














B 3. EARME OIFEEERENE AA (Photo 2) 2D 500 mg/ks H5ED
241, 100 ng/kg BEHD 4 PlH LV 20 mg/kg BEHD 1 FlIZBEI N, BB &
EHOBOBHICOWVT PAS REBEIT- R, SEAREE OF BN MIRENH AK
FudFnd PAS BUETH -7, TOM. Table 11-1-1 BLU 11-1-2 ITRTHRIERE
ghted. WFNOFRSBHTTOREFES JUBRBIEIRD ONbh o/, £,
HREEECHERELAA ONIEHEFOBORARIZZ. HBMFNELIED ol
Dotz &5z, ARKISREDS SNIZRIORRE LT, BRORERY S 51 100
mg/kg HSREOME | T, EEFIC L BRENCED SN, £/, 100 ng/kg HE5B¥DHE
1 iz s N fafEmNFEETIE . HRFNCEYAFETCH -2 Lh o, BEBBHIER
THELREEZONS,

(2) A BRI A T B 1)

FEIE T &, /NERLOME O BIRISEIE A BRI E IR S RO 1 Plica o, FIIREEME O
FERALIETIRRE S L OB ER S HOMELP ICBEI Nz, oM, BOBRTI.
11-2-1 ERIFRABONIH, WTNHBHETEOREFES SUEEICERE
HH5NHED Tz,
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DCB %, 20, 100 &V 500 mg/kg DB THEHED Sprague-Dawley R7 v FIZ28
BEIz bz - THEHREOHRS L. Z 0% 14[H o BIERBRIAR % 50 7.

TORR, TELTHEDS JUBRTEBRYERSICER L LZEX 0N A RENIED
Tee THbB. lﬂ?ﬂ:ﬁ&: b 500 mg/kg WEHTILFREEAEML. 100 mg/kg LA L
OG5 CI/NEROEDOFHRRIERSAS SN, ZOZE(LDEEIIME L LHEICKEFL
THHT AEMICH -7z, ol NEROMOBRMBEELERINZ, IO LFHED
F OB FEZE(EE, DB 2 SD R v bHHWIE F344 5 v M 3 HAMRERORS
L7cRB: Y THRDonTH D, DB BEICLBENHEND—DOHETH 5 & HHE
Rante, cNSOBMICHET L EEZONSERFERREELTE, GOT 50 1IZ
7 -GTP FHDO LR L BILRTo—-LREOER, 7LT7 I VBEEOEKETIZHS
AG HOETARED N, &5z, SEORBRTIE., B OAEHECHBR ICHEX
ha B oMIKEBESEDORB(EA . 500 mg/kg BEFHOBEIZIRD S lsd Tz,
BB, NS DORFRRICEE LRI, REGWMK TR, MAFOREARBRHEZ&ES
EIZE D, HEDBVIFRETAEAICH T,

—%. BT, EOBBRYERSHIOIURMEE O MIEHRRENH ARSI BHE
SN, TOHEBESLUREL LABKEL THEMRL., B IUHENER L LENS
B WIS INMERNIC B - 7z, DCB ORIBEEM A TH S p-dichlorobenzene D RIEHET
BEIZED, HF v N OEMEME LI hyaline droplet 2EBET 5T &h 56,
p-dichlorobenzene . VW 5 a 2u-globulin nephropathy ZER T 5 Z LA S
ZENTHHY DB bRABROBRELZERTSbDEEZIONS, 105, 20 mg/ks
BE5BD | flicd S5 NTSEARME OIFEEMEMIRENE AR, B v MCERREED
BELTHONABEORMA LD TH o7, . 500 ng/kg BEFHOHETII, MAF
HOREBZZRDLUVERY VEBEO LR LT M) Y LBEORTIRED SN, wih
LBMAELTH O, AEOEBERR & OBEMII OV TR RATH >z, T oI,
500 mg/kg RE5HOMETIZ. BROMENERL WML, EBFFARELTIEFLVWE
ftidiadrofcz b o, McH T 2 BROMENERDOEMI, AEEMIIHSELRER L
Eionb, o, BREE 4 BEORMRETIE, 500 ng/kg RESHOMEREL &, IFEAL
DFA pH 9 LLEERL., BETIIREBOEEASMBVMERICH o 72t I o DEEDK



RIZOWTIRIASMZTHZ LIETERD >z, —F ., EMLRME OIFBEMRE N A
HREESCBRICET AR, #50 itk nwThEELzIEed S, BE%KDOH S
ZlheEZONS, BB, TTICHEENTHS DB 0T v MIBIFAREROKRS
BHEAR Y TlE. FKEH A VWRREDENAAONTWAY, SEHORBTEIHHE
TH5H 100 mg/kg REBHOM TREOFERIEMA L SnzLishic, BKES LU
REICERBELIRD o -7z,

