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1,4-$ 37 7 X ¥ (CAS No.623-26-7) @ 1.25, 5. 20K’ 80mg/kg/day #%

Crj:CD (SD) REEHES » Mz BHAMBRORERE L, TOBERUESE 4AMKEL

ROEEE KRR L. ATOMRBE I,

1. hEOHMBHETEEEOKSH 80ng/keBOBHETRD Shi.

9. FIEIHTHBE LT, HEERNO LA 80ng/keBOMMT, NEHMEDH
MR AR A B CUNE LR IR EN R O 80ng/keW OB THD SN, Fi2, M
HOMUZURY R, UVREDHZNIB2 LAFO—vOHMS 20ng/kelh EOBD
BT, v -GTPOMEIMER D S0ng/kgBEDE THD SR,

3. BRI TOREL LT, KEERLO LR 0ng/keOBE T, 2ROTFER
LD 80ng/kgBDH T, a0 FOFAD 20ng/kg B LOBHOHETRD 6h -,

4, BEHTIREBLL T, BEX5ng/ke DEOROETRD shiz, HBEHIZE
M ERME R XL T ERME LROWFELEIED R, EDHBBBIL Sneg/kg B
LOBOBETHRELY HZL. BELHEMHBENIEL 23R PED N Fit,
RHEOET, REF MDA, AUDARTI u—VORAH S0 TOMES 80
ng/kgTE DR T, MADIZ O — N DOBAHDIORTOMETD 20ng/kg U EDOHOBR
O 80ng/keBEDET, MHDHIVS T LDHEMB 50k T OEE, BERY > OBLH
80ng/keBE DM TR Sh i,

5. ZDOMiz 80ng/keBW T, WAMERFDO LA, SEFHREO LR, BRICEEOR
LRV NREROER. WROEEROFHS. BEOBEERILO LR A ohT:.

6. LBROEMRBZDZLFUHHORERLVHELRL., BEERRDZIbDLEX SR
7o

7. Bk, #TiESng/ke BTEROBERTFEME LEOWTHLES, H T 20ng/
ke TR MY T VY FoSMBRED sRhi=Zed b, FERICBITB1,4-V>7F)
NEBE L BREEE (NOEL) #T 1.25ng/kg/day. T 5ng/kg/day TH 3B
LEX oI,



&
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L,A4-T2 7 RNEy (CAS No.623-26-7) k. ERRAI. $hbd. HARDBVITESR
EORE - REAMZYETH S . SH. EE o). BRIB Y 3EFLEYEOoLE
BEORBREED—RLLT. LA-VOTFINVEL/ RSy M BEMBOREREL ., *
OERRVESBRUEMEREL-ROEEELRHE L 0T, TORELBET 2.

nE. KRR r%ﬁfb’%’%ﬁtf?ﬁé?ﬁ%&lf‘?ﬁ%(h’#’%gﬁ%éﬁ%‘&@%ﬁ@ﬁﬁ
HFE2EDIRFEARIRAETIRRERICET2EE] (BL0E3 A3 ARKREE
395, EHRE 2205, S0EBE HFHEE) WTIT TOECDERARAESC (8D 30 &K
2] iy, BRAFER FHELEDEIRIZROLTRII VT (BRNBETH
IBHRRFEES 5. FERE 165, S0EBRE 3925). [HAACFPECRIZXROFHER
DOTO—FHRERD>NWT] (FFH 61128 5H 61EREE 10145) RO 0EDF X b4
SR VAN & R0

AL B N5 s
1. #BYE
HROEN. FoBEEXRT 1,4-UV T IREY (CAS No.
823-26-7. 1,4—dichlorobenzene. DATRDCBE M43 ., LotH’ S ¢ BEEE : 89%

L) ThHs. HRYER. WmAE KBHBE:0.032/1000) 0REREETHY . =R
THREL: (BRSES R LEHEE) . . ERYEOREIARROEHKIE %
EOWIEMRIETHhTHS (199448 A1 HARRE) .

2. BRESY

£ AFERD CrjiCD (SD) %@ SPF 5w b& (#: 560, FESEHEH 71~88g, #:

561, ﬁiéﬁ@ 63~80g) % 19934E10H27THIZ, HERF ¥ —IL A « U N—HRREH LD
TiyAR., B2 1EROBLREE 21757, PULEIMAS, —BRKEBHELZ 1B 1H,
HREHEL2MH, BERETS IEEEL. BES2L. JEHARBEL2RLEBD 2R
CHEOWE,



3. FAEEREEE

§POFER. BE 23+3°C . BE 55x10%, BEEK 10~15 /81 RO HHE
BER 1280 (FRTSE» SFBBHETHRN) KHREZIRENUTUVAFLAOHEER
(BOIR T 3038%) KHNT, 757y rREEHEWEES —> (260Wx 380D x 180H,
m) ZEVTIT oMk, r—Y% 0 oRABREE. BoUE S MR, okl
e Uik, y—CORBEFEDTHC1IE TORE2AI 1 EOEETIT> .

FEEADOERRUKROERNBIE 1 B L HOFETIT o, 28, HBKZERR
BEE (v 3y 7R, PINVEERRSY) REIVRRABEEE (X1vFr.
BrHElistt) 2 1 BMBATRERERL .

R ERAR (CRF-1. AV AN EBETESNSH) 2eBHRBHEHR2HVT,
Rl K AREAR (FLRHAEAK) 2HERKEERUKRAREAVT, ThThEHI
BRI, RERORBEHEIURIZ1IE. TORIE 28I 1 MOHEHET, 8K
HEOKEEIE L EOHETITO., BARBRIKERERORER L.

FROSMECREIMHEABRERS LY X —THEE (SITRRKES .
¥ 46090462-0015) L. BEAYEIZI DV THE S0P OFBTHEATHZ L 2R
L. BEIKOKBEHER D = EEHERNSH ORERERGRE : F 3B0BLERT
330262 &) RUMARLHBEAI LY 2 — (KERELFE : ¥ 05520% 0 065085)
TEREL, Lt S0P OKEEBOBEHATHIZL2HAL .

4. BRBORE. BOURCEEEHN

FERRAIX. DCBD500. 100K U 20ng/kg/day2 @B L4 R ER SR OSHFR
(SR-9326) OmIRE# (Appendizxl) 2BFIHEL. b B, 500ng/keBt Til
3floFET., MAEER. BWEN, PRER, BUBERY oK. FESMMTE. BH
EOBA. RMRKE O, mAF v —GIPOLE, BRME LEOEERETHEIE, il
AHBEH AL, RO U 7HRBOBHELZEHPRYD Shi-. 100ng/kedE THESMIE,
BEEEOFHS. P MU YUY Fofin, FHROER, FREAFBEI AK, B
DY YTHROBERZEFRD oh, BT IAEEEZEX SR, £z 20ng/kef
?ﬁm¢FUﬁUtvF@%M(ﬁ%ﬁﬁﬁﬁ&ﬁA%&Eﬁ%@éhto:nemz
&5, 20mg/kg/day HHHAEL U, BEE%100ng/kg/dayk D B E < poEERI
BROFANDIELE X o D80ng/kg/day. EEER N4 T5ng/kg/day. E#. 20ng
/keBETH ORI EALH Sng/ke/day HETHRIIWHEELHRL. BEHEEEE

-5-



EXHIENRD 1.25mg/kg/dayl U, ¥ 1% AF D —-RABHE (UF. 1%
NCBHE MY, ) 2HRETIHEEMX TEHSME U (Table 1) .

BB, WRBE TS 140U, 1.25, S RU 20ng/ kel THEMEA 70T, 80ng/kelE
THERIIRE L, 203 5EEERRO-DICHBERRET 80ng/keBEDBHES 7 L%
BTl BHURE., JUEBHOBRBIIEHOEBENY—II 23 XS it RERE/ ik
AMEBEILEDITo M,

YOI, TARICEET 2V MRVEBVWTESR S —CHEKRN 2. &5
DRILARIXOBEN AR, BABEKENEER T . F—IrzizkeE:
BHY LA —FrERES. SRRERCHYES2WH L TERL .

5. BRYEORHE. BRERERORES#

HRYEORBE I ARIIROEVIT oM, 0.05, 0.2RT 0.8/ v%DBERZ. BBRY
BEEEML. 1% NCEBHK (MC: B4& A PO —2X, SH-15, Lot No.305024% % 305029,
B AZETESRNSH, BXAERHFBEHEK : Lot No.38A, ¥ I NEEHLSH) TH
BLUCHE L. 0.0125%30.05%5MEHl%E 1% NCABETHRRL THBL . 2,
ICB DEBEORHEBPIREDOBRETH Y. »pOH—THBI L PBEANELHERAHK
KVBEER TS (LHSEIVFEHEE) .

BERRE, BRPEPIARCRONIIBRRINITMEESSH I L2 6, BORSE
ULk, B#ER, BYUYFEROCTEHMIIEAIZITY. 1H 1 EERBEIT > . £
f-. EEERBROBEEI4EME L, BETEE. BE 1kgX/20 100 L THREH
REHBECARHMELERELESOTHE L. 28, RENEOXHORSAER
ZOHDOHERESHTHEL .

BERZSEGPSHEAL. REHARORENKE (KESHE) X#T 139.8z (130~
151g) . MET 129.0g (117~142¢) THol. |EELNILFRIL0850 5485 1 O L
U7
8. B8, MERUHREEE
(D) —ikReEiz

BREMEBRCEEHHT. 2RI >VWT1H1EN EOHEET. HB2RUCHBILX

Di7E. ABLEERBELL. ERHUEERIDVWTRZOBEEIEL 2.

