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2R

RS T o hrr® 0. 1Gw/v) %A F o — A KK, 15, 60, 250 33 LT 1000
mg/kg/day % 1 BEMEMES 5 PCD Cr1:CD(SD) 7 » MIZ, 28 AMIREM DL L TEMERILOF HS
JOFOMEERET L, & 512, 0B LT 1000 mg/kg (2T | BEREMES 5 DD R M ABRTE
R, KK TORBENG 14 AR 2 LRI XD BEOBEEZ 8 TR L. B
TORMEE B,

1. R T, FE & 1000 mg/keg) FECHEICHEZINE, MEIZ -BMORABERIKN TR D 5
i,

2. MHEFAIRATIE. THE60ng/ke) L ELOREOER L ORFHAEBHOMT~~ 27 U v b
EBLOANES u BV REOCHERIMENRD S, ks HEROR CILi/ MOk ORE
PR, MET IR MERE DA B 2RISR O iv, MR MK OFE 2R EE LR 6
ilc, ¥72, PHEME REHEROK TIZ, 7o o v v U RE LUV s h e o
RNT T AF ARRIOATRIER BB LI,

3. MRbFRMRA T, PR IOREREHOM TR I VAT o —LOFEREME, &
EHAEHOE T/ NV a—ADEERIRE, TRV A ORFEREENIRD LI,

4. BWEEB T, WMAE Q50 ng/ke) #EE L ORMARLL O, THAENE X O&EmAELO
Wt CITRR D Haet & 5 WIS E & DO B M350 bir,

5. HEMBRTHBAETIE. BAEHBSLURRREFOM T, BROBERIEARME 1O
FHFRICRBRE O LR REBD bhiz,

6. PeHMARE THRHZFEO b7zl EOZRICiE, BUEVERTED bil,

7. RRIREE. FEAIZ: ARIRREELES. BRGEMA. REHER. RiRAT K OWIRET RICIL. #E5BRY
B ICBE L2 IR0 oo T,

LEDZ Lintg, KBBREUETICBIT AR Y7y b g8 8 (NOEL) iZ el & & 12
15 mg/kg/day & HEEET %,
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RS T o hrr® 0. 1Gw/v) %A F o — A KK, 15, 60, 250 33 LT 1000
mg/kg/day % 1 BEMEMES 5 PCD Cr1:CD(SD) 7 » MIZ, 28 AMIREM DL L TEMERILOF HS
JOFOMEERET L, & 512, 0B LT 1000 mg/kg (2T | BEREMES 5 DD R M ABRTE
R, FEKTOBAND 14 B HBEZ M LIRIEIZ X 2 FHEORIEM 2 8 TRFI L7,

MBS L Ok
1. WEBRYME
2B - V7 ko Benzanthrone b 2
e D TH-_2 v (d, )T hT®r-T-42 % ; TH-BENZ(d, e) ANTHRACEN-7-ONE
R T s TR -T-F Y

CAS No. : 82-05-3 1 7
{ERIEEHRAREHEEES © (4)-793 12
At C (1 1E D)

O
o aEa :C,;H,,O"?
i £ 230.27 ¥

WP LRI E CAME G EERY. AR Y. mEE D, sk ¥
Bl 5 173.3 degC(Appendix 1-1)
Bb b R BB (Appendix 1-1)
ASJE ; 1.33(hPa, 225C) 2
AR ; L ~Ku Y
LogPow ; 4.81 2

1 99. 4% (GC, Appendix 1-1)
B riglz, AL HBRMEOMEICET 2 0BEEAF L, #
BRE DL TEMEIC DOV CHERR L 72 (Appendix 1-2),

5
s
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AR OLHB LI OZFORE  #L

AFE
2k
PRAFSME
Bk LR

VAN

TR BRI DB

BB

- BE
A FR
[oLivep:s

RIERN:
TR

1 500 g (BAERAER & S )

10 S ARE S SR S ST
D AT LTI ETICRE VL 72 (CEEIE 1~9C),
DRERBIR A EOEKFENDES T Y, T8,

T AT BILOMREAN
FEFERL, 2V = _ROFHNTRY -7,

D BERE Y T L L LT, K6 g AL, R O B F ISR

FL.
RERER & 5 DT X TORBEBMER TR, BRI ST 57010, FEFEBE
T L L CEIRL -,

catEEE 7o b JEIERN LD, 1500 mg/kg b 2.