T Dty 500 mg/kg TSR T, ML LIRGPH ICHBHDEORIFEM  ITXbLEX
SNBEWEL L VRENHONT, £ic. BEVAICEEES JUHEEORD S 0 |
AREE, BB L CEEABAMK THE CEETHEL, #ET3EESE4BET
ML CHERENRDONT, 2HIZ, BEB I HLIFE., #TIT 100 mg/kg KL ED
RSB, HETIE 500 mg/ks REBW T, REERDO—BUOHELH 0N, —HOFIT
IR5% 1 BELILERRE L TREINSZ LB D, EEFICL > TEBRERORE DRI
THONZ I LRNH oz, ZORFEFIFIIARICKEL., BHE5HHHL SBE S, BIER
B HEPIc3A o ooz e o REERORRIE, HEBHEORBHEIC & > T
STUEHEREICERBDEEZOND, 725, 500 mg/kg EHOM T, HEH4HE
DEBEENEELBEEZRLIH, BLOBRELLTRLIHTH O, FEIZH INICH
HETBEEZONBRAED 5T,

500 mg/kg #EBOMWETIE, MRS L VIBBOMNEENED Lz, ThoDRLHH
AU O 3 h ARIKERSRBTEDONTVWED, WITNLIEMERICIIARLE
MH SN, MEFFRS L CHEBERRIC OB, Bh o/, Cof, FEEEORED
LT, 500 mg/kg BEHOHDOME 100 ng/kg LUEDHEHOEE LiFIch
BrRrESA OGNS, OCTHHEANEECIAERLEZREDONT, BETEEEZON
BIEFFREN R o fc e 6, ThoDELITR SIS, & DAREDEINIMHIC L 5
FERhHoTbDEEZI LN,

BB, UEOEOMICR SR TS 2 0 ZEEABRARK TRICAREDNSH SN
FHEAEFRRS LUREEROE LI >0 TR, WIFNbARITKTE LB TIRZL .
MET AMORRA LD > o2 &b 5, WERMERS B L UE DRIzH < BEHBHAR I
BEDBWELEEZONS,

Pl &Iz, DCB 2 RIERES 5 2 iz & b, FEREO/NETCOM O FFHIRZAL A A it b
£ 100 mg/kg LEOHETHSON, 51, BED 100 mg/kg LLEDHE D



500 mg/kg DAE T, NEFOHOBEBIBEELNRS SN, £/, HTIE 100 mg/kg
UL DHE TBROAAMRME ICIFBREMRENS AP ERLEED 5 NV IRBETHER
L. COEEREBMERSICERLCELThAZ ENREEN, Zhon &
o, RRBREGTICHS TS DB OEEERBIIMBEL L 20 ng/ks THHLEZX S
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

Food consumption in males and females
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Table 1-1
Twenty-eight-day repeat dose coral toxicity study with subsequent 14-day recovery test of DCB in rats

Clinical signs in males

Initial Number of animals with clinical signs Day of
Clinical signs Dose  number of Day of dosing perioed - recovery period* —
(ng/kg)  animals 1 2 3 4 5 6 7 8 9 10 11 12 13 14 I5 16 17 18 19 20 21 22 23 24 25 26 27 28 i~14 Total

Salivation occurred just 0 10 S T U e -
after administration 20 5 S S -
(disappeared within 100 5 - ------=-1!$Y1171r+1rr1r-1r-- - - -1 - -113 - 3
about one hour} 506 10 - - - - - - - -2 3 6 6 8 8110 8 9 6 4 7 810 9 810 % 10 10 10
Salivation occurred just 0 10 R e e -
after administration 20 5 e e T S S ST S S S S S -
(cotinuously observed for 100 5 - - - - - - - - - - - - -=-=-=-1-1=-111%-11- -1 I
about one hour or more) 500 10 - - - - =--=--11m"- - = - -'2124-1--1- - - - 4
Salivation was observed 0 10 R -
about one hour after 20 5 e -
admwinistration or later 100 5 S e -
500 10 3 - - - - - - - - - - - = s - - s s s s s s s s 3
0 {i T T T T I - -
Lacrimation 20 5 S T T R R S T R -
100 5 - - - - - - - - - - - - s s s s s s s s s s s -

500 10 7 - - - - - - - - - - - - s - === s s s s s s s -
0 10 e e - -
Decrease fecal volume 20 5 e e -
100 5 - - - - - - -191%1 - - - = - = - - = - = - = - = - = -~ 1
500 10 - 1010 0 3 3 3 - - - - - - - - - - - - - = - - = - = - - - 10
0 19 T T - -

Soft feces 20 5 T T T T R T S T S

100 5 e e -
500 10 e - -
¢ 10 e e - -
Reddish urine 20 5 e -
100 5 T e -

500 1 - -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.