(D) ERE
EHionT, BE1H @580 . 52, 7. 14, 21 RUBHE (RERTH) .
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HE1l., 2. 7. UBERCEHRKRHAI. BFXE (FU U R 1407 WP8-1. H—ny

74 ARE&H) 2HOTHEL-,
QEHEE=HE

SRz oOWT, BE51H (5 . BE52. 7. 14, ARCRVE. BHEL. 2.
7RUI4HK. BFRAE (L MU R 1407 HP8-1 . A—A V7 4 AMELH) %
BABOTHZELR, lmdr—YEiry VL., FErBEL2HEL. 1EY-DD

1 EHOBRMREEL L.
(D ok EBIE

efliconT, 518 e O BE52, 7. 14, 21xT28H, EHEL. 2.
TEC 4Bz, EFRE (F hUBv X 1407 MP8-1. A—Iv Y7 4 AERE&H) %
AoTHlEL-, BYE%25—-YEizty L, THEBELZHEL, 1YEHD

1B AKEEZRHAL -
BIEBE

REHMBOBRKE ({523~24H) RUEEHMOERKE (EE12~138) wep
ZoWT, Sy FEKRHEA A —Y (KN-646 B-129, EEBER) WRBA LU TIHEERATT
REZ21To, HIBHOERO—HE2HNTO~G0HEE>HBREL., JIBEEE

AOTO~O0EEO®RERZITo> /-,

OpH HBHE (RVFAAFAY IR 2 VR - 2H)

@EH (Pro) RBRER (RUVFAAFI v IR R 2HE)

@ (Gl RBEE (RAFAAFAI IR AV A - =)

@% bR (Ket) BREE RVFAAFI v IR IA - Z4E)

®® MR (Occult blood) BBREE (RNFAATFA VIR IRIIVAR =5

®UE (Sediment) B

DERE (U-Vol) ' AEHE

®E (Grav) BiREE (Fadfioyay)

@7 FU DA (U-Na) K&k (a—=F 80 H I RERT)

@AUTA (U-K) KA (a—= ) AB0BIKNLEET)

@7 o—j ({U-C1) BEEMEE (FE CL-MB7 oS ( Khovy 3—)
(6) M FHBRE

REBHEACEHEHERTORRIZEFIZ>NT, ¥ 1A LEE, =—F



JVRRBR T CARBRBIRK ERM U, EDTA-2K TRELMEEHNT. ©~0@., @QRT
BOFEEI>OTHRERToR. 20, QOEBRBUELKEEHF VT, @, O
HERX DOWTRESARBRIOROL., 7o 0BF MU IATREL 28, 3000rpnT
WoMRLOHL TEOREMEE HOTHRER T,

QAR MR (RBC) BEREHE (-3 —FH)
(2= & —Hh 2 — T660EY)
@< b7 U ME (1) RBC, MCVHE&K ¥ B4
(a—wi—Hhvx— T6608)
@MmexE (Hb) TP A MMEIOEVE (EBER)
(a—ni—hox— T660E)
OEHRMIRER (V) ERERE (2 - ¥ —FHE)
(a—&—ho i — TEE0EY)
OEHRMERAE I rE (MCH) RBC, HbfE & D H,

(2= E—B 2 — TEE0E)
OEHFMIAE /O EEE (MCHC)  He, RbiEX 0 E®
(2= 2 —h > X — TER0%Y)

@R MmERE (Ret) Brecheri:

®@mnRE (Plat) BRIEHAR (2— X —5KH)
(A= —hor 38— T660%)

QEEEESHE (CT) FHHETLI X3 ERERESR
(FSA4F—#Hi<qrnarino
A3 =)

©7o bo eyl (PT) ey RS RAF B

(AMELUNG KC-104 /32 R & —KK)
OFEECHI o R FSAFVRBE =3V VBREA

(APTT) (AMELUNG KC-104 /X2 X Z—KK)
@B MmeRE (WBC) BERER# (- —FEHE)

(2= 2 —Hh > % — T660E)
BH MBI ESR (Hemogranm of WBC) A4 « FAVRAERER



(MM LFERE

BEPHEECEEHERTOZ I 20T, MEENRED O DORIME .
BEAERE ORML ., 3000rpn T H0HMORLSBL TRONEZAFEZROTRD

REZTo-,
OGOT
@GPT

@FNAVYTZAA7 7 X—E (AIP)

OB B KFEEE (LDH)

®y-GTP

®fHE (Glu)

@Bz L AFa—i (T-Che)
@rUFULYF (TG

QY UNLEY (T-Bil)
OFEZ=EE (BUN)

@7 L7F= (Crea)
@F rUTs (Na)
BAHVUoa {K)

@7 o— (C1)

@hwa (Ca)
®fiEy > (P)

DrEs (1P)
B®BF VT I (Alb)

IFCC#: (H3Z 7150% B @ oI EE)
IFCC#: (H3Z 150/ B BRI EE)
Nytq s a—Y—k

(B3 710K E B ERE)
O/ LAF—+ F« Fa—

(B327150 BB 4R E)
BEL-v-JVEI-p-=baFP=UF
HEE% (B3 TI50B A BAITEE)
~NFY FF -k

(H3Z 7T150% BB 35E)
BeR#E (B3 TI50W 4B EE)
WE S Ut o— AR

(H3Z 71508 B BT EE)
FYEUNE % (B271500 8 BoiiEE)
GLF—¥ A F7 2 ) =V

(B37 71508 B EHirsEE)
v 7ok (B 71508 B &E)
Kk (2—= F 4B0BAYLILERD)
Kk (2—= 7 1B0B S ER)
BEEHEH

(T8 CL-BMBII m 51 FhIr x—)
0CPC¥: (H3z 71507 S SRR EE)
T ARG PO —H

(H3z 71507 B B2 iF 38 )
oLy ME (B3 71507 B B2 4T HE)
BCGH (HIZ TIS0 BHERITEE)



BA/GH (4/6) TP, AIMEX D HHET S,

WEHDEH O —AT 27— MEERKER
@V v iRE (PL) BRE (Hu TI50R B8 ESR)

@I LVLTFLTFATFFF—F (CPK)
GSCC#: (H3Z 7150 A SHHHE)
B HRRCBREERIE
LM RTEEMER T OREI 20T, KARZERL . =—-FURB
TCHRME., FOBFEXE. 2FORETRTCERLABRMNHEL:, BUREDD
B, B, TERE, BRERE* . M. B, . SBx . BR, B8 x . RiR, BiEx
RUBEX DEZREFFY (HA-180 . =—« P R FAHEREH) 2HOTH
BLT, ’EB. *HOBEREEICHE L. £/, BELEEEN [ (BEEE
JEEE) X 100] 2E&H LU,
Q) REMBFHIRE
e 2o v T, . B, BE. OB M. B CRE - ) | TEE,
BIE. FRBR. bEUME. iR, BHIEY V86, B, &. THY M, ETE.
ETR. TR, K. B, BR. "—¥—R. BERUTARE (BHEED) .
HEE (EE) | BHH OHUERE) . BEAEK. BE. K€, LEFX. £E. §
(3% - RE) . +2EB. =B, BB, 6. &5, BB, B, BR. BREK,
BE (RERZED) . 6K, IR, 75, BRULEWREZ10% REGER L
YUHTEEL. BB LR, 25, BREU A—F—BiEFCy KV VB CEE L.
SR DOFHERE - MBI ONTRS 71 BEEETY L. AT FI UV T F VY
Bt B BT IERR A [GFAP ARG, WY V= TP AMNE-RF 4 7V EBRE
&ﬁ&(NWUV%)%é]%ﬁ%%ﬂb‘ﬁﬁﬁﬁiﬁﬁﬁ%ﬁako
(1) EFEHERE
BRI B SRR TR A R U EE MK TRBHR O S 5 FEBRRT 80
ng/kg BMOBHEE 28z >0 T, FRO—BERBL. YW I —-NLTFNFe FEFR
IVLABO_EREEEL. T MARIFNCTHAZ., = KO ERICEL. HEY
PEAEEBELT, BBYSoLVE ) T VBROZERE BT, BETEME (JEX-T8,
AARETHARH) 2HOTHEL -,



7.

et

HE, FEENERCEESNE, BHE, KkE, RREOCEWEE . LEZEH
BRERVMBLAHRECOEEHE. BEEERUHEREERLI DV TR, ROKR
TRERTOR. ThdOB. BartlettORERN LV FHEREL . ZORKR. ZH¥
(p>0.05) ZRULAEBIZ DO TH—REES oG XVETL., FERES
{(p<0.10) . Dunnett DBEHE (ZFHRBOAZ XPESBEREGREKEZF )
RN EHEE BRERHLOMEET . —F. RESH (p<0.05) %RUFH
HRURBEOEEMEB I DWW T Kruskal-¥allis HiIt K VBT L. FERES
(p<0.10) . Mann-Vhitney® U-BEHRIC L Y W REL IBREBRL DB RITo7.
RE. HEHREOBREIZ2OTR., ERESUUATERIFEHEREL L.

-11-



1. —BeiREEE s
*ﬁ?#ﬁﬁ%ﬁﬁ%‘i@.ﬁiﬁ% Table 2. 3. INDIVIDUAL DATA 1-1-1~1-4-2 WZ®U 7=,
(D) B 5-HBRG
BERAE . WEDH DN IEBBN S BT 80ng/keHOHE I HITHES~BEDH D
WiRISH~Z8HILAD oh, HBRBICEHEAL DRBOFPED R,
BT, REIZDohldor,

(2) e
BB, BERBZDohd 0.
2. FEHE
WEHBE Figurel, 2, Table 4. 5. INDIVIDUAL DATA 2-1-1~2-4-2iz5xU -,
(DG

HTE. HBRLEB LT 80ng/keBTHRE 7T ~BRIBEORS . BE5HHHD
HREHMEDOFE DL RTHEMBBOET B5EBD 6hi.
TR, HERLEBUT 80ng/keBTRE 2 ~BEICKEDOE LS. REFHFD
BEHMEDOBL RCHEMBOETIRD o,
(2) &
T, HEELILE LT 80ng/keHTHEE L KU 2 ALK EDES . BEHERH
DRERMEOHMEUTEMEO LAEITD Sh i,
HETH . HRBREEEBUT S0ng/keWTHE L HXEEDRKL . BERHTORE
EMEOEMBCEMEOLAEPRD ORI
3. Bfix
BHEEOE{L% Figure 3, 4. Table 6. 7. INDIVIDUAL DATA 3-1-1~3-4-2iTR
L.
(1) £ 558
WTI. HERELEH LT S0ng/kefETHE 2 ~BHXBHEOBABRD oI,
T, HERELEE LT S0ng/keTRE2RTG 7 BILBEHEOHD FED 61
7z



(2) [E 4 1
BT, HEBLEB LT SOng/keBTEHE 1 BINBEZORDFED shiz,
MG, SHEEREX K U T S0ng/keBETIHE 2 Bt BEROMMOSRD Shiz,

4. HokE |

Ak EDEAL%® Figure 5. 6. Table 8. 9. INDIVIDUAL DATA 4-1-1~4-4-2iTR
Ut

(1) 85 P8
BERES Biz. WHREREY L THRSERRBD dhidbol,

(2) E 4 AR
BT, HERYHE L TERRERRD SR EI O I.