<7 A HEIEN LDy, 290 mg/kg ¥
FRE. AERET 5 2,

D 1(w/v) % A F LB — Z KR (19%MC)
P AF TR (G hr—X SM-15, v v hEFHE 6105001, {EHHEF

LM 28 L FEUK (ARERTERK, v v FES 712147,
YINCRERRA ) T1w/v) % & nn K5I,

DR, &UE

D A 16

3. BREBDARE L VILZETHT

(1) FEHDOFHR
BRI E 2 FERE L. FLERIC AL,

IR A DB O TR IZTBEKRE Lin, A A

VYU LD RICATEDRE L 2D EOICHELZIRMULTART v 7L, AF—
TICTCH I LR, TOATF v IR L TikBiRE LT,

WRHEIZ R 7 FATER Y, FAROBICE~2 7, FREZEAL, BA, B, K&
LR E & OEEAlA BT 7o ARIRIE. 1 B &0 % TERTE (GEHIE 1~6°C) L.

PR 8 NI BT T2, BRROFEEHIE, BERML T 572012,

L7,

PESERERY & L Clal

_14_
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AR LR B ER Y P Bl e Gk &
TR0 (mg/mL) (g) (mL)
2008 -8 A 25 A 1.5 0. 2704 180
T FE e R S M 6 1. 0802 180
25 4. 5005 180
100 36. 0021 360
2008429 A 2 H 1.5 0. 3601 240
6 1. 4402 240
25 6. 0005 240
100 40. 0002 400
200849 H 10 H 1.5 0. 4202 280
6 1. 6804 280
25 7. 0006 280
100 44,0013 440
2008429 /] 16 A 1.5 0. 3602 240
T FE e R I e 6 1. 1401 210
25 6. 0003 240
100 40. 0010 400

(2) B DALEESHT

PeHBRLGHITIC . HBRME OB —MEB L OREM A MR LT,

B E ARG OWNT, 1 BLO 100 mg/ml BEHETIZRIT A MR L UERIEG 0=
RIRTT 24 BRI XL OVGHRIRTT 9 DM OLZEMZMHA L, ZOME, ZaMREIThEn
22TRIVL3 CHEREEL L2 5%LUANTHDH Z &b B — L S BARILRIBRAG
24 FER S L OVBTRARTE9 HCTEFNZ 101, 033 L T8 100. 0%, 101. 93 L U100, 0% TH 0 |
ZORAED D IR E TR T T, FiRRAF 24 B LM BERGE I AMZETHD &
Il L 7= (Appendix 2-1 8 kT 2-2),

A & OB EFR R O3~ T OGN T BRI E DM & 58T LTS R, 1.5,
6. 25 35 LT 100 mg/ml REHEOEHFIT, FUEDREIZ L THIRIFHREE T 92.7, 99.8,
101. 6 B L0102, 0%, HA&EIFASEES T 101.3, 95.5, 99.2 B LN 102.0% ThHho7-, Zhd
DOEERITT G HEHI & L7z 90~110%DO&EHAMNIZH 0 . OB ERES 0. 0~1.0%
THED 5%LUT TholzZ &ind | FHEIEOREITEIE &M L7 (Appendix 2-3 B LY
2-4),

(3) IRERERR ik

EEmE L LC, HBRmE A v,

AR, DFOBRIG T, HRAZO0R S LTRE L,

FEHEPRIE « N2 7T bar® 0.020 g 72 EREIZFFE L, 50 nL DA A7 T A [T
L7z 7 b o B Re 75 L CRER L THI 400 pg/ml ¥R 4 FRE U7z (BEHERUR) . Z DR 0. 5 mL
ZIEMEIZ 20 L FROAR T Z2A2ZHRL, T b2k 77 U TERLTK 10 pg/ml &
A B L7 GEYERSIR) . 8T 1 |, HPLC ~DEANIZ 3E & Uiz, RISV TIEH
R IE CRFE L, BRETICHEM Lz,
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BEER LU — M TSRO : 7 T B Fr 7T 2 500 nL [ZFKEK 500 nL
Mz, +HCRE LEbOEBEMHB LA — MU TSR E U, HRBITEERT
RAFL. 4 BUANIZHEA L7z,

i HEANEORE . 7 b7 Fu 77020 b0 HEANKE LT,

EHE T - PSR E IR ORISR B L, RERERRER I K OV EMERRBRIZ DU TR
WERBE O EMIEND 308 L, IR W T a i aimo £ b, TE
D54 3 ADE 9 mE Lin, 7ok, BB T ORE 2 EMHBR OGR4y
M & Ui, S EREIE 2 R L, SR E O REY 10 pg/nL 35 X UKD
EIED 0% FERDEICT NI Rur o izl ARHEROAEIL 1 AlzoE 1
Fl& L7,

