.8 60.2 20.5 34.1 3.5 98.6 15.1 18.9
126 *0.6 *1.7 1.3 0.5 $0.5 *0.9 5.7 +2.0 *0.9
(5) (5) {5) (5 (5 (5) {5) (5 (5) (5
500 720 14.9 43.9 61.0 20.7 33.9 3.6 102.2 14.6 19.5
229 *0.92 2.4 *2.5 *0.8 20.5 0.6 £8.3 2. 2.7
Band Segmented
D WBC neutrophil neutrophil Eosinophil Basophil Monocyte LymPhocyte
ose
(mg/kg) (%100/mm?) (%) %) (%2 %) (%) (%
{5) (5} i5) (5) (5) (5 {5)
0 69 ] 9 o] o] 5 86
+19 +0 +4 20 +0 22 *6
(5) (5} {5) (5) (5) (5) {5)
20 59 ] 11 0 0 4 85
8 0 t2 21 0 13 4
(5) 5 (5) (5) (5) (8) {5)
100 67 )] 12 1 0 4 84
£15 0 t5 +1 0 +2 6
(5} (5) (5} (5) (5} (5) (5)
300 70 0 13 [s] Q 6 81
$22 0 *4 0 0 13 15

Parameter. mean+S.D.

) » number of animals
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Table 6-1-2

Twenty-eight~day repeat dose oral toxicity study with subseguent 14-day recovery test of DCB in rats

Hematological findings in females at the end of dosing period

D RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT
ose
(mg/kd) (x104/mm3) (g/4L) (%) (tam3) (pg) (%) (¢ ) (x10% /mm3} (sec) (sec)
(5) (5) (5) 15} (53 (8) (5) {4) (5) (5)
0 665 13.5 39.5 59.5 20.4 34.2 2.5 99.3 11.5 17.3
41 *1.1 2.6 +1.4 1.3 1.2 $1.0 *12.2 £0.2 *1.7
{5) (5 (5) (5} (5) (5} (5) (5) 5) 5
20 704 14.4 42.2 60.0 20.4 34.0 2.2 102.3 11.4 16.9
+26 0.5 t1.4 £1.8 0.6 0.3 $0.3 £331.3 0.3 1.2
(5) (5) 5) (5) (5) (S) (5) (5) (S) (5
1o0 691 14.2 41.4 59.9 20.5 34.3 2.4 95.3 11.5 16.7
+34 +0.4 $1.6 1.2 +0.5 %0.6 0.5 4.7 0.3 *1.5
(S) (5) 5) [$-2) €5) 5 {5) {57 [$-3 (5)
500 719 14.4 42.3 8.8 20.0 34.0 3.3 99.9 11.3 17.7
+30 +0.6 £2. +1.0 £0.5 0.5 1.7 8.4 0.3 +2.0
Band Segmented
D WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(mg/kg) (x100/Tam3) %) [$:3) (%) (%) %) (%)
(5) (5) 5) (5) (5) (5) (5)
0 37 ] 12 1 0 83
*15 *0 5 +1 *0 3 +6
(5) (5) (5) (5) (5) (5) {5)
20 44 [ 11 1 1] 3 85
%5 0 5 *3 *0 2 15
(5) (5) (5 (5} (5) (5} (5)
100 40 o] 14 1 0 2 83
x7 0 24 *1 0 2 24
(5) 5 (5) (5) (5) (5) (5)
500 37 o] 13 1 [1] ) 81
+11 *0 4 ] +0 2 *5

Parameter., mean:S.D,
( ). number of animals
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Table 6-2~1

Twenty-eight-daY repeat dose oral toxicity study with subsequent 1l4-day recovery test of DCB in rats