BT, NEHELILE L T 80ng/keBETHE 2 HiIZSKEOHINHED 6hi-.

5. RR#E
REREDH#HE%E Table 10~13, INDIVIDUAL DATA 5-1-1~5-4-4{ZirU 7z,
(DR ESHHEXRARE

HETE., WERLLELT 80ng/keHTREEOET. AUVARTI O—IL DK
LPRDeRI, T, MEEHIZERRZEZHoR RO B, 80ng/kg BTH b
U A DREAMER BT s iz,

BT, HREELEE LT 80ne/keBTRUEEDVET. FMUDA, HUILRT
7 0=V DS BRD iz,

(2) [ M B AR E
ML bir, MEFHLABL TEELZZEED shdolk.
6. MEEHIRE
MEZHREORES Table 14~17, INDIVIDUAL DATA 6-1-1~6-4-4izU 7=,
(DB 5% THRE
WTR, HRBLEBUT 80ne/keB TOMFIRRDO LENAD SR,
TR, MR LB L T 80ng/ke B THRRMBRE D LH BRBD Shie,
(2) 148 R TRERRE

BT, HBBLLEBLT 80ng/keWTHEIFHARBOLERTY VRO ET
BEDoh,

T, MRBLHEBUT 80ng/ke B TWARMRBREDHFHRFEOLE, U

_13_



NERBEOETHAD SN,
%@&\M@8%ykﬁﬁ%mﬁﬁ@ﬁ&&@mmWﬁ@%MﬁﬁbBntﬁ\
fﬂ%%ﬁ7—ﬁ (Appendiz 3) OHENOEHTHY. DBRELDBEEITRVE

Zxohiz.
7. MELEHRE
M#ECRHREDRKE % Table 18~21, INDIVIDUAL DATA 7-1-1~7-4-4iZR L 7=,
(D#R5HHKE THRE
Tk, WEBLEBEUT 0me/keBHTC LU YUY FRCUSEREDOHM, s o
—IVDOBA B, 80ng/kg BTTIVAY T #RT7 7 X—EDEA., P XYY FERY
UCREDOHEM, Ju—VEUESY OBRDPRD SR, £, HiHEHICEE
RERBHOSNIRPOEHOD, 80ng/kg BTy -CIPRT AN S T 5 OHMERHIED
oz,
BETI, MEBELEEL T On/keB TRREROBA D, W0neg/keHTIU T UL
U R, RREROBAY, 80ng/keBTL-/n/ UV SEOLR, B2l x5
O—j, MUZUEY FRGCY VREOHN. REBRRCI LT F0 0. h
WA, BRY L OBLPBDORT, iz, HEIFEHIEERZRHZOR
Bvol-bDD, 80mg/kelE Tr n— L OMIER HFD Shi-.
Z o, D5 R 20ng/keBETH MU ADHA, D Sng/keBET GPTORAH
B ohi-H, HEERBERIZRL FRF—4% (Appendix 4) OHEANOEHTH Y.
DCBEE 5 & DEIEIL RO L # % SRz, |
() EEHE TRRE
BT, NEELEEL T, 80ng/keBETy -GIPOEM, 7 L7 F=rOELBHAY
bz,
BT, HRFELHEL T 80ng/keW T 0 —LOREPBBD oN Tz,
ZDM, HD 80ng/keBT o -7 07U VAEOETHRAD SR M BRF—X
(Appendix 4) OHHEAOTEH THY, DIBRELOBERIBRNWEE X SR,

-14-



8. BEESR |
BEEBRRUBEHREERLORES Table 22~25. INDIVIDUAL DATA 8-1-1~
8-4-4 {ZimUL 7=,

()3 51 46 7w AR S

BT, HEBELAELT 0ne/keBWTHER (£) EBOHN. BR (£4) oK
EEEHO R 80ng/keBTER (£) ERoHN. BR (£48) RUFRE (£
) ORBEERNOLRE MREEOHS. FROKEEERO LE, BEEEDRK
. B (B DEBEERLOLESADORT

BT, HEBEEEUT 0ng/keMTER (£4) ORBERKO LR, KR
() EEon. BRE (B) oKEEERO LR, FROKEEERKO LR, M
BEEOBAPED SN,

Z oM, #o 0ng/keBETRATTRROhRBEESO LR, LBETHOEED
B, BE () OoRBEEEHO LR, B0 80ng/ke B TROBEEREILD LS.
WEEOBABPBD SRS, WTFRBREHEFHREICSOTREREIRED ST,
BEREEORBEICHIEHLEX oh,

(2) 148 ABR# 7 B AR il

Tk, HEBLEBLT Sng/ke M OB (4) OFREERNOLE. BEE
EOED, BBOKEEELOBETIRAD ORI,

BT, MRHLEBL T Sing/keMTHIE (£) EEoHN. BRE (&) ©
$REERILOLR, FROBEEELOLAPAD R,

2o, D 80ng/keETTREDKEBRL O LA PRD Shi-H, BENBEHE
DEBEIEIEBEE X R,

9. &gk
HB DR % Table 26. 27. INDIVIDUAL DATA 9-1-1~9-4-2, Photo. M-1 iR U7z,
(1% & m s 7 el

B (£4) OREFSuy/keBOil 161, 20K T80ng/keBDMHE 6 HIzBD oh
7oo Ef. TEHYS/SHOEANS KT S0ng/keB0tES 1 FICED sh., FTHliz—
BRI T A S B, SR TSI BB 55 5 Bl T o e

T DM, BRI EEEED S0ng/keBMoit 1 H. BIRE (£) 0BBRANERD
1Bl RDsRI,

-15_



(2) o] 46 SR ke 7 R AR 1)
WL bz, BEEEDsh oI,
10, WEMKFHRE
RIS E R E DR % Table 28, 29. INDIVIDUAL DATA 10-1-1~10-4-2.
Photo.H-1~H-19 JZR L 7=,
(1) 5-JRG % 7R ARSI B
FROg : NERLMEDRFMIIE A Y 80ng/keBDHE S It ED s,
Bl FRME2ELTIRME EROMFEIESHEH#RT Sng/ke D LD
DETHRD 6ni=, TOHERHBUL DIBREHTE L. BERHESMHEMCEL
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Table 1. Experimental design for the 28-day repeated dose oral toxicity study of DCB and the 14-day recovery study in rats

b ¢
Concentrat ion Total Administration Recovery
Group of DCB Volume ~ smmmmmmmmmmemmemees s smmeeemcemienoen e
(w/v %) {ml/kg) Male Female Male Female Male Female
d
Control 0 10 14 14 7 7 7 7
¢
DCB 1.25 mg/kg 0.0125 10 7 7 7 7 : 0 0
BCB 5 mg/ky 0.05 10 7 7 7 7 0 0
DCB 20 my/kg 0.2 10 7 7 7 7 0 0
DCB 80 ma/ky 0.8 10 14 14 7 7 7 7

a: Crj:CO(5D) rats were dosed orally for 28 days from the age of 5 weeks.
b: Killed at the end of the 28-day administration period.

¢: Killed at the end of the 14-day recovery period.

d: Control was 1% methylcellulose dissolved in purified vater.

g: DCB (1:4-dicyanobenzene) was suspended in control solution.



Table 2. General appearance of rats during the administration period of the 28-day repeated dose oral toxicity study of DCB

Male Female
DCB {my/ky) DCB (my/ky)
Tren Control 1.2% 5 20 80 Control  1.25 5 20 30
No. of animals examinad 14 7 7 7 14 14 7 7 7 14
Findings .
a
Traumas scab or loss of hair in cervical region 0 g 1 0 1 0 0 0 0 0

a; Values are no. of animals with findings.



Table 3. General appearance of rats during the 14-day recovery period after the 28-day oral administration of DCB

DCB DCB

Mo, of animals examined 7 7 7 7

a
Findings :

a: There were no abnormal findings during the period.



Table 4. Body weight changes of male rats dosed orally with DCB for 28 days followed by
14-day recovery period

No. of Day of administration Bidy weight gain
Group animals 1 2 7 14 21 28 Day 1-28 % a
b
Control 14 140.4 147.2 188.4 247.7 304.2 37,8 207.357  147.431
4.9 5.9 10.1 17.9 26,7 29.8 26,398 15.901
DCB 1.25 mg/kg 7 139.0 147.4 187.9 242.3 297.4 3%1.7  202.714  145.914
7.2 7.2 1.9 18.7 20.3 26.8 23,606 16.479
DCB 5 mg/kg 7 140.3 147.9 188.7 248.1 3047 348.9 208,571  148.767
4.6 5.1 5.7 1.7 18.1 20,0  18.876  13.746
DCB 20 my/ke 7 140.6 146.0 184.9 2441 300.3 346.6  206.000 146.444
5.7 7.0 12.1 18.4 16.2 20.2 15,362 7.168
DCB 80 mg/kg 14 139.1 141.5 162.9%% 215 4% 2058, 4wx 287 %% 148.214%% 106,512%x
5.5 6.4 8.0 1.4 16,6 2.1 19116 12.541
No. of Day of recovery Body weight gain
Group animals 1 2 7 14 Day 1-14 %
Controt 7 356.3 360.7 387.7 418.7 62429  17.447

36.1 37.2 43.7 45.7  9.981 1.288

0CB 80 mg/ky 7 207 1% 307.4%x  J47.4 383.7  B86.571x% 29.086%#
10.6 10.3 13.5 21.6 13,402 3.978
a: ( Body weight gain / body weight on day 1) x 100,
b: Values are means and S.D. thereunder, and expressed in gram.
»x: Differs from control, p<0.01.