FERIR 7 o~ ~ 7T 7 (HPLC) DA% L OMIESBFLAIT & L=,
BHEEA s a< 7 7 (HPLO)

UV Detector L-2400 BREat BNt T /ey —XR
Pump L-2130 et Axrnng T/ no—X
Column Oven L-2300 HAEH O gdT7 7 /o —X
Autosampler L-2200 BREett BinNgA T Jad—R
5 — A ALFR A Empower 2 HAS D 4 — & — Xkt

HE 14

VIR : CAPCELL PAK C18 UG80, 5 pm, 4.6 mm I.D. X250 mm,

RS WhER
BENE T hZe ka7 Ty o ZREAK (B0 50)

F— b FIWEE T T KT r KK (50 : 50)

G it AR VAN Nl ol N = A
7E e : 230 nm

BT LIRE : 40°C

Vi :1 mL/min

FAE 210 pL

F— T IEE 0 10C

Sy HTHE 110 4y

VAT L HRER TR I S ITEEMEAERE (10 pg/ml) R L C 6 FREA LT, N
TrhurrOr—7 HER X OMREFREREIC W TEERE Z KD T2, BEMRED 2%LL FD
BAAEEE L, HIEEOEBEEIT0.2~0.8% Th V@ L HE LAE 2T 7,
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Empower 2 Z# W THEEHREOE — 7/ mEE BENLER LI-RER L | £FEEERD
BIEREZ RO, L O LV FEET OB ERE., Lot 5B X OBEL
BH LT,

WEER S B (mg/mL) = RTIRE (ug/mL) X ArfREA %L

1000
LEHE (%) = % % 100
o BOREIR I
B = e B D 35T e T 100
NI s L e
REFOO = moRmEEETaE
MBI

(1) #ABRZE

R, BAF Y — R - U=t EAREE 7 —4PED SPT Crl:CD(SD) 7 v
FEHWEZ, Ty MEFEERBRE TEFHO O TWAERE CH Y . ST C oM HiRER
MEBETHDLZENDLZORMAERE LT,

HERER 37 DT G vEER HEMER 36 0) & 2008 428 H 20 HIZ 4 M THEA L7z, ZAROEY
OFEEFEFIL, BT T78~94 g, MET68~87 g Tho7e,
(2) #ER LUk

Z AN, @x DI ONTENE L O AL G, Bl LBk D ECTo 5 D, —f&
WHEBIZR A 1 B 1 al, S HICZ AR KOE B (R 5-Blanl 4 B ICIREIIE 2 £ L7,
BE R L BB I BFITEE O b eno Tz,
(3) BT

RER LUBMEEIME T %, BEORD HALRWMERREMW) & JEMES 35 PLigik LT, 5 M
TREBRICH L7, B OB RS B GREBLART~ B) ORI A0 T, b #ES
IR X0 SEEOFIHREMN Y —I272 D X D ITHEN T 21T o 7o, #ENT RO B o (K EHIFH
X, HET125~145 g, MET 105~129 g TH Y . THIRE (7 134.3 g, ME117.7 g) D L20%LL
WTh o7, BIED DA HEMES 2 ITITEEBRA ORI LT, 2k, BRI NZE8MIZONT
FGBRMAT RIS OREBICEAE N RV L 2R LT,

7Rk, P H-BRMGREOMAERIIL. T 142~165 g, MET 118~148 g TH Y, FHIRE (i
153.9 g, M 133.6 g) THHoT7=,
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(1) BWE L — DR

Wik, B TaNIZ AR T <L M CREICHTA T, o0 RIZENICEME
FEANEL. EEENETT 57,

B — &, BT RNEEREIC AT Lo T _AVICRBRE 55 LOZAROBME 5%
HER L., &7 — ORISR RS LT, ST RIIMREIC s T L7~ RE S, 5k
B XUBEYMESZARL L. &7 —VORIEICETR LT,

(5) EfaE

1) FIBRE

EMITIRIE 22+ 3°C (FEMIEER 21~25°C) . 1REE 50+£20% (FEHIFERH 43~58%) . #ximl
%5 10~15 [B] /HERE], REEARER] 12 KRR (8 1 00~20 : 00, A TfHHT) 0B & = (308 5=)
THEHE LT,