Hematological findings in males at the end of recovery period

b R BC Hemoglobin Hematocrit MCV Retjiculocyte Platelet P T
ose
(x10¢ /mm3) (g/4aL) (%) (£m3) (%) (X104 /mm3) (sec)
(mg/ky)
{5 5) {(5) (5) 5) (5) {5) (S) 5)
Q 802 15.3 46.3 57.8 33.0 2.8 89.0 17.5 21.4
£22 0.3 *1.0 +2.3 0.4 1.0 *8.3 £2.3 +1.4
(5) 5) (5) (5) (5) (53 1(5) (5) (5
500 792 15.1 - 45.5 57.5 33.3 3.4 106.0 16.6 20.6
*17 0.4 +1.0 20.9 %0.4 0.7 +13.9 +*3.2 *1.6
Band Segmented
bos WBC neutrophil neutrophil Eosinophil Lymphocyte
e
(x100/mm3) (%2 (%) (%) (%)
(mg/kg}
(5) [5) 5) (5) s (5) {5)
0 80 0 9 1 0 6 84
*17 *0 x4 *3 *0 *3 8
(5) (§-3] 5) (5) (5) (5) (5)
500 102 0 9 0 0 6 85
+29 0 *4 *0 %0 *2 4

Parameter. mean+S.D,
) . number of animals
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Table 6-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Hematological findings in females at the end of recovery period

D RBC Hemoglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet PT APTT
ose
(X104 /mm3) (g/aL) (%) (03) (rg) (%) (& (X104 /mm?3) (sec) {sec)
(mg/kg)
(S) (5) (5) (5) (5) 5) (5) 5) (5) (5)
o 743 14.6 43.2 58.2 19.7 33.8 2.7 101.3 11. 14.6
*43 *0.4 2.1 20.9 0.6 +0.8 0.5 *12.0 20. *1.3
(8} (5) (5) (5) (5) (5) 5) {5) (5) (53
500 742 14.4 42.1 56.7 19.4 34.2 2.3 115.4 11.1 15.9
*14 £0.3 21.2 21.6 20.6 20.2 *0.3 212.3 0.5 *1.7
Band Segmented
b WwBC neutrorhil neutrophil Eosinophil Bascphil Monocyte Lywphocyte
ose
(x100/mm3) (¥ {%) %) {%) (%) (€3]
(mg/kg)
(5) (5) (5) (5) (5) (5) (5)
0 48 ] 11 1 o] 5 83
*10 =0 *7 ] *0 2 %
(5} (5} (5) 4-3] (5) (8) {5)
500 42 o] 9 1 0 6 84
*311 =0 t5 =] %0 3 E

Parameter. mean#S.D.
). number of animals
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Table 7-1-1

TwentY—-eight-day repeat dose oral toxicity study with subsequent i4-day recovery test of DCB in rats

Biochemical £indings in males

at the end of dosing period

Total A/G Glucose Total Tri- Creatinine Total
b protein cholesterol glyceride bilirubin
ose
(mgr/kg) (gsdL) (mg/dL) (reg/dL) (mg /4L) (mg/dL)
(5) (5) (5) (5) (5) (5) {5) (S) (5)
(4] 5.2 3.3 1.67 133 44 51 12 -6 0.11
*0.2 0.1 x0.15 *16 *3 *9 *1 0.1 +0.03
(5 t5) (5) (5) (5) {(5) (5 (5) [4=3)
20 5.1 3.1 1.58 140 39 37 15 0.6 D.14
£0.1 0.1 $0.08 21 6 *10 x2 0.1 *0.02
(5 (3) (5} ({57 (5) (5) (5) (5) (5)
100 5.2 3.1 1.54 125 40 44 12 0.6 0.12
*0,2 0.1 £0.17 216 7 *14 1 0.0 20.02
(5) (5) 5 (5 (5) (5) . (5) (5 (5)
500 5.3 3.1 1.38=x* 132 59* 33 20%* 0.6 0.16
0.3 +0.2 $0.08 224 11 23 2 +0.0 *0.06
Inorg. Na K (091 ALP r-GTP
Phos.
Dose
{mg/kg) {mg/4aL) (mEq/L} {mEq/L) {mE4/L) (U/L) (U/L)
(5 {5) (5) (5) (5) (S (5) (5) (5}
0 7.5 9.1 145.9 3.73 106.4 474 31 6B o]
0.4 20.3 20.4 20.09 *0.8 +76 +3 2 +Q
(5) (5) (5) (5) (5) (5 (5) (5) 5)
20 7.3 8.9 145.2 3.58 106.7 486 29 64 0
0.4 £0.1 :0.7 +*0.28 *1.3 £3:14] 22 x5 *0
(5) (5) (5 (&3] (5) (5) {5) (5) (5
100 7.6 9.0 145.5 3.58 106.4 363* 34 68 g
0.9 0.2 1.2 +0.14 $1.6 *46 *9 *10 0
(5) (5) (5) (5) (5) (5) (5) (5) 5)
500 9.0% .0 144.3% 3.81 105.6 389 55 8G6** 1
3.0 .2 +0.7 +0.19 +1.0 +39 *8 +7 *]
Parameter. mean*S.D. *, significantly different from control.