Table 5. Body weight changes of female rats dosed orally with DCB for 28 days followed by
14-day recovery period

No. of Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 % a
b

Control 14 128.7 132.7 155.9 178.8 200.3 219.2  90.500 70,387
5.3 5.7 8.2 7.8 8.3 10.7 8.609 6.917
DCB 1.25 mg/ky 7 128.9 122.7 154.3 176.7 199.6 220.9  92.000 T71.216
3.9 5.3 7.6 11.3 15.5 19.5 16,482  11.2%0
DCB 5 ma/kg 7 128.7 131.4 156.9 178.6 201.4 225.3 96,571 75.026
6.2 6.2 5.8 8.1 11.6 16.2  12.869 9.456
DCB 20 ma/kg 7 129.6 128.9 149.9 172.0 194.0 215.0 85,429  65.99%
6.5 4.7 9.1 13.2 12.8 18,1 15.988  12.344

DCB 80 ma/kg 14 129.1 126.5%  134.8%x  160.0%x  180.6%%  19h.0%% 67.571%% 52.232%x

6.4 6.9 8.2 9.9 12.5 15.5  10.624 7.069

No. of Day of recovery Body weight gain
Group animals 1 2 7 14 Day 1-14 %
Control 7 217.3 220.1 233.0 240.9  23.571  10.860

12.3 13.3 13.1 4.0 4721 2.202

DCB 80 mg/ky 7 197.0%  206.1 228.3 236.6  39.571sx  20.23%%x
14.6 15.0 16.1 16.6  10.814 5.675
a: ( Body weight gain / body weight on day 1) x 100,
b: Values are means and S5.D. thereunder; and expressed in gram,
%: Differs from control, p<0.05.
##: Differs from control, p<0.01.



Table 6. Food consumption of male rats dosed orally with DCB for 28 days followed
by the l4-day recovery period

No. of Day of administration
Group animals 1 2 7 14 21 28
a
Control 14 17.8 19.6 23.3 27.1 27.0 29.4
1.3 0.9 1.4 3.1 3.0 3
DCB 1.25 ma/ky 7 17.1 20.1 2.4 26.3 21.0 29.4
1.9 1.6 1.5 2.8 §.8 2.2
DCB 5 my/kg 7 17.7 19.7 22.9 26.3 27.3 29.1
0.8 1.6 0.9 1,8 3.0 2.0
DCB 20 mg/kg 7 17.9 18.9 22.0 26.1 24.3 21.9
1.8 1.1 2.7 3.3 2.9 3
OCB 80 mg/kg 14 17.5 B9 17,75 23.0%x 22 4xx 75 (%«
1.5 1.6 2.7 2.6 2.1 1.9
No. of Day of recovery
Group animals 1 2 7 14
Control 7 26.3 27.6 26.9 29.3
3.7 3.6 4.7 4.3
DCB 80 mg/ksg 7 22.3% 28.0 25.9 29.0
2.1 2.6 2.0 2.8

a. Values are means and S.D. thereunders and expressed in gram/day.
% Differs from control, p<0.05.
#*: Differs from control, p<0.01.



Table 7. Food consumption of female rats dosed orally with DCB for 28 days folloved
by the 14-day recovery period

No. of Day of administration
Group animals 1 2 7 14 21 28
a
Control 14 16.1 15.8 171 17.4 17.9 18.1
1.9 1.4 1.9 1.9 1.7 2.9
DCB 1.25 my/kg 7 15.7 15.0 17.1 17.6 18.6 19.7
1.6 2.1 1.9 1.5 2.6 2.7
DCB 5 mg/ke 7 16.0 15.1 18.1 17.3 18.1 20.0
2.8 1.7 0.9 1.1 2.0 2.4
DCB 20 mg/ky 7 17.1 13.6 16.6 17.0 16.9 18.7
1.3 3.1 2.6 2.7 3.0 2.4
DCB 80 mg/kg 14 16,6 1.2 163 163 16.4 16.3
2.1 3.2 2.8 2.3 2.3
No. of Day of recovery
Group animats 1 2 7 14
Control 7 18.1 19.4 20.4 19.1
3.0 2.8 2.5 3.2
DCB 80 mg/ky 7 16.3 23.9% 217 20.1
2.0 2.5 2.9 1.5

a: Values are means and S.D. thereunder, and expressed in gram/day.
x%: Differs from control: p<0.01.



Table 8. Uater consumption of male rats dosed orally with DCB for 28 days folloved
by the l4-day recovery period

No. of Day of administration
Group animals 1 2 7 14 21 28
a
Control 14 24.3 23.9 28.3 R %.9 5.4
6 3.1 35 4.8 5.7 6.3
DCB 1.25 mg/kg 7 2.7 24.3 28.7 3.3 2.1 3.6
3.4 2.6 3.5 4.2 5.6 4.8
DCB 5 my/ky 7 26.0 23.7 29.9 R.4 36 35.4
2.2 3.9 3.2 5.3 £.5 5.9
DCB 20 mg/ky 7 24.6 22.6 281 33.4 3.1 36,3
3.0 3.6 5.1 9.4 10 8.7
DCB 80 mg/ky 14 25.4 21.6 24.8 9.6 33.1
3.2 5.4 5.9 10.6 8.2
No. of Day of recovery
Group animals 1 2 7 14
Controtl 7 30.3 4.4 2.4 3.4
6.7 7.0 8.7 13.4
DCB 80 ma/ke 7 0.4 43.0 33,7 8.9
4.1 13.9 2.4 4.6

a: VYalues are means and S.D. thereunder, and expressed in gram/day.



Table 9. Water consumption of female rats dosed orally with DCB for 28 days followed
by the 14-day recovery period

No. of Day of administration
Group animals 1 2 7 14 21 28
a
Control 14 23.5 21.0 23.5 21.9 22.8 22.4
3.8 1.9 3.5 3.8 3.7 5.8
DCB 1.25 ma/kg 7 25.0 211 25.0 26.1 26.7 24.7
b6 5.0 4.8 4.9 6.0 4.5
DCB 5 ma/kg 7 23.7 19.7 26.9 25.0 23.3 27.0
£.3 4.9 £.3 5.0 4.2 6.1
DCB 20 my/kg 7 27.0 16.3 24.7 26.9 25.0 26.9
4.8 7.2 5.0 5 7.3 5.3
DCB 80 ma/kg 14 24.1 18.6 23.8 23.9 22.7 234
3.8 8.0 5.0 §.6 6.1 4.1
No. of Day of recovery
Group animals 1 2 7 14
Control 7 23.4 25,7 25.0 25.4
4.6 £.2 £.5 §.7
DCB 80 my/ka 7 23,4 32.3% 9.7 21.9
4.7 6.3 7.0 3.3

a: Values are means and S5.D. thereunder, and expressed in gram/day.
x: Differs from controls p<0.05.



Table 10. Urinary findings in male rats in the final week of the administration period of the 28-day repeated dose oral toxicity study of DCB

Controt

DCB 1.25 mg/ky
DCB 5 my/kg
DCB 20 mg/kg

DCB 80 mg/kg

Controt
DCB 1.25 mg/kg
DCB 5 mg/ky

DCB 20 mg/kg

No. of
animals

No. of
animals

e ro o et coult blood
6s 10 75 80 a5+ - -
__________________________________________ ;__-____________-_________,___________________________,________,_____,__-,________________________-
1 0 0 4 9 14 14 14 14
0 0 l 0 6 7 7 7 7
0 0 1 4 2 7 7 7 7
0 1 1 3 2 7 7 7 7
0 0 0 7 7 14 14 14 14
T iy setoems
""""""""""""""""""" pithelial cell
------------------------------ é;;Z[_ Specific gravity
RBC WBC Squamous Round round Others ~  =====mmmmeemmee- - -
------------------------------------------- 1.011- 1.021- 1.031- 1.041- 1.050K
- - - + - - - 1.020 1.030 1.040 1.050
Cntrol % %W w0 W W% o 2 s 1 0
7 7 7 0 7 7 7 0 2 3 0 2
7 7 7 0 7 7 7 0 0 2 4 1
7 7 7 0 [ 7 7 1 1 2 3 0
14 14 13 1 14 14 14 (2 5 & 3 01«

DCB 80 ma/kg

(cont inued)



Tabte 10. (continued)

No. of U-Yol U-Na U-K U-ct
Group animals m/2thr  mEa/21hr mEq/2thr mEq/21br
b

Control 14 14.00 0.795 3.1624 1.355
2.06 0.3104 0.7701 0.4395

DCB 1.25 ma/kg 7 14,64 0.8726 3.0851 1.3770
£.18 0.3501 0.9639 0.5276

OCB 5 my/kg 7 13.50 1.0271 3,3967 1,4986
3.59 0.3915 0.8889 0.5134

0CB 20 mg/ke 7 16.64 0.7624 3,0264 1.2681
3.38 0.2789 0.6835 0.3587
DCB 80 mg/kg 14 15.32 0.51 2.1291%%  0,8690%
6.08 0.2406 0.6942 0.3848

a: Values are no. of animals with findings.

b: Values are means and S.D. thereunder.

#: Differs from control, p<0.05.
w#: Differs from control, p<0.01.



Table 11. Urinary findings in female rats in the final week of the administration period of the 28~day repeated dose oral toxicity study of DCB

pH Pro Glu Xet Decult blood

No. of = =mmmemmmmmmemmemeeememmcnmmemeeeemeen mmmmemsmcmnen meeee mmeme mmmmeeeeee e

Group ahimals 6.5 7.0 7.5 8.0 8.5 - t - - -
a
Control 14 0 5 0 4 5 8 6 14 14 14
DCB 1.25 mg/kg 7 0 0 0 3 4 4 3 7 7 7
DCB 5 mg/kg 7 0 1 1 2 3 5 2 7 7 7
DCB 20 mg/kyg 7 0 0 1 3 3 5 2 7 7 7
DCB 80 mg/kg 14 1 0 Y4 6 5 11 3 14 14 14
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squamous Round round Others ~ ======-mmesse- - -

No. of = =====  =mmm= emmmemeeeeen cmee cemee e 1.011- 1,021~ 1.031- 1.041- 1.050K
Group animals - - - t - - - 1.020 1.030 1.040 1.050
Control 14 14 14 14 0 14 14 14 0 0 7 6 1
DCB 1.25 my/kg 7 7 7 b 1 7 7 7 0 1 3 3 0
DCB 5 mg/ky 7 7 7 7 0 7 7 7 1 1 2 2 1
DCB 20 ma/kg 7 7 7 7 0 7 i 7 0 1 & 1 1
DCB 80 mg/kg 14 14 14 14 1] 14 14 14 [3 5 3 3 0]%x

(cont inued)



Table 11, (continued)

No. of U-vol U-Na U-K U-Cl
Group animals ml/2thr  wEa/2thr  mEq/2thr  mEg/21hr
b
Control 14 11.36 {.6843 2.5085 399 .