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

Clinical signs in females

) S S S

£ 8 —

[nitial Number of animals 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 if 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 T T T R T S S R R S S -
after administration 20 5 - = = = = - = - - - - - = - - - - - - - - - - - - - - -
(disappeared within 100 5 T T R S S - - - - - - -
about one hour) 500 10 - - - - - - - - 4 5 5 5 4 7 5 5 5 5 6 4 6 7T 7T 6 6 6 5 6 10
Salivation occurred just 0 10 L T T R S S S S S T S T S S S -
after administration 20 5 e S N R S -
(cotinuously observed for 100 5 S T e R I S L R S N S -
about one hour or more) 500 10 - - - - - - - - - - - - - - =-'111"11111 -1 tvt1 -1 1
Salivation was observed 0 10 S T R T TS -
about one hour after 20 5 e S S -
administration or later 100 5 T R S S T e T T S R -
500 - 10 2 - - - - - - - - - - - - - - - - - - - - - - =~ = - - - 2
0 10 e T e T - -
Lacrimation 20 5 T T T e T -

100 5 T T R R T BT T

500 10 4 - - - - - - - - . - - - - - = - - - - - - - - - - - - -

0 10 - - - - - - - - - - = - - - = = = - - = = = = = = = = - - -
Decrease fecal volume 20 ) e e T R R B R S T . S T T -
100 5 R L T T T -
500 10 - 10110 1 11 - - - = = = - - - - - - - - - - - - - - - - 10
0 10 N L S - -
Soft feces 20 5 T T T T S -

100 5 -1 - - - - - - - - - - - - - = = - - - - - - - - - - -
500 10 e T e e - -

a), recovery test was performed in 5 animais of the 0-mg/kg and 500-mg/kg group of both sexes.
-, no animal showed the sign.
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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 recoveryY period
Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 i 4 8 11 14
(1) (10} (10) (10} 10) (10) (10) (1Q) (10) (5) (5} (52 5} (5)
o 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. +9.8 *12.5 +12.8 %13.7 £16.0 +17.9 *20.4 +12.9 *14.7 *14.9 *13. :15.6
(5) (5} (5) (5) (5) (5) (5) (5) (5)
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 $24.2 +28.0 $31.4 $33.6
{5) (5 (5) (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
{(10) (10) (10} (10) (10) (1Q) (10) (1 1 (5} (5 (5) {5) (5
500 154.0 146.1*% 184.4** 206.4** 239.0%* 263.6%* 293.6%* 306.3*%* 328.1%*% 322.1% 344.2= 370.5 384.4 402.8
4.9 t14.1 +11.0 £13.1 +15.4 *17.4 +20.0 £25. 126. *27.5 +26.0 .1 *26.6 *24.7

Parameter. mean(g)+S.D.

). number of animals

*x

, 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 g8 11 15 18 22 25 28 1 11 14
(1) (10} (10) (10) (10) (10) (10 (1o (10) (5 (5) (5)
4] 131.6 148.7 164.7 75. 189.8 201.9 214.3 218.5 228.1 225.0 243. 9 253.0
+3.0 *4.6 *6.0 8.7 +10.5 +10.8 *12.0 $12.1 11.2 *12.8 *19. +21.5
(5) (5} (5) 5 5 (5) (5) (5) (5)
20 132.0 149.2 165.8 177.6 190.0 202.4 216.6 225.4 235.1
3.2 *6.2 29.9 *13.9 :15.0 *17.2 220.1 *21.3 +20.5
(5 5 5) (5) (5) (5) (5) (5) 5)
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 £31.8 *16.2
(10) (10) 1 (10) (10) (10) (10) (10) 10) (5) (5) (5) 5)
500 131.6 134.5%x 157 6 169.8 183.2 192.9 204.1 210.1 220.2 221.5 2 8 242.8 251.6
2.0 *4.9 6.9 +9.6 *12. 213.2 2315.7 *17.4 $16.2 *14.6 * 9 *18.0 +38.2

Parameter. mean{g)+S.D.
} . number of animals =%, significantly different from control. P<0.0l
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Table 3-1

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

Food consumption in males

D Day of dosing period Day of recovery Period
ose
(mg/kg)
1 8 15 22 1 8
(10) (10) (10) (10) 5) (5)
0 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. 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 *6.0 2.7 2.2
- Parameter. mean{(g):+S.D. Rk ;
( ). number of animals *%, significantly different from control., p<0.01
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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

Day of dosing period

Day of recovery period

Dose
(mg/kg)
1 8 15 22 1 8
(10) (10} (10) (10) (5) 3)
(o] 16.6 17.3 17.0 17.3 20.6 23.1
+1.1 £1.4 %1.6 2.7 *2.7 %1.9
(5} (5) (5) (5
20 17.4 17.7 16,4 17.9
0.3 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%% i8.2 17.4 20.8% 20.5 21.5
2.0 1.7 +2.6 1.9 +3.1 +1.8

Parameter. mean{g)+S.D.