number of animals

**, gignificantly different from control.
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Table 7-1-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Biochemical findings in females at the end of dosing period

Total

Albumin

1 A/G Glucose Total Tri- BUN Creatinine Total
Dose pProtein cholesterol glyceride bilirubin
(mg/kag) (gs/d4L) (g/dL) (mg/dL) (mg/4dL) ({mg/dL} {mg/4L) (mg/4L) (mg/dL)
5 (5) (5} {5) {(5) {5) (5) (52 5}
0] 5.5 3.4 1.60 121 42 19 18 0.5 0.10
0.3 0.2 +0.17 218 +8 *6 *2 0.0 +0.01
(5) (5) (5) (5) (5) (5) (5) (5} 5)
20 B.1x 3.0% 1.48 121 47 21 19 a.6 0.10
0.1 +0.1 £0.18 428 *12 g 3 £0.1 $0.01
{5) (5) {5 5 {5) (5) {(5) {5} (5)
100 5.2 3.1 1.50 114 53 25 17 0.5 0.11
20.1 *0.2 20.15 %17 =10 *9 2 20.0 20.02
(5) {5} (5) (5) (5) (5) (5} (5) (5}
500 5.5 3.2 1.48 119 T4*> 22 19 0.6 0.12
0.3 *0.2 $0.14 214 17 *5 & 0.1 +0.02
Inorg. Ca Na K Cl ALP GPT GOT ¥ —GTP
Phos.
Dose
(mg/kg) (mg/4L) {mg/dL} {mEq/L} {mEq/L) (mEQ/L) (U/L) (u/L) (u/L) (O/L)
5 {5} {5) 5) (5) (5) (5) {5}
o 6.7 8.6 144.6 3.51 108.0 235 25 66 1]
20.4 0.1 1.3 20.24 21.5 249 *2 7 E DY
(5} 5) (5] (5) 5) (5} (5) (5) 5}
20 6.5 8.4 143.8 - 108.0 260 21 62 0
20.4 0.2 £1.6 £0.44 +2.0 £50 22 *6 *0
(5) (5) (S) (5) (5) {(5) (53 (5} (5)
100 7.4 8.7 144.9 3.50 106.6 228 24 64 0
0.7 $0.2 +0.2 +0.33 £0.9 35 *4 +8 1
(5) (5 (5) (5) 5 (5) (5} {35) (S)
500 7.2 8.7 143.9 3.61 107.4 222 37 70 1=*
+0.8 0.2 *1.8 £0.19 20.9 *39 *10 £11 23
Parameter. mean+S.D. *, gignificantly different from control, p<0.05
). number of animals significantly different from control, p<0.01
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Table 7-2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in xats

Biochemical f£indings in males at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Total
b protein cholesterol glyceride bilirubin
ose
(g/4L) (gq/dL) {mg/dL) tmg/4L) (mg/4L) (mg/4aL) (mg/dL) (mg/aL)
{mg/kg)
(5) (5) (8) (5) (5) (5} {5) (5) (5)
Qo 5.5 3.1 1.32 164 48 51 16 0.7 0.08
0.2 0.1 *0.08 21 28 *10 2 *0.1 *D.04
(5) (5} (5) (5) {5) (5) (5) (5) 5)
500 5.4 3.1 1.32 137 50 53 17 0.6 0.08
0.2 0.1 +0.14 212 210 £24 £2 *0.1 *0.03
Inorg. Ca Na K Cl ALF GPT GOT 7 —-GTP
Phos.
Dose
(mg/4dL) (mg /4Ly (ME%/L) (mEQ/L) (mEq/L) u/L (usL) (/L) U/L)
(mg/k9)
(5 (5) (-3 (§-3] (5) (5) (5) (5) (5)
o] T.2 8.8 144.7 4.01 105.1 283 30 59 4]
0.6 0.2 2. +0.15 1. 247 EZ *5 *0
(5} (5) (5) (%) 153 (5} (5) {(5) (5)
500 7.7 8.9 144.6 4.09 105.7 299 34 67 Q
+0.4 0.3 *0. £0.09 *1.2 *39 5 % +g
Parameter. meantS.D. *, significantly different from control. p<0.05
. number of animals
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Table 7-2-2