1.2
3.3 0.1427 0.4289 0.2164

OCB 1.25 mg/kg 7 1.1 0.7236 2.4126 1.1926
3.0 0.3339 0.7615 0.4719

0CB 5 mg/kg 7 15.64 0.7809 2.6590 1.2451
5.26 0.3538 0.7050 0.4595

DCB 20 mg/kg 7 13.07 0.5224 2.3371 1.0509
4.06 0.2490 0.3835 0.1981

DCB 80 mg/kg 14 13.39 0.3611%%  1.476kxx  0.6138xx
5.72 0.2005 0.5620 0.2872

a: Values are no. of animals with findings.

b: Values are means and S.D. thereunder.

x4 Differs from controls p<0.01.




Table 12, Urinary findings in male rats in the final veek of the 14-day recovery period after the 28-day oral administration of DCB

pH Pro Gly Ket Occult blood
No. of  mememmmmeememcececmeeee meee e s e
Group animals 7.5 8.0 8.5 + - - -
a
Control 7 0 1 6 7 7 7 7
DCB 80 mg/kg 7 1 0 b 7 7 7 7
Urinary sediments
Epithelial cell
Smatl Specific gravity
RBC WBC Squamous Round round Others = =m==oememmememmmem o
No, of  =====  memms= e dmmeen meeee e 1.021- 1.031- 1.041- 1.05(¢
Group animals ~ - - + - - - 1.030 1.040 1.050
Control ‘ 7 7 7 6 1 7 7 7 0 0 k 3
DCB 80 mg/ky 7 7 i 7 0 7 7 7 2 2 2 1

{cont inued)



Tabte 12. (continued)

No. of U-Val U-Na U-K

Group animals ml/2%hr  mEq/2thr  mEq/21hr
b

Control 7 12.21 0.9409 37647

317 0.3147 0.4127

DCB 80 ma/kg 7 15.36 0.6751 2.9729

6.23 0.3275 1.0286

a: Values are no, of animals with findings.
b: Values are means and S5.D. thereunder.

y-ct
mEq/21hr



Table 13. Urinary findings in female rats in the final week of the 14-day recovery period after the 28-day oral administration of DCB

Na, of
Group animals
Control 7
DCB 80 mg/kg 7

No. of
Group animals
Control 7
DCB 80 my/kg 7

pH Pro Glu Ket Occult blood
6.5 7.0 8.0 8.5 - t - - - b4
a
2 0 1 & 2 5 7 7 6 i
1 2 1 3 3 4 7 7 7 0
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squamous Round round Others ~  ~=m=mmmmmmmemmmemememoooe oo
------------------------------------------- 1.021- 1.031- 1.041- 1.05(K
- - - + - - - 1.030  1.040  1.050
7 7 5 2 7 7 7 1 2 3 1
7 7 6 1 7 7 7 2 2 3 0

{cont inued)



Table 13. (cont inued)

No. of U-vol U-Na U-K U-Cl

Group animals ml/2thr  mEa/21hr  mEq/2%hr  mEa/2lhr
b

Control 7 13.57 0.8234 2.6381 1.2816

6.62 0.1266 0.2945 0.1300

DCB 80 ma/ky 7 12.21 0.6741 1.9617 0.9317

5.67 0.3690 0.8687 0.4617

a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.



Table 14. Hematological findings in male rats killed at the end of the administration period of the
28-day repeated dose oral toxicity study of DCB

No. of RBC

Group animals  10%/pt
a

Controtl 7 7.690
0.285

OCB 1.25 mg/kg 7 7.826
0.361

DCB 5 mg/kg 7 7.774
0.421

DCB 20 my/kg 7 8.029
0.426

DCB 80 mg/ky 7 7.819
0,385

Ht. Hb. MCV MCH MCHC WBC Plat

% g/dl fl pg % 0%l 103l
47.7 15.67  62.06 20,3 32.81 14,13 1148.0
2,53 0.79 1.48 0.62 0.97 4.05  142.8
4813 15,79 61.50 2013 32,79 15,30 1216.1
2.90 0.72 2.04 0.58 0.87 3.37 70.0
47.97 1570 61.71 2019 3275 1746 11487
2.61 0.40 1 0.90 1.17 5.7 210.9
49.60 16,19 6179 20.14 32,61 16.21  1137.4
2.62 0.65 2.08 0.6 45.8
50.07  16.06  64.0 20,50 32.06  16.23  1247.4
2.13 0.62 1.91 0.40 0.93 .97 2061

(cont inued)



Table 14. (continued)

Hemogram of WBC

Neutro
No. of Ret. c1 PT APTT Stab. Seg. Eos. Bas., Mono., Lymp.  Others
Group - animals %e SeC. sec. sec, % % % % % % %
(6}

Control 7 26.7 177.0 12.87 24,86 0.3 12.0 1.1 0.0 0.0 86.6 0.0
3.5 19.8 1.01 2.4k 0.5 2.6 1.1 0.0 0.0 2.8 0.0
DCB 1.25 mg/kg 7 20.4 185.7 12.84 2314 0.0 12.0 1.0 0.0 0.0 87.0 0.0
2.9 33.9 0.64 2.75 0.0 3.2 1.0 0.0 0.0 3.9 0.0
DCB 5 ma/kg 7 29.9 188.4 12.51 23.01 0.1 12.64 0.6 0.0 0.0 86.9 0.0
3 48,7 0.52 2.1 0.4 5.3 0.8 0.0 0.0 5.3 0.0

(6)
DCB 20 mg/kg 7 21.7 182.5 12.80 23.99 0.3 15.3 1.1 0.0 0.0 3.3 0.0
2.1 9.5 1.20 3.16 0.5 7.0 0.7 0.0 0.0 7.3 0.0

(6)
DCB 80 mg/kg 7 30.9 199.8 13.06 23.20 0.1 23. 7% 0.7 0.0 0.0 75.4 0.0
5.9 38.9 0.75 3.25 0.4 13.6 0.8 0.0 0.0 13,7 0.0

a: Values are means and S.D. thereunder.
b: Values in parentheses are no, of animals examined.
#: Differs from control, p<0,05.



Table 15. Hematological findings in female rats killed at the end of the administration period of the
28-day repeated dose oral toxicity study of DCB

No. of RBC Ht. Hb.
Group animals 10%/pt % g/dt
a

Control 7 7.984 48.26 15.9
0.359 2.20 0.49

DCB 1.25 mg/kg 7 8.077 49.80 16.34
0.373 2.30 0.53

DCB 5 ma/kg 4 7.907 49,25 16.03
0.361 2.05 0.47

DCB 20 mg/ky T 8.069 50.16 16.19
0.227 1.46 0.27

DCB 80 mg/kg 7 7.867 49.19 15.84
0.136 1.48 0.32

fl Pg 5 10%m 103/
60.46  19.93  33.00 1190 1140.3
1.65 0.73 0.86 2,52 146
61.69 20,19 32.79 13.30  1060.0
1.35 0.59 0.6 k.48 0.9

(continued)



Table 15. (continued)

Hemoaram of WBC

Neutro

No. of Ret. cT PT APTT Stab. Seg. Eos. Bas. Mono. Lymp.  Others

Group animals %e sec. sec. sec, % % % % % % %
Control 7 19.6 184.9 12.50 20.24 0.1 7.1 0.9 0.0 0.0 89.9 0.0
1.0 9.3 0.5 1.38 0.4 1.6 1.1 0.0 0.0 1.6 0.0

DCB 1.25 mg/ky 7 20.7 209.4 12.60 21.53 0.0 8.0 1.7 0.0 0.0 90.3 0.0
1.9 76.1 0.40 3,06 0.0 1.9 0.5 0.0 0.0 1.7 0.0

DCB 5 my/kg é 21.3 214.7 12.38 20.57 0.0 9.8 1.0 0.0 0.0 89.2 0.0
2.7 62.0 0.29 1.10 0.0 1.7 1.1 0.0 0.0 2.5 0.0

0CB 20 mg/kg 7 21.4 219.9 12.69 21.20 0.1 10.9 1.3 0.0 0.8 87.7 0.0
2.6 b1 0.40 1.47 0.4 1.6 1.k 0.0 0.0 1.5 0.0

(6)b

DCB 80 mg/ky 7 28.6% 2227 12.83% 19.69 0.3 1.4 1.0 0.0 0.0 87.3 0.0
2.4 50.6 0.50 1.82 0.5 4.0 0.8 0.0 0.0 A 0.0

a: Values are means and S.D. thereunder.
b: Values in parentheses are no. of animals examined.
#%: Differs from control, p<0.01.



Table 16. Hematological findings in male rats killed at the end of the 14-day recovery period after the 28-day oral administration

of OCR
No. of RBC Ht. Hb. Moy MCH MCHC WBC Plat
Group animals  10°/ul ¥ g/dt fl Py % 10l 108t
a

Control 7 7.873 46.24 15.16 56.71 19.20 32.76 16,19 1131.4

0.752 §.7h 1.48 1.7 0.60 0.37 5.59 133.8

DCB 80 my/ky 7 7.823 47,24 15,33 60.44 19,56 3241 13,30 1214.3

0.343 1.90 .53 1.96 .61 0.29 2.58 90.7

Hemosram of WBC
Neutro

No. of Ret. {1 PT APTT Stab. Seg. Eos. Bas. Mono. Lymp. Dthers
Group animals %o sec sec sec % % % % % % %
Control 7 29.4 204.9 12.89 26,69 0.1 10.6 1.1 0.0 0.0 88.1 0.0
9.2 0.5 0.65 1.90 0.4 2.1 0.9 0.0 0.0 1.9 0.0
DCB 80 mg/kg 7 28.9 178.6 12.57 2416 0.3 19.0% 0.6 0.0 8.0 80,1 0.0
2.4 64.8 0.16 2.04 0.5 9.1 0.5 8.0 0.0 9.3 0.0

a1 Values are means and S.D. thereunder,
%: Differs from control, »<0.05.