) . number of aniwals

*, gignificantly different £rom control. P<0.05
**, signigicantly different from control. P<0.01
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Table 4-1

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

Water consumption in males

D Day of dosing period Day of recoveryY period
ose
(mg/kg) 23 day 9 day
(10) (5)
o 31.3 39.9
*11.8 *10.4
(5)
20 40.2
+10.4
(S)
100 39.4
+10.5
(10) (
500 31.3 32.8
£10.2 *5.8

Parameter. mean(mL)tS.D.
). number of animals
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Table 4-2

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

Water consumption in females

Day of dosing period

Day of recovery period

Dose
{mg/kg) 22 day 9 day
(10) (5)
[¢] 15.3 21.0
7.3 214.2
{5)
20 22.7
4.7
(5)
100 26.9
£]1.0
(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

0¢~—

Number Urinary Color*'  Turbidity® pH Protein®’ Glucese® Ketone®"  Bilirubin®’ Occult blood™” Urobilinogen*”
Sex Dose of volume Specific
(mg/kg) animals  (ml/24hr) gravity lv v - + # 657075808520 — = + +t+ - - + + - e * +
0 0 15.8x 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 16 06 0 0 ¢ 6 4
20 5 18.0% 9.6 1.045%= 0.016 5 0 5 0 0 ¢ 0 0 0 3 2 0 1 4 0 5 2 2 1 5 5 0 ¢ 0 0 5 0
Male
100 5 170 7.7  1.046% 0.013 4 1 5 0 0 ¢ 0 0 0 1 4 01 4 ¢ 5 I 3 1 5 5 0 ¢ 0 0 3 2
500 10 19.7£ 6.4 1.04ix 0.012 8 2 10 ¢ 0 0 0 0 0 0 10 0 7 3 ¢ 10 6 4 0 10 0 0 0 0 0 3 7
0 10 8.2 2.2 1.047+ 0.017 10 0 9 0 1 0 1 1 1 1 &6 6 0 4 0 10 9 1 0 10 9 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 2 1 0 5 3 2 0 5 5 0 0 0 0 3 2
Female
100 5 15.6%+ 6.2¢ 1.030% 0.016 5 0 5 0 0 0 0 0 3 0 2 4 0 1 0 5 4 1 0 5 5 0 ¢ 0 ¢ 4 I
500 [0 1.0+ 5.0 1.046% 0.016 9 1 10 0 0 0o 0 1 0 0 9 6 3 1 0 10 7 2 1 10 o ¢ 0 0 0 9 6

a) lv. light vellow: v. vellow

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

d) —. negative

e) . 0.1 EU./dL: +. 1.LOEU/d

f) meantS.D.

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

Twenty-eight-day repeat dose oral toxicity study with subsequent i4-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 blood™”  Urobilinogen*’
Sex  Dose of volume Specific
(mg/kg) animals  (ml/24hr) gravity ly - 7.07.5808529.0 — + + + - + + - - +  +
0 5 25.5% 8.3 1.047% 0.015" 5 5 1 2 1 1 0 002 2 1 5 2 1 5 5 4 1
Male
500 5 18.3£ 4.9 1.053% 0.015 5 5 02 2 01 0 0 3 2 5 2 3 5 5 2 3
0 5 141+ 5.9 1.054% 0.021 5 5 I 11 11 3 1 1 0 5 1 ¢ 5 5 3 2
Female
500 5 19.6+11.9 [.0d1% 0.004 5 5 21 11 0 5 0 0 O 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 EU./dL: +. 1.0 E.U/d

f) mean=$.D.
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Table p-1-1

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

Hematological findings in males at the end of dosing period

5 RBC Hemoglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet PT APTT
ose
(mg/kg) (xX10*/mm3) (g/dL) (%) (fm3) (rg) %) (%) (%104 /mm3) (sec) (sec)
{5) (5) (5 (5) (5) (5) (5) (5) (5> 5)
o 681 14.2 41.8 61.3 20.8 34.0 4.0 96.5 14.6 19.0
2316 *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 (5) (5)
20 686 14.6 42.8 62.4 21.3 34.2 3.5 95.7 15.1 19.6
314 +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 (5)
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 10.5 *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
129 +0.9 2.4 *2.5 0.8 20.5 0.6 £8.3 2. 2.7
Band Segmented
b WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(mg/kg) (x%100/mm3) (%) %) (%) (%) (%) %)
{5) (5) 5) (5) (5) (5) (5)
0 69 0 9 )] 0 5 86
*19 *0 4 *0 *0 2 *6
(5) (5) (5) (5) (5) (5) {5)
20 59 ] 11 0 V] 4 85
*8 0 t2 1 *0 13 4
(5) (5 (5) (5) (5) (5) {5)
100 67 V] 12 1 W] 4 84
15 0 5 1 20 +2 *6
{5} (5) (5) (5) (5) (5) (5)
500 70 0 13 0 V] 6 81
$22 0 EY 20 0 %3 15
Parameter. meantS.D.