Twenty—~eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of DCB in rats

Biochemical findings in females at the end of recovery periocd

Total

Albumin A/G Glucose Total Tri- BUN Creatinine Total
D protein choliesterol glyceride bilirubin
ose
(g/dL) (g/dL) (mg/dL) (mg/4L} {mg/dL) (mg/dL) (mg/dL) (mg/dL)
{(mg/kg)
(5) 5) (5> (5) {5) (S5} (5) (5) {5)
0 5.8 3.4 1.42 127 58 33 20 0.7 0.11
20.3 0.2 *0.11 +15 +11 *8 3 *0.1 20.01
(5> (5) 5} (5) {5) (5) (5) {52 {5}
500 5.9 3.4 1.39 132 69 30 20 0.7 0.10
20.4 0.4 £0.17 *29 +19 5 %3 0,1 *0.03
Inoxrg. Ca Na K cl ALP GPT GOT r-GTP
Phos.
Dose
(mg/dL) tmg/4dL) (mEa/L)} (mEqa/L) {mEq/L) {u/L? (U/L) (U/L) {u/7L)
(mg/kg)
(5) 5) 5) {5) (5) (5) (5) (5) (5)
4] 5.0 8.9 144.0 3.83 107.0 182 23 58 o}
+0.5 £0.1 0.9 20.17 £31.3 246 +3 x6 =0
(5) (5) 5} t5) (5) (5) (5) (5 (5)
500 5.8 9,2%% 143.3 3.92 106.5 187 25 61 o]
0.8 0.1 *1.1 +0.36 *1.7 *42 2 +6 0
Parameter. mean+S.D. - .
{ ). number of animals **, gigniticantly different from contrel. p<0.01



Table 8-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Absolute organ weights in males at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (g) (mg) {mg) (mg) (mg) (mg) (mg} (mg} (mg) (mg)
(5) (5} (5 (5) (5) (5) (5) 5 (5) (5}
0 351.0 1932.2 604.1 1127.8 10922.0 2445.9 725.3 53.6 3123.8 749.1
£14.2 $75.9 *98.3 +46.7 $649.0 *122.0 *75.8 *7.9 *272.2 *56.9
5 {(5) (5) s (5) (5) 5) 5 (53 (5}
20 341.3 1848.0 498.7 1075.8 10731.0 2515. 701.0 61.3 2873.1 665.8
£32.7 +103.6 *B87.1 *132.8 $1455.1 $191.9 £123.7 *9.1 297.2 *42.3
5) (5} (5 {5 (52 (5 (5) (5) {5 (5)
100 332.6 1843.0 531.8 1115.9 11934.2 2608.0 663.9 49.5 2854.4 664.4*
*30.8 +40.8 $92.3 *73.9 +1438.8 +3131.9 *89.4 *5.4 *144.2 *58.6
(5} (5) (5) {(5) (5) {5) {5 (5} (52
500 296.8%** 1835.1 422.0% 976.0* 13372.1%* 2663.7 508.2** 44.6 2827.9 639.8*
+15.5 *41.3 +*83.5 *47.5 *652.8 *111.5 68.6 +8.9 +223.9 244.1
Parameter. mean+S.D. *, gignificantly different from control. p<0.0S5
{ }. number of animals **, gignificantly different from control., p<G.01

0¥ —
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Table 8-1-2

Twenty-eight-day rereat dose oral toxicity study with subseguent 14-day recovery test of DCB in rats

Absolute organ weights in females at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovarjes
0nse :

(mg /kg) (g) (mg) (mg) {mg) (ma) (mg) (mg) (mg) (mg)
(5} (5) 5) (5 (5 5 (5) (5)

4] 218.6 1805.9 521.4 750.1 6576.0 1675.8 479.0 60.7 96.0
*9.1 290.7 *175.7 *78.7 400.7 *125.0 *30.7 +7.1 +16.9
{5) (5) (5) 5) {5 {(5) {5y {5) (5)