2) fAH B L O E %

Ty FRABEAREK - — 2 (260W X 380D X 180H, mm) |7, #Eds X OB IR T
HERERIZ 2 £ 72033 89D, BOTRIT I IETOINE Lz, 7 —T kB LOREREIRS T
R L O S 7T B, £0%IE 28I 1 EZZ# L7, ZIIEE 2 BFERE RSO H O &R
U7z, BB ACHERE oA H X150 1 [BIE5E L 7o, BB E N OER B L OTEREZE L.
LA LEERELZ, EREECEL T, BERNERB LI v E RN EREL | EME
NLCAREIAEA L,

3) fakt

FV = Z VBB T ERASER, v RN FER AR CRF-1 2, @ BRI A AV T
HHEIZEBRS YT,

HRICEREL RITTENOLDGEME S 2 WVIMEMORELZ, H e v b
(080509) DEIEHZ DN THHT LT, {BHME D531 1E Turolins Scientilic fLA%, #AEY
REIIRHELEER RN ENENIT o7z, SHTHRE & FREIEAASHT (LGt
FTOIEMEREFIAEICEI L 7=, o OFER. WTNOEDICLHRMELE 2 D EITRD
Hi7ai - 7= (Appendix 3-1~3-2),

4) BElK

FLIRTIARE AR . BB AKEE 2 A TABICERS S, 72720, RBRERIITRHA
A L7z,

ARBRICEZEL KT TR—NOS 55 EWEOREL, 2008 £ 7 H 1 A, 2008 410 J 1
HI L UN20094E 1 A 7 HIZ Y& = & [RLRFRELE OB (306 153) 1 bakBl 23R L
THNT L. SHTE B ABAERRES N T o7, HHTEH L FAEEEREHE Lahi
BVERFSERT DEEVERMEFIREICHERL L7z, i OfR. WINOHBIZ LA 2 2
EILRRD Bavleh o 72 (Appendix 4-1~4-3),
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(6) PBRHEEDHERL
AR OB L S HEOEMF 5 2 U TIORT,

wh& R i (B )
AR (mg/kg) (mg/mL) e It
<M EREE >
paictisd 0 0 5 (101~105) 5 (151~155)
K2R 15 1.5 5 (201~205) 5 (251~255)
HHER 60 6 5 (301~305) 5 (351~355)
=R 250 25 5 (401~405) 5 (451~455)
% E 2R 1000 100 5 (501~505) 5 (551~555)
< [ BR R >
o HEHE 0 0 5 (106~110) 5 (156~160)
B H &R 1000 100 5 (506~510) 5 (556~560)