). number of animals
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Table 6-1-2

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 dosing period

Dose RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT
(mg/kg) (x104/mm3) (g/dL) (%) (tm3) (pg) (%) (1) (x104% /mm3) (sec) (sec)
(5) (5} (5) 5) (5) 5 (5) (£ (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 1.1 $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 20.5 1.4 +1.8 0.6 $0.3 0.3 +3131.3 *0.3 $1.2
(5) 5) (5) (5) (5) (S) (S) 5) {S) (5>
100 691 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 20.3 $1.5
(S) (S) 5) [§-2) 5) (5> (5) (5 (5) (5)
500 719 14.4 42.3 58.8 20.0 34.0 3.3 99.9 11.3 17.7
*30 *0. 2.0 +1.0 *0.5 0.5 1.7 8.4 0.3 2.0
Band Segmented
b WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(mg/kg) (x100/mm3) %) (%) (%) (%) %) (%)
(5) (5) 5) (5) (5) (5) {5)
0 37 0 12 1 0 4 83
*15 *0 5 *1 0 £3 *6
5 (5) (5) (5) (5) (5) {5)
20 44 0 11 1 0 3 85
%5 0 +5 1 0 +2 x5
(5) [4-3) (5 (5) (5) (5) (5)
100 40 0 14 1 0 2 83
*7 +0 *4 1 20 2 24
(5) (5) (5) (5) (5) (5) (5)
500 37 0 13 1 0 5 81
*11 *0 *4 2] *0 2 5

Parameter, meanS.D.
( ). number of animals
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Table 6-2~1

Twenty-eight-day repeat dose oral toxicity study with subsequent l14-day recovery test of DCB in rats

Hematological findings in males at the end of recovery period

D R B C Hemoglobin Hematocrit Reticulocyte Platelet P T
ose
(x10%/mm3) (g/4L) (%) (X104 /mm3) (sec)
(mgrsky)
(5) (5) 5 (5) {5 (5) (5
4] 802 15.3 19.0 2.8 99.0 17.5 21.4
+22 0.3 20.6 1.0 *8.3 2.3 t1.4
(5) (5) (5) (5) 5 (5) (5
500 792 15.1 19.1 3.4 106.0 16.6 20.6
*317 £0.4 $0.3 *0.7 +13.9 3.2 *1.6
Band
b W BC neutrophil neutrophil Eosinophil Lymrhocyte
ose
(x100/mm3) (% (%)
(mg/kg)
(5) (5) 5 (5) {5)
0 80 0 0 6 84
317 0 *0 3 3
{5) (5) (5 (5) (5)
500 102 0 0 6 85
29 0 20 *2 x4
Parameter. meantS.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
ose
(x10%/mm3) (gsaL) (%) (4m3) (pg) (%) %) (X104 /mm3) (sec)
(mg/kg)
(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 11.4 -
*43 0.4 2.1 0.9 20.6 0.8 0.5 +12.0 *0.3
(5) (5) (§:3) (5) (5) (5) (5) (5) (5)
500 742 14.4 42.1 56.7 19.4 34.2 2.3 115.4 11.1
*314 £0.3 21.2 1.6 $0.6 20.2 0.3 $12.3 £0.5

Band Segmented
D WBC neutrorhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/mm3) (%) (%) %) (%) (%) (%)
(ma/kg)
(5) (5) (5) (5) (5) (5) (5)
0 48 0 11 1 0 5 83
=10 0 *7 ESR 0 2 *9
(5) (5) (5) (5) (5) (5) {(5)
500 42 0 9 1 0 6 84
*31 *0 x5 ES %0 %3 *9

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 14-day recovery test of DCB in rats