Table 17. Hematological findings in female rats killed at the end of the lé-day recovery pericd after the 28-day oral administration

of DCB
No. of RBC Ht. Hb. ey MCH MCHC WBC Plat
Group animals  10°/l % g/dl fl by ¥ 103l 103l
a
Control 7 8.146 £8.19 16.06 56,17 19,67 33.30 10.51 102141
0.098 1.33 0.37 1.25 (.35 0.49 2.13 119.8
DCB 80 my/ke 7 7.929%  47.50 15.71 59,91 19.79 33,04 11,20 11441
0.174 0.83 0.28 0.63 0.29 0.53 2.2 86.3
Hemogram of WRC
Neutro.
No. of Ret. {7 PT APTT Stab. Seg. Eos. Bas. Mona. Lymp.  Others
Group animals %o sec sec, sec % % % % % % %
Control 7 20.4 209.6 12.69 19.96 0.3 9.3 1.1 0.0 0.0 89.3 0.0
1.4 £1.8 0.24 1.15 0.5 2.4 0.9 0.0 0.0 2.9 0.0
DCB 80 ma/kg 7 2.1 2116 12.87 20,37 0.3 12.9% 1.4 0.0 0.9 85, 4% 0.0
2 36.6 0.26 1.53 0.5 2.4 1.3 0.0 9.0 31 0.8

a. Values are means and 5.D. thereunder.
%: Differs from control, p<0.05.



Table 18, Biochemical findings in male rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of DCB

Protein fractions (%)

No. of TP alb A/G Alb Globulin 6o7 GPT ALP LDH ¥ -GTP CPK T-8il
Group animals g/dl g/dl Qa @ 2 B v /. /1 /L U/ /L U/t mg/dl
a
Control 7 5.56 2.3 0.726 52.56 20.26 7.3 15.39 bbb 132.7 27.4 510.9  2850.9 1.39 T47.4 0.10
0.1 0.10 0.054 1.82 1.62 0.5 1.20 0.80 22.0 2.1 125.6 750.8 0.40 228.0 0.00
DCB 1.25 my/ky 7 5.60 2.31 0.700 52.01 20.37 6.91 15.70 5.00 136.6 29.7 515.7  2942.0 1.07 750.9 0.10
0.22 0.07 0.041 2.15 1.49 0.73% 0.9% 1.04 21.5 3.4 55.3 735.0 0.43 225.3 0.00
DCB 5 mg/kg 7 5.61 2.26 0.666 49.71 21.74 6.90 16.27 5.37 135.0 25.4 4994  3080.3 1.23 886.0 0.10
0.08 0.035 2.58 .45 0.95 2.30 1.03 3.5 5.7 162.1 433.6 0.35 158.3 0.00
DCB 20 mg/kg 7 5.61 2.33 0.704 51.77 19.93 7.43 16.11 4.76 145.1 27.0 437.3  3493.3 1.36 899.7 0.10
0.09 .08 0.047 1.51 1.51 0.63 0.9 1.26 20.0 2.2 58.0 732.2 0.42 184.1 0.00
BCB 80 mg/ky 7 5.60 2.23 0.659 49,44 20,13 8.06 17.40 4,97 142.3 0.9 345.6%%  3385.6 1.87 982.7 0.10
0.19 0.22 0.092 5.26 1.51 1.38 2.42 1.03 26.1 5.3 69.0 10521 0.39 278.0 0.00
No. of Glu T-Cho T6 PL BUN Crea Na K ol Ca P
Group animals mg/dL mg/dl mg/dl mg/dl mg/dl mg/dl mEg/ L mEa/ L mEa/L my/dl mg/dl
Control 7 136.9 63.4 51.6 112.1 14.86 0.47 144,64 4.603 105.6 9.57 9.37
19.7 12.3 17.3 1.24 0.05 0.90 0.146 2.1 0.22 0.56
DCB 1.25 mg/kg 7 132.9 59.4 61.3 106.9 14,93 0.64 14371 4,770 105.0 8.59
23.1 1.3 19.4 10.4 1.12 0.05 0.86 0.303 1.5 0.17 0.43
DCB 5 mg/ky 7 127.3 67.1 78.7 118.3 13.93 0.43  163.36% 4,701 104.4 9,54 9.31
23.6 12.7 3.0 20,1 1.63 0.05 0.48 0.445 1.0 0.30 0.38
DCB 20 ma/kyg 7 132.1 76.9 112.6%%  138,7%  13.53 0.44 143,00 4,623 102. 7% 9,67 B.76
18.8 8.1 12.3 12.5 1.58 0.05 0.96 0.211 1.3 0.19 0.6
DCB 80 ma/kyg 7 136.40 73.9 106.1%  149.1x%x  15.11 0.43 143,79 4,526 102.9%  9.81 8.07T#%
18.1 1.7 57.9 23.3 1.32 0.05 0.9 0.310 1.6 0.27 0.54

a: Values are means and S.D. thereunder.  #: Differs from control, p<0.05. ##: Differs from control, p<0.01.




Table 19. Biochemical findings in female rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of DCB

Protein fractions (%)

No. of P Alb A/G Alb , Globulin 60T GPT ALP LDH ¥ -GTP CPK T-Bil
Group animals g/dl g/dt [V 3 Q2 B Y /L J{TAY T/ N {12} L mg/dl
a
Control 7 5.80 2.47 0.739 54,61 19.31 6.47 15,14 446 128.6 i

7.6 394 28631 2.1 787.1 0.10
0.24 0.14  0.060 1.52 0.77 0.72 0.80 1.02 25,4 4.1 68.8  887.2 0.43 3124 0.00

OCB 1.25 mg/kg 7 5.89 2.5 0.760 55,49 17.64 6.50 15.47 4.90 133.0 23,4 229.6  2941.9 2.60 831.3 0.10
0.24 0.10 0.064 1.5 2.02 0.80 1.27 1.26 29.5 .4 50.6  1029.4 0.42 363.6 0.00
DCB 5 mg/ky 6 5.68 2.43 0.743 54,10 18.98 6.08 16.10 4,73 134.0 20,5«  252.3  2933.8 2.97 824.7 0.10
0.10 0.08 0.037 2.22 1.28 0.69 0.42 0.87 8.2 2.4 17.7 308.5 0.45 137.7 0.00
DCB 20 ma/ky 7 5,86 2.51 0.749 54,40 19.79 5.8 15.59 4,39 137.0 23.6 215.1 30131 2.27 960.0 .10
0.26 0.1 0.025 2.38 0.89 0.78 0.72 1.45 3.4 34 61.5 1713 0.35 408.7 0.00
DCB 80 ma/kg 7 5.67 2.41 0.739 55.00 18.39 6.31 16.80%«  3.50 154.0 22.9 181.6 42930 2,76 1322.4 0.10
0.18 0.07 0.012 1.40 0.86 0.74 0.9 1.3 50.6 4.8 71.0  1980.4 0.32 6414 0.00
No. of Glu T-Cho 16 PL BUN Crea Na K cl Ca P
Group animats mg/dl mg/dl mg/dl mg/dL mg/dl mg/dl mEa/l mEa/L mEa/L mg/dt mg/dl
Control 7 12.7 b4.3 16.3 129.0 1 0.5  142.86 4,507 107.4 .70 8.39
18.7 9.0 4.2 16.6 1.6k 0.05 1,46 0.263 2.0 0.28 0.73
DCB 1.25 mg/ky 7 110.3 68.1 25.6 139.3 16.9% 0.53 143,07 4,397 107.4 9,54 8.30
19.7 12.0 20.5 22.1 0.87 0.08 1.27 0.210 2.0 0.25 0.74
DCB 5 my/ke 6 126.7 73.3 21.7 150.8 15.82% 0.53 142,83 4.565 106.8 9.60 8.50
19.4 8.1 17.3 13.2 2.3 0.10 0.93 0.498 2.5 0.21 0.52

0CB 20 mg/kg 7 103.1 67.3 3.7 1401 15.31%  0.53 162,79  4.303 106.
11.9 1.0 16.2 2.k 2.05 0.10 1.22 0.309

DCB 80 mg/kg 7 125.6 87.1%% 65,1 179.4ux 15,47 0.41%% 142,86 4.593 105.
15.6 9.0 3.2 17.1 1.21 0.07 1.28 0.239 1

a: Values are means and 5.D. thereunder.  #: Differs from control, p<0.05.  #%: Differs from control, p<0.01.




Table 20, Biochemical findings in male rats killed at the end of the 4-day recovery period after the 28-day oral administration of OCB

Protein fractions (%)

No. of TP Alb A/G Alb Globulin 60T GPT ALP LDH vy -6TP CPK T-Bit

Group animals g/dl g/dl o 1 Q2 B8 Y /L /1 T/t /L v/t U/t mg/dl
a

Control 7 5.79 2.31 0.660 49.9  21.37 7.37 16.63 4.69 126.7 24.3 318.0  3027.3 1.43  818.7 0.10

0.16 0.07 0.034 1,39 1.68 0.20 1.00 0.72 19.2 3.5 53.4  670.3 0.29 167.6 0.00

DCB 80 mg/kg 7 5.70 2.2 0.641 49,87 21.90 b.66%% 16,63 4,94 132.3 6.0 - 309.0  3080.6 2.26m%  B826.3 0.10
0.15 0.10 0.031 1.20 1.60 (.30 0.78 0.76 28.2 8.2 56.5  1066.0 0.46 274 .4 0.00
No. of Glu T-Cho T6 PL BUN Crea Na K ¢l (a P
Group animals mg/dl mg/dL mg/dl mg/dl mg/dt mg/dl mEg/L mEg/ L mEg/t mg/dl mg/dl
Control 7 1 54.3 107.6 15.84 0.53  143.64 4,723 106.6 9.66 8.14
17.1 22.5 20.8 1.25 0.05 1.03 0.193 0.8 0.29 0.32
DCB 80 ma/ky 7 128.1 67.0 66.9 116.9 14,30 0.46% 16420 4811 106.7 9.49 8.04
21.5 12.9 38.6 24.8 1.81 0.05 0.9 0.200 1.1 0.35 0.31

a: Values are means and S.D. thereunder.  #: Differs from control, p<0.05. x%; Differs from control, p<0.01.