BB IR, OB L Ao FE RO e E LTz,
(7) BERIE O -
) #EEOFKT
1 #HZ D ZHEES 3PLD SD R T » R [Cr1:CD(SD) 11T, 1 (w/v) % A F A& v — A KB
(L%MO S B S E - E > 0 (RHHR) . 60, 250 33 L U8 1000 mg/kg 4 14 H MIERE L
B 5 L= Pk ¥ OFE R, 60 mg/kg FEDOHER & UNT 250 35 L T8 1000 mg/kg BEDHEMEIZ
JFIEO#ERT & 5 VT EROR EREWATRD Hiv, 1000 mg/kg FEOMETIZ, BAMERE
DA BRSO MDA B 2R EME L 5 IS EOH S TB LU EEOAE RS
EHRD LT, 2O Ehn, 28 AMKER DR GHEERBR T, TR LRI
60, 250 33 LN 1000 mg/kg/day ZFRE L, X B2, HEHBOIEE % B E LT 15mg/kg/day
ERRE LT, 2%, JRRELR KOV 1000 mg/kg/day @ 2 MEICOWTIE 28 HE#R 5% 14
AR L A EE A T 22 E LT,
2) b
PERE N E MR OBICREE SN D ATREME A B8 L, ORCD SBRIET A KT A1 o (407)
ZHE>T, L0 1A 28 O/, 9:00~12: 00, RMAERFIT 11 : 30~12: 00 DEICT 4 AK
—PFITNE S TFBRIOF 4 ZAR—T T ) DR AWTHREIICERICR OB L,
BEARIT 10 nL/kg & L, FEAKOEEREITRG AICEHIEWIIER OREIZED
WTREH L,
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(8) #lzz, WEk LUHRAIEH
1 RIS
BHNZOWTH 2 OB DS, B, TTEIHIZO>WT, RERBE LS 1 B, &5
28 HOBHZEE I HE LTREEL, 51 A2OHRA @528 AH 5V EHIE 14 A
OB} O) £ TRATEGIN BLOYERO | O 2 FE, S8 0IXFRTFIC 1 Egis L,
2) FEANZR IR REEZE
BHENZONWT, T GBI B NS 7, 14, 21 BX 28 H, EE 7B LT 14 HIZ,
A — R BB A T o T, BEERIL, 7 — VN DIRAL - EES, ITUCIREE, IR -k
. FFEITE) (BEE - fEED) . BETE (B 20T, 7= b0 H3 IR H L
5 &, BV S, eI, SR, HEEOIEE, K. IR-IRERIES L OKEO S, BETL
B, WU, W, ZOMSWMOEMIZONWT, A —TF 2 7 4 —/L RN THIT, HEHH
PE, BRECHIIC T 2 D0, BT (RIE - 37 R v) | HRHIREE BER - 9-3) . & AT
B (HF S5 AN-KSD) BEITEH (BT S0 - BEREF), WEHEZOWT, FhEhd
HINCOHEDIEAAT N o IEEZHNTAaT ek LT,
3) HEEERA
BHNCOVWT, &5 4B L OWEIE 2 1I0, HEREB XCUTOMEEZIT 72, BE
A bR 2 R IEE DO (BURRIEL. ARTERNEL, TR, R, AR A
I, ZETIERKAD IZOWTH LN EOEDIZART Vo FTEEMVTEREL, DAz
TERESE L, ¥, BABLOBEREHELNE L, ENEZCPL =D (T A a—a
v=T ) RS 2RV THIR KOEKIZOWTE 3EIE L, 1 ¢ AL TR L
72. AFRETHEILAFEESERIE®EE (R—/3— X v 7 2B LU CompAct, HBTHEMIK S
) 2T, ERRICsI&EHiE, 10 5HET 1 RHBEE Lz,
4) IREHE
BHNONWT, &E 1, 4, 7, 10, 14, 21 BRO28 DG, EE7THBLO14 O
b ONCHEIR A E A EILRRE (GX-2000, Bkttt — - T RN - FA) 2 W THIE L .
1 g B Crtdk L7z,
L POz L0 REEINER L OREEIMEZE I L,

52

INERNE () = 43528 FAAHE () 1351 AIAE (2)
WEHINE (g)

RIS = e Anm

I

KERNE () — [ 14 B AE () — 125 28 HAE (o)

BRI (%) = INEHIE (g) %100

Peb 28 BARTE (g)
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5) BEEMNE
BENZONT, #]E 1, 4, 7, 10, 14, 21 B L0028 HOBERT, FHE 7HL014 BIZ,
B FMKAE(GX-2000, &ttt — - 7o N FA)EAOTHEL, 1 g B TR
L7z, BGGRIAICEY ELZHER S — VEICH G- L, £O®%IFHEERICKER L OR
HEZAELE, 7220, JRa0I3EE0AR 2 T L, UTORIZLEiE
(g/rat/day) ZE{l1 L7,

W58 (g/rat) — 7 & (g/rat)
HI7E Ao A %% (day)

AR (g/rat/day) =
6) JRIR AT
BENCOWTHEE 4 1 (5 22~23 B) B L OFEHE 234 (B4 9~10 B) 12, JEBRET TS
v FHE 7 — 2 (KN-646, B-1 B, B HEUEED 2 W TR L, FHHEEN LR 3 K
DERTO~® %, F7249 21 B OEIR TOR LUO% FEHE L. L 72 RIZMB AT #
PEFEL 72,

mAEEDBE X UHRESE

Opll PRBRARLE (I (AT (9T AL N AT AT 1)
@%&EB (Protein) IR (IVTART 49 IR, N AT AT 4 0)
@k (Glucose) FBRIE (RVTAAT (9 A, N AT AT 400)
@7 ~ & (Ketone body) PERAKIE (RVTAAT A9 0A, N AT A7 4A0)
®vuvl /—4 (Urobilinogen)  AREEMIE (RVTIAT49IAL N ATV FF71H0)
®r U Bilirubin) BREBRARIE (RVTAATA9I AL N ATV AT 400)
@M [t (Occult blood) PRBRMRTE (SVT (AT (9 IAL N ATE FFT 4 h)
® 13 (Color) Py AR 48 ¢