20 216.2 1741. 562. 709.1 6724.8 1688.5 548.5 54.7 83.2
220.6 +78.0 +113.1 +82.9 +31027.0 $131.1 296.0 x2.7 8.3
(5) {5 5 (5) (5) (5) (5) {5} {5}

100 216.5 1799.1 456.4 726.9 6956.7 1658.1 510.6 60.4 91.1
*12.6 240.4 +341.3 *32.7 +800.8 +178.2 +73.3 $13.9 +319.2
(5} {5 (53 5) (5) (5) (5) (5) (5}

500 197.2 1704.90 459.8 706.9 9092, 9*x%x 1698.5 423.1 54.6 83.2
$319.8 +27.9 $132.4 *99.4 +1141.0 £205.0 +142.2 8.4 *15.2

Parameter, mean+S.D. *%, significantly different from control. p<0.01

{ )., number of animals
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Table 8-2-1

Twenty—eight—day repeat dose oral toxicity study with subsegquent 14-day recovery test of DCB in rats

Absolute organ weights in males at the end of recovery period

Adrenal
Body weight Brain Thymwus Heart Liver Kidneys Spleen glands Epididymides
Dose

(mg/kg) (g) (mg) (mg) {mg) (mg) {mg) (mg) (mg) (mg)
5 (5) (5} 5) (5 {5) {5) 5 5)
¢} 393.5 1889.1 444.0 1187.8 11535.6 2747.0 676.8 63.1 960.5
*12.7 +101.1 *52.1 +93.8 $533.0 +210.4 +92.2 +12.9 +89.8
(5) (5) (5) (5) 5 5) (53 s> (5}
500 369.4 1859.1 457.5 1130.8 11168.6 2569.9 643.9 52.1 931.5
+20.6 +46.3 +59.7 +72.4 +883.1 *164.7 *46.5 1.7 *52.9

Parameter. mean+S.D.
). pumber of animals
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Table B-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Absolute organ weights in females

at the end of recovery pericd

Adrenal
Do Body weight Brain Thymus Liver Kidneys Spleen glands
se
(ma/kg) (g) (mg) (mg) (mg) (mg) {mg} (mg)
{5) 5) {5 (8) (5) 5 {5)
4] 232.3 1839.0 408.3 6519.9 1703.4 509.9 68.7
=17.3 254.2 268.1 *547.1 *179.6 *87.4 *11.2
(5) (5) (5} (8) (5 (5) (5)
500 230.3 1763.4=% 486.1 6959.2 1680.4 530.4 67.7
*15.8 45,1 *78.5 *247.5 +86. *86.4 *5.3
Parameter, mean:S.D. significantly different from control. p<0.05
number of animals
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Table 9-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Relative organ weights in males at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) {93 (mg/9) (mg/g) (mg/g) (mg/g) (mg/9) {ma/g9) (mg/g?> (mg/9) (mg/g)
(5) (S) 5} {53 (5) (5) (5) (5) (5) (5}
0 351.0 5.518 1.720 3.218% 31.112 6.970 2.063 0.152 8.914 2.142
+14.2 +0.411 +0.256 £0.119 *1.074 +0.222 20.144 +0.018 *(,.858 20.246
(5) {B) (5) (5) (5} (5} (5) 5) (5) 5)
20 341.3 5.448 1.460 3.148 31.344 7.385: 2.042 0.179 8.487 1.969
*32.7 +0.527 $0.192 +0.190 *1.564 +0.333 +0.198 *0.015 +(.951 *0.275
(5) {5) (5) 5 (B5) (5) (5) t5) (5 {S)
100 332.6 5.572 1.608 3.363 35.826** 7.890* 2.010 0.150 8.645 2.010
*30.8 +0.415 *0.277 *0.123 21.475 *0.766 +0.311 20.022 +0.959 *0.241
5) (5 (5} (5] {5) {5) (5) {5} (5) 5)
500 296 .8%** 6.201 1.429 3.289 45.063%x 8.999%x 1.711 0.150 9.550 2.165
*15.5 *20.447 *0.348 20.069 +£31.035 £0.713 *0.195 20.024 *0.939 +0.238

Parameter. meantS.D.