Table 21. Biochemical findings in female rats killed at the end of the 14-day recovery period after the 28-day oral administration of DCB

Protein fractions (%)

No. of TP Alb A/G Alb Globulin 60T GPT ALP LDH v -GTP CPK T-Bil
Group animals g/dl g/dl a a2 B Y T/t w/l /1 U/t /1 1o/ mg/dl
a
Control 7 617 2.57 0.711 52.70 20.74 6.34 15.30 £.91 102.4 2.7 173.9  1789.6 2.36 478.9 0.10
0.27 0.08 0.059 2.04 1.99 0.57 0.77 0.95 22.5 5.7 22.9 810.2 0.49 173.7 0.00
DCB 80 mg/ky 7 6.1 2.60 0.737 52.99 19.73 6.01 16.03 5.24 140.0 29.0 173.1  3431.0 2.40 977.6 .10
0.28 0.1 0.055 2.9 1.49 .52 1.64 1.16 53.4 11.0 4.5  2292.6 0.43 602.4 0.00
No. of Gly T-Cho T6 PL BUN Crea Na K el Ca P
Group animals mg/dl mg/dt mg/dt mg/dl mg/dl mg/dl mEa/ L mEa/L mEa/L mg/dl mg/dl
Controt 7 120.0 70.3 18.0 137.7 18.31 0.57 143.2 4,193 109.1 9.74 6.50
15.3 8.3 12.4 19.7 2.27 0.08 1,07 0.220 1.3 0.22 0.65
DCB 80 mg/ky 7 119.4 1 .1 144.6 16 0.5 143,14 4,33 107.3% 9.76 6.81
18.3 22.1 26.2 0.05 1.64 0.300 1.3 0.24

a: Values are means and S.D. thereunder.  %: Differs from control, p<0.05.



Table ZZ2. Absolute and relative organ weights in male rats killed at the end of the administration period of the 23-day repeated dose oral toxicity study of DCB

Body Brain Pituitary gland Kidney Thyroid Thymus
No, of weight Right Left Right Left
Group animals g g % mg 1073 g % g % mg 107%% mg 1073% ny 107°%
a (63b {6

Control 7 313.9 2.081 §.666 10.96 3470 1.150 0.377 1.163 0.371 9.46 3041 8.37 2.610 6611 210,747
0.079 0.038 1,36 0.339 0.125 0.019 0,088 §.017 1.33 0.617 1.32 0.326 1.1 30.967

nes 1,25 ma/ks 7 311.3 2.067 0.669 11.13 3.57 1.217 0.389 1,166 0.374 9.33 2.9% 8.40 2.7% 6461.7  208.451
25.8 0.033 0.065 5 0.397 0,139 0.025 0.128 0.025 1.2 0.330 1.30 0.472 1224 49,502

DCB S my/ky I 317.3 2.02% 0.639 12.1 3.816 1.219 0.403 1,267 0.399 9.3 2.960 9.16 2.081 658.7  207.680
18.9 0.109 0.036 1,08 0.206 0.111 0.026 0.110 0.025 1.30 0.487 1.15 0.266 120.6  35.478

DCB 20 wg/iky 7 3181 2.061 §.650 11.07 3477 1.303 O.410% 1,320 0.416% 9,46 2.976 .29 2.914 6451 202129
19.7 0.100 0.030 1.32 0,312 0.113 0.022 0.110 0.016 1 0.605 1.22 0.5 1h.ThG

DCB Btimg/ky 7 202.08% 2,044 0.7086%%  10.77 b 100s% 1,337 .51 1,221 0.507% 10,19 3.924% 9.44 3634w &06.6%x 178,419
28.0 0.062 0.080 1.45 0.258 8.170 0.067 0.119 0.048 0.77 0.477 1.26 0.602 (3.6 17.922

{cont inued)



Table 22. (continusde)

Heart Lung Liver Spleen Adrenal Testis
No. of Right Left Right Left

Group animals g % g % g % g % mg 10724 ng 107%% g % g %
Cantrob 7 1.166 0.370 1.214 0.389 9.367 2.979 0.407 0,196 24 .4 7.783 27.0 8.586 366 .43 1,324 0.421

0.145 0,024 0.070 0.017 1.279 0,229 0.063 0.021 3.9 1.129 [ 1.163 0.119 0.026 0.102 0.023
DCB 1.25 mg/kg 7 1.094 0.353 1.19 0.386 9.544 3.057 0.580 0.184 21.9 7.019 26.9 7.953 1.433 .45 1.397 0,450

0.087 0.021 0.078 0.028 1,367 0.204 0.097 0.026 4.0 1.115 4.5 1.048 0.113 0 0.094 0.030
DCB 5 mg/ky 7 1.104 0,351 1.214 0.384 9,830 3.099 0.677 0.214 21.0 8.544 28.9 124 1.396 0 1.370 0.434

0.074 0.025 0.09% 0.017 0.949 0.237 0.109 0.030 41 1.405 4.8 5 0.12 0,051 0,135 0.052
DCB 20 my/kg 7 1.219 0.384 1.186 0.373  10.004 3. 144 0.543 0.173 26.9 8.469 28.6 9.007 1.367 0.433 1.3 0.414

0.099 0.024 0.108 0.026 0,604 0.125 0.060 0.015 2.7 0.967 4.0 1.364 0,083 0.081 0.032
DCB B0mg/ kg 7 1.006% 0,383 1.063%¢  0.400 9,451 3619 0,434 0,170 26,9 10,23 293 11103 1.346 05168 1,396 0.504%%

0.142 0.023 0.091 0.028 0,801 0.143 0.084 (.050 2.8 0.687 bk 0.910 0.105 .03 0.325 0.09%

a; Values are means and 5.D. thereunder.

b: Values in parentheses are no. of animals examind.
*: Differs from control, p<0.05.

##: Differs from control, p<0.07.



Table 23. Absolute and relative organ veights in female rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of DCB

Body Brain Pituitary gland Kidney Thyroid Thymus
No. of weight Right Left Right Left
Group animals g 9 % mg 107%% g % g % mg 1073 g 107 g 107%%
a

Control 7 201.7 1.923 0.95 12.29 6.086 0.823 0.409 0.311 0,403 4.70 7 6.80 3.373 5.0 256,111

9.9 0.052 0.056 1.46 0.583 0.064 0.030 0.071 0.026 1.06 0.554 1.08 0.523 103. 54
DCB 1.2% ma/ky 7 205.0 1.950 0.954 12.19 5.943 0.836 0.409 0.810 0.396 7.26 3.561 6.064 3.249 4784 232,224
14.9 0.059 0.061 1,32 0,467 0,061 0.013 0 0.016 1.32 0.764 1.57 0.803 9.0 24.368
DCR 5 malky 7 206.7 1.930 0.940 12.69 6,606 0.853 0.413 0.853 0.413 7.3 3.547 7.44 3.617 536.0  257.64061
14.7 0.029 0.071 2,23 0.840 0.088 0.035 0.083 0.028 1.22 0.6% 0.68 0.433 148.2  57.462

DCB 20 my/kg 7 198.6 1.970 0.997 12.53 6.31 0.877 0.443 0.851 0.431 7 4 7.64 3.816 4573 229,243
16.8 0.067 0.077 .17 0.329 0.080 0.036 0.069 0.038 1 0,601 2.22 0.893 99.3  40.373
0CB 80 my/ky 7 180.6¢  1.947 1,080 11,29 6.29 0.869 0.481%%  0.84 0.666%x 8.87%  4.9%7T%x (.77 3.733 392.1 219.993
15.1 0.072 0.007 1.35 0.304 0.090 0.027 0.106 0.032 1.75 .19 1.26 0.558 48.2  43.THT

{cont inued)



Table 23, (continued)

Heart Luny Liver Splesn Adrenal Ovary
No. of Right Left Right Left
Group animals g % g % g % g % m9 107%% ng 1074 e 107> 9 187°%
Control 7 0.72 0.360 0.989 0.491 6.084 3.016 0,424 0.210 30,1 14.980 31.3  15.549 494 26450 .1 22.829
0.055 0.033 0.061 .025 0.414 0.155 0.067 0.0%7 2.3 1.457 2.4 1.471 8.6 3,05 8.0 3.562
DR 1.25 maskg 7 0.764 0.374 0.984 0.480 6.281 3.061 0.470 0.2% 32.9 16010 5.0 17.087 48.6  23.781 7.6 23137
0.076 0.023 0.186 0.029 0.597 0.134 0.060 0.020 3.8 1,118 2.6 0.743 6.8 3.723 7.7 2.9%
DCB 5 mg/ky 7 0.787 0,381 1.016 0,691 6.561 3.184 0,431 0.209 3.4 16.209 35.3  17.090 47.7  23.004 4.9 21516
0.043 0.024 0.083 0.033 £.309 0.185 £.070 0.030 5 1.7% 3.2 1.298 8.4 2.825 6.8 7,869

0CB 20 mg/kg 7 0.776 0.390 0.924 0.407 6,079 3.0% 0.400 0.201 3.7 15.949 344 17.214 4.3 22.230 49.4 26740
0.074 0.015 0.071 0.021 0.699  0.136 0.037 0.011 52 213 6.0 1.952 1.2 2.404 10.1 3,364
0CB 80 my/kg 7 0.701 0.387 0.867«  0.479  6.491 3.596xx  0.321% 0177 9.7 16.430 30.9  17.0% 42.7 23,601 1.4 22917
0.075 0.014 0.100 0.017 0.632 0.138 0.033 0.014 £.5 1.787 67 2.1 5.9 1.945 6.7  2.76k

a: Values are means and S.D. thereunder.
#: Differs from control, p<0.05,
#%: Differs from control, p<0.01.



Table 24, Absolute and relative organ weights in male rats killed at the end of the té-day recovery veriod after the 28-day oral administration of DCB

Budy Brain Pituitary gland Kidney Thyroid Thymus
No. of weight Right Left Right Left
Group animals g g % ng 107%% g % g % . ng 107%% mg 10734 my 107%%
a
Control 7 390.4 2.091 0.541 12.89 3.289 1.336 0.344 1.293 0.33 9.56 2.456 9.1 2,377 548.7 141,214
§1.7 0.075 0.052 2.1 0.282 0. 0.022 0.120 0.817 1.55 0.342 1.35 0.142 65.6 16,388
DCB 80mg/ky 7 357.7 2.086 0.584 13.00 3.639% 1,380 0.386x  1.32% 0.369% 9.3 2.613 8.47 2.359 572.7 159.370
19.5 $.051 0.035 0.70 0.193 0.129 0.031 0.118 0.025 1.25 0.298 1.32 0.251 145.9 34114
Heart Lung Liver Spleen Adrenal Testis
No. of Right Left Right Left
Group animals g % g % g % g % ng 107%% g 107% 3 % g %
Conirol 7 1.260 0.323 1,29 0.33  11.4% 2.930 0.716 0.183 27.1 6.923 29.1 7.419 1.487 0 1,436 0.373
0.154 0.020 0.068 0.026 1.327 0,112 0.049 0.014 7 0.606 5.9 0.87 0.091 0.050 0.09% 0.045
DCB B0mg/ke 7 1.179 0.330 1.276 0.359 10,763 3.000 0.576%%  ,160% 5.4 7.131 28.9 8.100 1.469 0.413 1.464 0.409
0.077 0.029 0.080 0.019 1.324 0.210 0.081 0.020 1.9 0,69 2.9 1.037 0.074 0.036 0.080 0.031

a; Values are means and S.D. thereunder,
% Differs from controls p<0.05.
#%: Differs from control, »<0.01.