Biochemical findings in males at the end of dosing period

Total Albumin Glucose Total Tri- BUN Creatinine Total
D Protein cholesterol glyceride bilirubin
ose
(mg/kg) (g/dL) (g/dL} (mg/dL) (ma/4dL) (mg/dL) (mg/4aL) (mg/d4L) (mg/dL)
(5) (5) {(S) (5) (5) (5 {5} (5)
(4] 5.2 3.3 133 44 51 12 0.6 0.11
*0.2 $0.1 *16 *3 *9 *1 0.1 +*0.03
(5) t5) (5) (5) (5) (5) (5 {5}
20 5.1 3.1 140 39 37 15 0.6 0.14
*0.1 *0.1 x21 *6 *10 x2 *0.1 *0.02
(5) (5) (5) (5) {5) {5) (5) (5)
100 5.2 3.1 125 40 44 12 0.6 0.12
*0.2 0.1 *16 7 *14 +1 0.0 20,02
(5) (5) (5) (5) (5) . (5} (5 (5)
500 5.3 3.1 132 59% 33 20%% 0.6 0.16
*0.3 +0.2 +24 *11 +23 22 *0.0 *0.06
Inorg. Ca K (o3 1 ALP GPT GOT r—GTP
Phos.
Dose
(mg/kg) tmg/4L) (mg/dL) (mEq/L) (mEq/L) (UsL) (U/L) (/L) (U/L)
(5) (5) (5) (5) {5 5) (5) (5}
[¢] 7.5 9.1 3.73 106.4 474 31 68 0
0.4 0.3 x0.09 *0.8 276 3 *2 +Q
(5) (5) (5) (5 (5 (5) (5) 5
20 7.3 B.9 3.58 106.7 486 29 64 0
0.4 0.1 *0.28 *1.3 +80 2 x5 +0
(5) (5) 5 (5) (5) (5) {(5) (5>
100 7.6 9.0 3.58 106.4 363% 34 68 0
*0.9 +0.2 +0.14 t1.6 +46 *9 *10 20
(S) 5 (5) (5) (5) (5) (5) (5)
500 9.0% 9.0 3.81 105.6 389 55 BE** 1
3.0 0.2 £0.19 $1.0 +39 +8 +7 +]
Parameter. mean+S.D. . significantly different from control. p<0.05
number of animals . significantly different from control. p<0.01
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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 A/G Glucose Total Tri- Creatinine Total
Dose Protein cholesterol glyceride bilirubin
(mg/kg) (g/dL) {mg/4L) {mg/dL) . (mg/dL) (ma/dL)
(5) (5) (5) (5) 5 5
0 5.5 1.60 121 a2 0.5 0.10
0.3 0,17 218 8 0.0 :0.01
(5) (5) (5) (5) {5} 5)
20 5.1% 1.48 121 47 0.6 0.10
0.1 20.18 £28 12 +0.1 $0.01
{5) (5) (5) {5) (5} (5)
100 5.2 1.50 114 53 0.5 0.11
0.1 20.15 %17 *10 *0.0 $0.02
(5} YY) (5) (5) (5) (5}
500 5.5 1.45 119 Ta** 0.6 0.12
0.3 20.14 214 *17 0.1 *0.02
Inorg. Na K cl ALP ¥ -GTP
Phos.
Dose
(mg/kg) (mg/4dL) (mEqQ/L) (mEq/L) (mEq/L) (U/L) (O/L)
(5) 5) (5) (5) (5) (5) (5
1] 6.7 6 144.6 3.51 108.0 235 1]
0.4 1 $1.3 20.24 1.5 49 *1
(5) (5) 5 (5) 5) (5) (5)
20 6.5 8.4 143.8 3.54 108.0 260 o
0.4 0.2 1.6 =0.44 2.0 +50 *0
5 (5) (5) (8) (5) (5) 5)
100 7.4 8.7 144.9 3.50 106.6 228 0
*0.7 0.2 +0.2 *0.33 0.9 £35 1
(5 5 (5) (5) 5) (5) (5)
500 7.2 8.7 143.9 3.61 107.4 222 1*
*0.8 *0.2 *1.8 %0.19 0.9 *39 *3

Parameter. mean+S.D.
). number of animals

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

Twenty-eight-day repeat dose oral toxicity study with subsequent l14-day recovery test of DCB in rats

Biochemical findings in males at the end of recovery period

Total Albumin AsG Glucose Total Tri~ BUN Creatinine Total
Dose protein cholesterol glyceride bilirubin
(g/4aL) (g/dL) {mg/dL) tmg/4L) (mg/4dL) (mg/dL) (mg/dL) (mg/4aL)
{(mgskg)
(5 (5> (8) (5) (5} (5} (5 5 (5}
a 5.5 3.1 1.32 164 48 51 16 0.7 0.08
0.2 0.2 x0.08 221 =8 10 *2 *0.31 *0D.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 Ccl ALF GPT GOT 7—GTP
Phos.
Dose
(mg/dL) {mg/4aL? (ME4/L) (mEqQ/L} (mEq/L) (U/L) (/L (U/L) (U/L)
(mg/ky)
(5) (5) 8) (S) {5) (5) (5) {5) (5)
0 7.2 8.8 144.7 4.01 105.1 283 30 59 0
20.6 20.2 3.0 *0.15 *i.4 247 x4 x5 =0
(5} (5% 5) (5) (8> (5) (5) (5) (5)
500 7.7 8.9 144.6 4.09 105.7 299 34 67 Q
*0.4 *0.3 *0.7 +0.09 *1.2 *39 5 x4 +0
Parameter. meantS.D. *, significantly different from control. p<0.05

t .

number of animals
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Table 7-2-2