( ). number of animals

*, significantly different from contrel. p<Q0.05

*%, significantly different from control. p<@.01



Table 9-1-2

Twenty—-eight~day repeat dose oral toxicity study with subsegquent 14~daY recovery test of DCB in rats

Relative organ weights in females at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose

(mg/kg} (g) (mg/qg) (mg/9g) (mg/g) (masg) (mg/9) (mg9/9) {mg/g) (mg/q)

(5) (5) (5) (5) (5) (5) {5 (5) {5)
o] 218.6 . 8.268 2.388 3.429 30.076 7.659 2.192 0.278 0.441
: 29.1 *0.437 *0.823 20.291 +1.040 0,248 *0.112 +0.034 :0.087

(5) (5) (5) (5) (5) (5} (5) (5) (5)
20 216.2 8.121 2.589 3.279 31.002 7.826 2.527 0.255 Q.389
+20.6 *0.889 :0.395 +0.209 22,372 20,369 £0.238 *0.029 20.061

(5) (5) (5) (5) (5) {5) (5) (5) (5)
100 216.5 8.328 2.120 3.361 32.056 T7.642 2.357 0.277 0.420
*12.6 +0.454 *0.709 x0.155 +£2.091 *+0.430 +0.283 +0.051 *0.079

5) (5) 5 (5) (5) (S) (5) (5) (5)
500 197.2 8.708 2.303 3.578 46.228%* 8.613** 2-133 0.277 0.422
+19.8 +0.812 *0.471 *0.252 25.097 20.579 20.616 +*0.032 $0.062

Sy —

Parameter, meantS.D.
). number of animals

=%, significantly different from control. P<0.01
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Table 9-2-1

Twenty-eight-day repeat dose oral toxicity study with subseguent 14-day recoverY test of DCB in rats

Relative organ weights in males at the end of recovery period

Adrenal
b Beody weight Brain Thymus Heart Liver Kidneys Sprleen glands Testes Epididymides
ose
(mg/kg) (g) {mg/g) (mg/9) (mg/g) (mg/9) (mg/g) (mg/g) (mg/g) (tmg/g) {mg/9)
(5) (5) (5) (5) (5) (5) (5) (5) (5) 5)
0 393.5 4.806 1.130 3.022 29.326 6.978 1.723 0.160 7.573 2.445
*12.7 *0.316 :0.138 *0.268 t1.262 £0.438 +0.255 $0.031 *0.961 *0.,265
{5) (5) (5) {(5) (5) (5) (5) (5) (5) (5}
500 369.4 5.041 1.243 3.064 30.237 6.960 1.746 0.141 8.176 2.524
+20.6 +0.194 £0.188 t0.166 $1.637 +0.288 20.139 +0.005 +0.640 *0.119
Parameter. meantS.D.
( ), number of animals
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Table 9-2~2

Twenty-ejight-day rereat dose oral toxicity stud¥ with subsegquent l14-day recovery test of DCB in rats

Relative organ weights in females at the end of recovery period

Adrenal

Dose Body weight Brain Thymus Heart Liver Kidneyvs Spleen glands Ovaries
(mg/kg) (g} (mg/g9) {mg/g) {mg/g?} (mg/g) (mg/g) (mg/g) (masg) (mg/g)

{(5) (5) (3) (5) (5) (5) (5) (5) (5)
0 232.3 7.948 1.752 3.335 28.116 7.326 2.186 0.287 0.386
£17.3 £0.581 *0.205 *0.274 22.25 *0.404 *D.222 *0.052 20.065

(5) (5) (5) (5) (5) (5) (5} {5) (5)
500 230.3 7.686 2.109 3.258 30.304 7.319 2.297 0.294 0.405
t15.8 +0.567 *0.286 20.182 +1.817 +0.523 *0.294 *0.006 *0.033

Parameter. mean+S.D.