Table 25, Absclute and relative organ weights in female rats killed at the end of the 14-day recovery period after the 28-day ocral administration of DCB

Bady Brain Pituitary gland Kidney Thyroid Thymus
No. of weight Right Left Right Left
Group animals g g % mg 107%% g % 9 ¥ g 107%% mg 107°% mg 10734
a
Control 7 226.9 1.936 0.853 13,10 5.770 0.843 0.370 0.833 0.367 7.21 7.183 6.23% 2.746 385.1  169.129
12.7 0.056 0.039 1.76 0.643 0.057 0.03 0.063 0.033 1.20 0.521 1.02 0.425 60.5  18.244
DB 80 me/ky 7 221.4 1.989 0.900 14.36 6.516 0.85¢ 0.389 0.841 0.380 7.57 3617 7.74%  3.493x 426,17 192.156
144 0.064 0.06% 1.03 0.733 0.047 0.020 0.052 0.024 0.82 0.268 0.89 0.282 90.9  38.731
Heart Lung Liver opleen Adrenal Ovary
No. of Right Left Right Left
Group animals g % g % g 3 g % mg 10734 mg 10%% mg 1077 g 1073

Control 7 0.816 0.360 0.969 0.429 6.28
0.059 0.027 0.034 0.029 0.9

DCB 80 my/kg 7 0.837 0.377 0.994 0.451 6.484 2.933% 9 14,887 339 . .
096 0.036 0.053 0.029 0.307 0.134 3 2.546 5.8 1.967 5,

a: Values are means and 5.0. thereunder,

#: Differs from controls p<0.05.

#%: Differs from control, p<0.01.



Table 26. Gross findings in rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of DCB

Male Female
DCB (mg/kg) DCB (my/ky)
Ttem Control 1.25 5 20 80 Control 1.25 5 20 a0
Mo, of animals examined 7 7 7 7 7 7 7 7 7 7
Organ © Findings
a

Liver o Yellow mass 0 0 0 0 i 0 0 0 0 0

Kidneys : Pale discoloration 0 0 1 6 b 0 0 0 0

Thyroid(Left) : Aplasia 1 0 0 0 0 0 0 0 { 0

Submand ibular Lymph nodes @ Swelling 0 0 1 0 1 ) 0 i 0 0

Skin of cervical region : Loss of hair 0 0 1 0 1 0 0 0 0 0

a: Values are no. of animals with findings.



Table 27. Gross findings in rats killed at the end of the 14-day recovery period after the 28-day oral administration of DCB

bCB DCB

No. of animals examined 7 7 7 7
a
Organ © Findings

a: There were no abnormal findings in all the organs and tissuss,



Table 28. Histopathological findings in rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of DCB

Male Female
DCB (mg/ky) DCB (mg/kg)
Ttem Control  1.25 5 20 80 Control  1.25 5 20 80
No. of animals examined 7 7 7 7 7 7 7 7 7 7
a b
Organ : Findings (Grade)
¢

Liver : Centrilobular hypertrophy of hepatocytes {+) 0 0 0 0 5 0 0 0 0 0
Encapsuled necrosis of hepatocytes (+) 0 0 0 0 1 0 0 0 0 0

Kidney (right/left) : Hyaline droplets deposition in tubular epithelium
mainly proximal tubules {+) 1 0 5 4 0 0 0 i 0 0
{(+4) 0 0 3 0 0 0 0 0
(++4) 0 0 0 0 2 0 0 0 f 0

Eosinophilic body deposition in tubular epithelium,
mainly proximal tubules (+) 0 0 2 3 0 0 0 0 0 0
Dilation of tubuless mainly distal tubules (+) 0 0 0 0 2 0 0 0 0 0
Atrophy of tubular epithelium: mainly distal tubules  (+) 0 0 0 0 2 0 0 0 0 0
Focal regeneration of tubular epithelium (4] 1 3 1 0 1 0 0 0 0 0
Spleen : Atrophy of lymph follicles (+) 0 0 0 0 2 0 0 0 0 0
Lung : Granuloma (+) 1 0 g 0 0 0 0 0 0 0
Calcium deposition in blood vessel wall (+) 0 0 0 2 0 1 0 0 0 [
Osteoid formation (+) 0 0 0 0 0 0 0 1 0 0
Eyeball (left) : Atrophy of retina {+) 0 0 1 0 0 0 0 1 0 0
Fibrosis of cornea (+) 0 0 0 0 0 0 0 0 1 0
Thyroids : Irregularity in shape of follicles (4) 0 0 0 0 3 0 0 0 0 0
Decrease in colloid {+) 0 0 0 1 3 0 0 0 0 0
Submand ibular lymph nodes : Increase in plasma cells in medullary cord (4) 0 0 1 0 1 0 0 0 0 0
Pancreas : Focal atrophy of acinar cells (+) 0 ] 0 0 0 0 1 0 0 0

(cont inued)



Table 28. (continued)

Male Female
DCB (mg/kg) DCB (mg/ke)
Item Control  1.25 5 20 80 Contral  1.25 5 20 80
No. of animals examined 1 7 7 7 7 1 7 7 7 7
Organ : Findings {Grade)
Sternum : Increase in granulocytic series cells (+) 0 0 0 0 i 0 0 0 0 0
Femur : Increase in granulocytic series cells {(+) 0 0 0 0 1 ] 0 0 0 0
Skin of cervical region : Atraphy of cutaneous muscle (4) 0 0 0 0 1 0 0 0 0 0
Abscess in dermis (+) 6 0 1 0 i 0 0 0 0 0
Thickening of epidermis (4) 0 0 1 0 0 0 0 0 0 0
Infiltration of cellss mainly lymphocytes (+) 0 0 1 0 0 0 0 0 0 0
Infiltration of cells,
mainly lymphocytes and neutrophils (+) 0 0 0 0 1 0 0 0 0 0
Ulcer (+) 0 0 1 0 0 0 0 0 0 0
(+4) 0 0 0 0 1 0 0 0 0 0
Scab (4) 0 0 1 0 i 0 0 0 0 0
Subcutaneous edema (4) 0 0 1 0 1 0 0 0 0 )
Granulation in dermis ' (+) 0 0 1 0 0 0 0 0 0 0
d
Testis (left) : Dilation of tubules (4) 0 0 0 0 1 - - - - -

Prostate : Interstitial infiltration of cellss mainly lymphocytes {4) 1 2 1 0 0 - - - - -

b o e ot ot o e 7 s 0 o e o A e e P e b e B e - T e i e e e Bt e e e e o e 0

a: There vere no abnormal findings in the hearts cerebrum, cerebellums spinal cords sciatic nerves Harder’s glands pituitary glands parathyroid: thymus, mesenteric lymph nodes adrenal.
submand ibular gland, sublingual glands parotid gland, larynx, trachea, bronchuss aorta, tongues esophaguss forestomachs glandular stomach, duodenums jejunums ileum: cecum» colons rectums
mammary gland, skeletal muscle, urinary bladders epididymiss seminal vesicles ovarys uteruss uterine cervix or vagina.

b: + = slight change, ++ = moderate change and +++ = severe change.

¢: Values are no. of animals with findings.

;= = blank value.

o



Table 29. Histopathological findings in rats killed at the end of the 14-day recovery period after the 28-day oral administration of DCB

Male Female
DeB peB
Ttem Control 80 mg/kg Control 80 mg/kg
No. of animals examined 7 7 7 7
a b
Organ : Findings (Grade)
c
Liver : Granuloma (+) 0 0 i 0
Kidney (right/left) : Hyaline droplets deposition in tubular epithelium,
mainly proximal tubules (+) 1 4 0 0
Eosinophilic body deposition in tubular epitheliums
mainly proximal tubules (+) 1 2 0 0
Focal regeneration of tubular epithelium (+) 1 5 0 0
Lung : Calcium deposition in blood vessel.vall () 0 1 0 0
Osteoid formation {+) 0 0 1 0
d
Prostate : Interstitial infiltration of cells, mainly Lymphocytes (+) 1 0 - -

a: There were no abnormal findings in the spleens heart, cerebrums cerebellums spinal cords sciatic nerves eyeballs Harder’s glands pituitary gland, thyroid, parathyroids
thymuss submandibular lymph node, mesenteric lymph nodes adrenals pancreass submandibular glands sublingual glands parotid glands larynx» trachea» bronchus, aortas tongue,
esophagus, forestomach, glandular stomachs duodenums jejunums ileums cecums colons rectum» sternums femurs mammary gland, skin, skeletal muscle, urinary bladder, testis,
epididymiss seminal vesicle, ovarys uteruss uterine cervix or vagina.

b: + = slight change.

¢: Values are no. of animals vith findings.

= = blank value,

f= W



Table 30, £lectron-microscopic findings in rats kitled at the end of the administration oeriod of the 28-day repsated dose oral toxicity study of DCB

Male Female
nee oce
[rem Cantrol 80 my/ky Control 80 masky

No. of animals examined 2 7 2 2
a
Drgan @ Findings

b
Liver o Centrilobular zone ; Incraase in smooth endoolasmic reficulum 0 7 { 0

a: Thers were o abnormal findings in the periportal zone of {ivar.
vy Values ave no. of animals with findings.



Table 31, Clactron-microscopic Tindings in rats killed at the end of the l4-day recovery period after the 28-day oral administration of DCB

Male Female
DB nek
Tiem Control 80 mg/ky Control a0 mg/ky
2 2 2 ?

No. of animals examined
a
Organ @ Findings

a: There were no abnorinal findings in the centrilobular zone and periportal zone of Liver,
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