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 recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Total
Dose protein cholesterol glyceride bilirubin
(g/4L) (g,dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {(mg/dL) (mg/dL)
(mg/kg)
(5) (5} (5) (S) {5) (5) {5 {(5) {5)
0 5.8 3.4 1.42 127 58 33 20 0.7 g.11
20.3 0.2 +0.11 %15 11 *8 3 0.1 20.01
(5 {5) (5) (5) (5> {5) (5 {5} {5}
500 5.9 3.4 1.39 132 69 30 20 0.7 0.10
*0.4 0.4 *0.17 229 +19 35 13 $0.1 *0.03
Inorg. Ca Na K Cl ALP GPT GOT v-GTP
Phos.
Dose
(mgsdL) (mg /dL) (mEa/L) (mEa/L) (mEq/L) (u/L) (/L) (U/L) (/L)
(mg/kg)
(5) (5) (5) (5) (5 (5) (5) {5) (5)
o] 5.0 8.9 144.0 3.83 107.0 182 23 58 0
*0.5 +0.1 +0.9 £0.17 £].3 246 *3 6 *0
(5) (5) 5) (5) (5) (5) (5) (5) (5)
500 5.8 9.2%% 143.3 3.92 106.5 187 25 61 0
£0.8 *0.1 *1.1 £0.36 *1.7 £42 *2 *6 *0

Parameter. mean+S.D. - -
). number of animals **, signiticantly different from control. 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
D 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)
] 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 *3122.0 *75.8 *7.9 *272.2 *56.9
5) (5) (5) 5 (5) (5) 5) 5 (5) (5}
20 341.3 1848.0 498.7 1075.8 10731.0 2515.3 701.0 61.3 2873.1 665.8
£32.7 +103.6 *87.1 *132.8 $1455.1 $191.9 $123.7 *9.1 *97.2 *42.3
(5) (5) (5 (5) (5 (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 +03.5 *47.5 *652.8 *111.5 *68.6 +8.9 +223.9 244.1
Parameter. mean+S.D. *, significantly different from control. p<0.05
} . number of animals **, gignificantly different from control., p<0.01

0¥
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Table 8-1-2

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 dosing period

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

(mg/kg) () (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
5) 5 (5) (5 (5 5) 5 (5) (5)

o] 218.6 1805.9 521.4 750.1 6576.0 1675.8 479.0 60.7 96.0
*9.1 +90.7 2175.7 *78.7 $400.7 *125.0 +30.7 +7.1 +16.9
{5} 5 (5) 5 (5 (5 (5) (5) (5}

20 216.2 1741.7 562.2 709.1 6724.8 1688.5 548.5 . 54.7 83.2
220.6 £78.0 +113.1 282.9 $31027.0 $131.1 296.0 2.7 +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
*x12.6 +40.4 +3141.3 *32.7 +800.8 $178.2 +73.3 $13.9 $19.2
(5) 5 (5) 5) (5) (5) (5) (5) (5}

500 197.2 1704.0 459.8 706.9 9092, 9*x* 1698.5 423.1 54.6 83.2
*19.8 +27.9 $132.4 $99.4 +1141.0 +205.0 +142.2 8.4 *15.2

Parameter. mean+S.D. *x, 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 subsequent l14-day recovery test of DCB in rats

Absolute organ weights in males at the end of recovery period

Adrenal
Do Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
se
(mg/kg} (g) (mg) {mg) (mg) (mg) (mg) (mg} (mg) (mg) (mg)
(5 (5) (5} (5) (5) (5) (5) {5) (5) 5)
0 393.5 1889.1 444.0 1187.8 11535.6 2747.0 676.8 63.1 2972.2 960.5
*12.7 *101.1 *52.1 +93.8 +533.0 £210.4 +92.2 $12.9 $312.9 +*89.8
(5) (5) (5) (5) (5 (5) 5) (5) (5) (5}
500 369.4 1859.1 457.5 1130.8 11168.6 2569.9 643.9 52.1 3009.5 931.5
*20.6 *46.3 *59.7 +72.4 1883.1 +164.7 $46.5 *1.7 +85.4 *52.

Parameter. mean+S.D.
). number of animals
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Table 8-2-2
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 period

Adrenal
Do Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
se

(mg/kg) (g) (mg) (mg) {mg) (mg) (mg) (mg} (mg) {mg)
{5) (-3 (5) (5) (5) (5) 5) {5) (5}
4] 232.3 1839.0 408.3 774.2 6519.9 1703.4 509.9 68.7 89.2
£17.3 t54.2 +68.1 +79.8 *547.1 *179.6 *87.4 *131.2 *14.2
. (5) (5) (5) (5) (5) (5 (5 (5) (5)
500 230.3 1763.4=* 486.1 748.9 6959.2 1680.4 530.4 67.7 93.2
+15.8 45,1 x78.5 *44.2 2247.5 +86.3 +*86.4 *5.3 *10.2