@R & (Urinc Volume) REMHE

kT (Specific gravity) JEPTEHE R EE ST 3-8, 7ha7)
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7) MR A

BNV CTRIRIFIC 16~22 IR DR T CT v FEx—7 LRERER L, BEERERL Y
B L7z, O~WZ 2T EDTA-2K(R ) Y= 7 N TTEZERMAE ., 7 UE£NE ) TR
PRUTciEA) 1 L 2 Hvy, @, @20 TIE3.8% 7 = ) b U o7 A THLef U7z ik k)
1~2 nL % 3500 [EI#5/53 T 10 sy Lo L T b amit a2 vz, o7z X
ML AR A T R BEHE LT,

MEEBE B LOBRESIE
O i Bk % (RBC) BRIRTUE (B B BRE L& F-820, Y24y737)
O~~~ b2 U v M (HL) ERIERHUE (B B M ERFHECERE F-820, YAryIA)
B ~F 7 1 B AR (Hb) ST UARNNES B UE

(B B ERGHHEEE F-820, YAkyIR)
@ F-Hy7R MLER A AE (MCV) RBC, HtfHE & v &M

(B Ehm ERFHELIEE F-820, VAAy7R)
G FRIMLER~TF 7 o £ & (MCH) RBC, Hb{&d v BEH
(B 8y ERFTHECEE F-820, VAAvIA)

OFH)FRILBR~E 7 o v 2 (MCHC) Ht, HbE XL W B
(BB ERFTHCERE F-820, YAAyIA)

DHEAR MEREL (Reticulocyte) Brecher ¥ (45 H)

@i/ M # (Platelet) ERIHUE (B B BKFHECEE F-820, VA4v)R)
© B i EkH (WBC) BRIPUE (B B M ERFHECE®E F-820, YAAy)R)
H Bk & 4k May—Grinwald—Giemsa 4u(@ (E5f)
(Differential count of WBC)

@7 b e e B (PT) fa R T AF ik

(R ke[ B BB ELE T KCA7 Vi, M=F4 -~ 4479))
QIEMELE Sy b v R 7T AF R =5 O U REE
(APTT) (i dE I (B E L KCAF WE ., M=Fq N A4597))
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8) ML b F R A

BHNZ DN THIRIEZ 16~22 BB S 72T v b= —T VB L, IEEREINR L Y
i L=, BMAEE OS> HOB LO0®IZ oW TIEMEE 1 nl. 729 ~X) 2 F h U 7 5 (o~
RY 2 B U T AENBROFE], 1000 BA7/mL, BROFEMASAL) £ 20 BAAL TULERT% . 3500
[E#R/ 53T 10 SO LAy EE TR O 7= Mg A2 AV TR Lz, oI IZ- D\ Tidsr B
AIADRERE (237 U — 2 Rk At I ik A BB L. 3500 El45/43C 10 47
D LA BE TR B AL MG &2 VTR Lz, f5 o7 s KOs iEs ks 1%, -20C
LATF CHFEEMAE L, RAeatEER AT R L7,

METER B LOMETE
DAST JSCC ¥ (B YA HT4ER 7080 J&. HIZ {77/ ny =2")
@ALT JSCC ¥ (H BB iEf@ 7080 . H A7)/ my -27)
@FTNHIVFRATZ 7y Z—E  JSCCIE(HENHTEEE 7080 2. H 77 /uy =217)
(ALP)
@ y -GTP L-y - I)L-3-NRFL—-4-=bur=) FEEE(E
B HTEERE 7080 2. H N7/ )/ny T -R7)
G 7N a—2Z (Glucose) XY X Bk (TE T EERE 7080 2, B Sin 7))/ ey =17)
Oz L 27—/ (T-Cho) EEFRVE (BB /ATEEE 7080 2, HM77/0v 7 -27)
@RV Z7UEY (6 Wl 7 ) B a— Rk
(B B4 iE 7080 5. H AL 7)/)ny " —1")
@ VUL E L (T-Bil) T YA (HESITEER 7080 FE . HA(7) )y =17)
ORFEFZ V) % L7 —+¥-GLDH %
(BB IHTILE 7080 12, BT/ 0y =17)
W7 L7 F =2 (Crea) Jaffe if (H BV HTEEE 7080 . HSIAMT) ey -27)
@F ~Y 7L (Na) A A R EER (ISE) {E
(BENATIEE 7080 2. HSLAM7)/)0y " =17)
@710 75K A A LRI EME (ISE) i
(BT EEE 7080 . B IAF))ey 1)
@7 a—n(Cl) A A ENEMR (ISE) 14
(HBEN AT EEE 7080 #2. H S5 /)uy =17)
@H N I (Ca) OCPC ¥ (HBhy HTILE 7080 ., B SIA(F7/my =27)
GEMY > (IP) Fiske-Subba Row /&
(E B HTEERE 7080 . HAIZM7)/uy —2")
OFRE " (TP) E'r Ly ME(BE TSR 7080 2, BILM7)/nv -27)
DL =Es] tm—RT ¥ T — MEEREKKEE
(Protein fraction) (B EESUKEIEER AES320, =& U »/3R)
@A/G Lk (A/G ratio) EHOEL Y AN
@77 2 (Albumin) WEBERB W LY EH