4

number of animals
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Table 10-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 20 mg/kg 500 mg/kg
Grade - - + - +
(Liver) [ 5] [ 5] [ 5] [ 5]

Dark 5 5 0 3 2

Enlargement 5 5 0 3 2
(Kidney) [ 5] [ 5] [ 51 [ 5]

Enlargement 5 5 0 4 1

Soft 5 5 0 4 1
(Spleen) [ 5] [ 5] [ 5] (5]

Pale 5 5 0 : 3 2

Small 5 5 0 4 1
(Thoracic cavity) [ 5] [ 5] [ 51 [ 5]

Nodule 5 5 0 5 Y

-, negative; +, positive,
[ 1, number of animals examined.
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Table 10-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Macroscopical findings in females at the end of dosing period

Dose 0 mg/kg 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + - + - : -
(Liver) [ 5] [ 5] [ 5] [ 5]

Dark 5 0 5 0 5 4

Enlargement 5 0 5 0 4 3
(Kidney) [ 5] [ 5] [ 5] [ 5]

Cyst 5 0 5 0 4 5
(Spleen) [ 5] [ 51 [ 5] [ 5]

Dark 5 0 5 0 5 4

-, negative; +, positive.
[ 1, number of animals examined.
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Table 11-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Histological findings in males at the end of dosing period

Dose
Grade

0 mg/kg

20 mg/kg

100 mg/kg

500 mg/kg

+

+

Pos.

+

+

Pos.

4

+ +++++ Pos.

+ 4+

Pos.

(Liver)

Hypertrophy, hepatocyte, centrilobular
Single cell necrosis, centrilobular
Fatty change, periportal

Necrosis, focal
(Kidney}

Eosinophilic body, proximal tubuje
Inclusion body, intracytoplasmic,
eosinophilic, proximal tubule

Basophilic tubule
Cast, proteinous

Cellular infiltration, lymphocyte

(Spleen)

Deposit, pigment, brown
Hematopoiesis, extramedullary

(Adrenal gland)

No abnormalities
(Stomach)

No abnormalities
(Heart)

No abnormalities
(Testis)

No abnormalities
(Epididymis)

No abnormalities
(Thymus)

No abnormalities
(Pancreas)

No abnormalities
(Thoracic cavity)

Granuloma, foreign body
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-, negative; +, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ ], number of animals examined.

**, significantly different from control, p<0.01 (Two-tailed Mann-Whitney U test).

#i#t, significantly different from control, p<0.01 (One-tailed Fisher exact test).
#, significantly different from control, p<0.05 (One-tailed Fisher exact test).



Table 11-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Histological findings in females at the end of dosing period

Dose 0 mg/kg

20 mg/kg

100 mg/kg

500 mg/kg

Grade - & + 44 4+ Pos. -

++

+

Pos.

+

+ ++ +++ Pos.

(Liver) (5] [5]
Hypertrophy, hepatocyte, centrilobular 5 0 O
Single cell necrosis, centrilobular 0 0
Fatty change, periportal

(Kidney) [5]
Basophilic tubule :
Cast, proteinous
Cellular infiltration, tymphocyte
Cyst, cortex

(Spleen) [5]
Deposit, pigment, brown
Hematopoiesis, extramedullary

(Adrenal gland) [51
No abnormalities

(Stomach) [5]
No abnormalities

(Heart) [5])
No abnormalities

(Qvary) [351]
No abnormalities

{(Pancreas) [31]
No abnormalities
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-, negative; F, very slight, +, slight; ++, moderate; +++, severe; Pos., total of positive grade.
[ ). number of animals examined.

**, significantly different from control, p<0.01 (Two-tailed Mann-Whitney U test).

#i#, significantly different from control, p<0.01 (One-tailed Fisher exact test).
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Table 11-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Histological findings in males at the end of recovery period

Daose 0 mg/kg 500 mg/kg
Grade -+ + ++ +++ Pos. -+ + +++++ Pos.
(Liver) . [51 (5]
Single cell necrosis, centrilobular 5 ¢ 0 0 0O 0 4 1 0 0 0 i
Fatty change, periportal o 5 0 0 O 5 0 0 0 0
(Kidney) [5] [5)
Eosinophilic body, proximal tubule 4 1 0 ¢ 0 { 5 0 0 0 O 0
Basophilic tubule 0 5 0 0 O 5 1 4 0 0 0 4
Cellular infiltration, lymphocyte O 5 0 0 0 5 0 5 0 0 0 5

-, negative; %, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.
[ 1. number of animals examined.
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Table 11-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DCB in rats

Histological findings in females at the end of recovery period

Dose 0 mg/kg 500 mgfkg
Grade _ -+ 4+ ++ ++ Pos. - * 4+ +++++ Pos.
(Liver) [5] [5]

Fatty change, periportal 0 5 0 0 0 5 0 5 0 0 0

-, negative, £, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ 1, number of animals examined.
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