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 subseguent 14-day recovery test of DCB in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (g} (mga/g) Amg/g) (mg/g) (mg/g) (mg/g) {mg/g9) (mg/g)> (mg/9) (mg/g)
(5} (S) 5 {5 (5) (5) (5) (5) (5) (5)
0 351.0 5.518 1.720 3.215 31.112 6.970 2.063 0.152 8.914 2.142
214.2 +0.411 +0.256 +0.119 *1.074 *0.222 *0.144 +0.018 *0.858 20.246
(5) {5} (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 +0.951 *0.275
(5) (5) (5) (5) (5) (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 *1.475 *0.766 +0.311 +0.022 +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 8.990%x 1.711 0.150 9.550 2.165
*15.5 £0.447 *0.348 *0.069 +1.035 *0.713 *0.195 *0.024 *0.939 +0.238
Parameter. meantS.D. *, gignificantly different from control. pP<0.05
( ). number of animals *%, significantly different from control. p<0.01



Table 9-1-2

Twenty—-eight~day repeat dose oral toxicity study with subsequent l14~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/g) (mg/g) (mg/q) (mg/g) (mg/9) (ma/g) (mg/g) (mg/9)

(5) {(5) (5) (5) (5) (5) (5) (5) {5)
0 218.6 . B8.268 2.388 3.429 30.076 7.659 2.192 0.278 0.441
: 9.1 *0.437 20.823 20.291 +1.040 *0.248 +0.112 +0.034 +0.087

(5) (5) (4-3] {5) (5) (5) (5) (5) {5)
20 216.2 8.121 2.589 ©3.279 31.002 7.826 2.527 0.255 0.389
+20.6 +0.889 *0.395 +0.209 %2.172 %20.369 20.238 *0.029 20.061

5) (5) (5) (5) (5) (5) 5 (5) {5)
100 216.5 8.328 2.120 3.361 32.056 7.642 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) (8) (5) (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 20.471 *0.252 £5.09 20.579 20.616 20.032 20.062

Parameter. mean+S.D. . . . .
( » number of animals **, significantly different from control. P<0.01

Sy~
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Table 9-2-1

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 recovery period

Adrenal
Dose Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Erididymides

(mg/kg) (q9) (mg/g) (mg/9) {mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/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 20.961 +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 £0.166 21.637 +0.288 20.139 20.005 +0.640 +*0.119

Parameter. meantS.D.
( ). number of

animals
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Table 9-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 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 Kidneys Spleen glands Ovaries
(mg/kg? (g9) (mg/g) (mg/9) (mg/g) (mg/g) (mg/g) (mg/g) {mg/g) {mg/9g)

5) (5) (5) (5) (8) 5 (5) (5) 5)
o] 232.3 7.948 1.752 3.335 28.116 7.326 2.186 0.297 0.386
£17.3 *0.581 *0.205 20.274 22.253 *0.404 *0.222 +0.052 *0.065

(5) (5) 5) (5) (S) (5) (5) {5) (5)
500 230.3 7.686 2.109 3.258 30.304 7.319 2.297 0.294 0.405
*15.8 %0.567 +0.286 20.182 +1.817 $0.523 *0.294 *0.006 *0.033

Parameter. mean*S.D.

number of animals



_8-17-_

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 100 mg/kg 500 mg/kg
Grade - - + - + - +
(Liver) [ 5] [ 5] [ 5] [ 5]

Dark 5 5 0 5 0 3 2

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

Enlargement 5 5 0 5 0 4 1

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

Pale 5 5 0 5 0 - 3 2

Small 5 5 0 5 0 4 I
(Thoracic cavity) [ 5] [ 5] [ 5] [ 5]

Nodule 5 5 0 4 1 5 0

-, 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

Grade - + - I - _

(Liver) [ 5] [ 5] [ 5] [ 5]
Dark 5 0 5 0 5
Enlargement 5 0 5 0 4

(Kidney) [ 5] [ 5] [ 5] [ 5]
Cyst 5 0 5 0 4

(Spleen) [ 5] [ 51 [ 5] [ 5]
Dark 5 0 5 0 5

-, negative; +, positive.
[ }, 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

+

+ A+

Pos.

+

+

Pos.

+

Pos.

+ 4+

Pos.

(Liver)
Hypertrophy, hepatocyte, centrilobular
Single cell necrosis, centrilobular
Fatty change, periportal
Necrosis, focal
(Kidney)
Eosinophilic body, proximal tubule
Inclusion body, intracytoplasmic,
eosinophilic, proximal tubule
Basophilic tubule
Cast, proteinous
Cellular infiltration, fymphocyte
(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

[5]

[51

(5]

(5]
[5]
[5]
[5]
(5]
[51]
[51
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-, negative; %, very slight; +, slight; ++, moderate; +++, severe; Pos,, total of positive grade.

[ 1, number of animals examined.

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

##, 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 +++ Pos. - %

+

Pos.

+

+ +++++ Pos.

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

(Kidney) [5]
Basophilic tubule :
Cast, proteinous
Cellular infiltcation, lymphocyte
Cyst, cortex

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

(Adrenal gland) [51
No abnormalities

(Stomach) [51
No abnormalities

(Heart) [5]
No abnormalities

(Ovary) [51
No abnormalities

(Pancreas) [51]
No abnormalities
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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).

##, 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

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

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

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