_23_



SRO7168

9) Wiz
BHENEHONT Fe 5 28 HOBAHHVIIENTE 14 BORBICHB L, oA Fasle L,
T—F VT TR, BUIC £ RIS, 2 ORE kT WIRMICES LT,
Fm. LT OBE MY 0% M EER L~ Y VIKICEE-RE LR, 2B, BEBLO
N=HE =TT E Y FY URTHEEREFEL, BEBIUORER LIKEXT 7 VIR CTHE. 70%
TH ) =R LT, I OWTIEEREZEARRBEEEE Lz, £EADH5HHEIC
DONWTEE, FRAlE LTRERAE LEE - R1F LT,
FE CREARA MO, /MINdS K OVERR) . IR, A, MR, FURIR. EROMAC @I
B, BN, OB, L. foE, H. AT, .+ ZFEM. =M. RGOS
T EET) ., BN, G, BN BREEYD R B oS RE
At RERE. RERE. RSE. R B piszIR. KEERRET) . IIE. T
", B, IRk, ~—F R KERE (BRI, )3 KO FHR,
iz, PERAYELE AL % IE R MMk OB 2 50 T 1 HlOSEE (£) o
Beig (No. 301) B LB OAE (. No. 255) ZERH L7z,
10) B EHEHIE
BHICONT, FIMRECEF A EIMRFE (ER-180A, At =— - 7> F - FA)EH
WTBLFTOB|EICOWTEREZME LT, 2B, EAOHDIEI|EIZOVTIE, EAHGHE
THIE LT,
A B, NEA, RN, &I'. N, DN, TR, B, IR, R, BRI,
RISZMR, WgE (BERET) . IR, 72
UTFORICL Y HRTEEZ R LT,

HaxrEE (g)

MRERCD = a0 k2 @)

X100

11) B RO A

BRI B E R TE L2 20028 MERIC W TT 7 ¢ gy L, ~v b
VUV A VY EMAREAERI L, HREERS J U 1000 mg/kg R Gom Al BED) 04
B DWW T a7, BIRIREZ 38 & e PIRR AT ALADAT (45 L 51 O SHER (72) D B2 (No. 301)
BLOFEDOAL G, No. 255) 1I2>WT B 88K L71-,

PROFER, HHRPWERGOEBLEZ LNAZDOHLNIZBRIZ OV T, Z0ff
DEGEEOEWITOWT MR O 17> 72, £o, OB OWT, K8 14
THla, 277 U PRI K D REARFHRELZER L, Wb BERIESED O
HZ &R LT,

_24_



SRO7168

5. #EEtFEMIA X

BHEERIIFEEREOBSM E & TEH L,

/), BREHR. FE, FEENES IOWNE, BE, RE, MWKPEORE, WK
(LA AL 2R O B RS K UM E B ORI OV O SfER L O REEE T L,
Bartlett DRREIEIC K EHBMEEMRIT LTz, F0H(p>0. 05) OH A X —mBlE 5 T
TR L. RE3E (0=0. 05) DA 1T Kruskal-Wallis DIRERE THMT Lz, —ohED)
BT OfSR. AEENHONTEA (0=0. 10) i3 Dunnett ORIEEZ HTHHERE L Dk
B A1T o7, Kruskal -Wallis IEORMT O R, AEENRHLIIZSLA (0=0.10) X
Mann—-Whitney O U-#R ¥k % O St HEEE & DR 21T - 72,

M7 — AR REBUR B LU RE R D BIRIA H . IR O EVERIIE B I L ORI E DR
(2T Kruskal-Wallis OREE TR L AEZEDA LSS (0=0. 10) [XMann—¥hitney
D U-FREEZ W CRHBRE & OB A 1T 5 7,

XHRRE & ODHEREIC DN T, BEAELR 5% & L, 2B, FtemFEcET 2%
JRJ71% % INDIVIDUAL DATA @B EEIZ T,
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oo

1. —hRfRaE

—fBREED AR & Table 13 XUV 2, INDTVIDUAL DATA 1-1-1~1-2-5 {277,

[ #5511 ]

SRR X QMM & (15 mg/ke) #E Tk, ML HICEFIIRD O o7,

& (60 mg/kg) BECIE. HE 1451 (No. 301) IZSHERDSME R LT, HRE R 512
W LB TIE RV EHE SR, BIZITERFEIERD o7,

& B (250 mg/kg) 38 K UM & (1000 mg/ke) BE T MM & S ICRE TR D Sivigno7z,
(=115 H1TH] ]

XD LR A EROR & HICEF TR oo T,

2. BT —RKREERER

P RREEBISR OB % Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 |Z/R,
[#5-HAH |

SHREER L OB R GEEUR - b - SR X RS MAER O S &0V T OBRARIC H A8
SIEAICKRHEE R L CTHEREITRO 6T, #i. WEH D WVITEIRESEDMRIT
PR REIIRRD b NRnol,

[[=078 #1#]

e EREOHEME & & IT W T AL OMERF I & A EETR B I R L i L TR EREITRD
ST, #F, BEH L2 WVIIMTEREFOMBITEFZNRBEEIIRO N Lo T,

3. HEERE
FEREME D RRE & Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 (2139,
[$%5- 138]
FHEFEMRA Tld, SREGHOMEMEE IR L IR L THERZERRD bR o T,
BB LUOBEREDHEICS, FREHFEORM & HICTAERATRD N1,
(=14 2 3]
RE A EROMMEE b ICAHERERE, BEHOBLOEREEEDWTIUCbRTREE L ik LT
BREIRO LN Tz,
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4 HEHB
AEHEMB % Figure 1 B L U2, Table 13 3L Y 14, INDIVIDUAL DATA 7-1-1~7-2-5 {Z/”F,
[ #2511 ]
BAR GREOEHE & & IS IBE & iR U TH BRI O Sino T,
[[=] 15 4531 ]
s e T EAE O HEME & & [ IRAE & el L THEARELITRRD bh o7z,

5. EiE

fERE R % Figurc 33584, Table 1535 KT 16, INDIVIDUAL DATA 8-1-1~8-2-5|Z/%7,
[#%5-#0H]

& - P - WAERETIL, Bl B ICHREE L B L THAERZITRD D o7z,

o IR CLE, HEME S Bk s 4 DICHEBRARRMEARD biv, TS 4B L0021 0
WA ERRESTED b,

[T #1741 ]

e RO & HITH RS R L TEERELIIR D b o7,

6. FRIEE
IR DR A Table 17~20, INDIVIDUAL DATA 9-1-1~9-4-2 {27779,
(#2514 38]
E B GREOHEME & &I IREE & Il U T E R B ITR S b o7,
[[E115 2 3]
e HEREOMEME & & IC R FE L B L THEREMITR O b ieihoTz,

1. MARFHRE

MK AR A DR A Table 21~24, INDIVIDUAL DATA 10-1-1~10-1-1 777,
(3% 5- Wi T ]

(B TIR, M S & IR & i L CTHEERERITRED b o iz,

HHER T, T~~~ 2 Uy MBI UNE R EVBEOREREfAR LI e b
o B RS L ONEMEALER D e AR T AT RO B R RO bz, MEHCEA
EREITED Lol

EHERTIE, T~ 27Uy MIBLONE 0 U BEOREREMARD S,
MEZIEE BER AT bz h o Tz,

EEAER T C~~ F7 ) v MEIB L UNE 7 0 BV BEDOHBERKENEED Hi,
METHEHARMERBMOBAEREELED -, £72, HCvMIEOREZR&f L b 2 h
e B L OVRME(LE Sy F AR T A F U OREIERE . MCHALREORE
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IREMEDE D b,
(1145 1 R 1 e ]

EAE T, BECEECES her A7 7 XA F VR OFERIBER L O A MERE 5y
THERER R OR B AR, M CHEHRMER~E 7 v v BOFF RS X O IO
B @ EREES iz,

8. MAEILFMRE
ML FAOMRA D FRAE & Table 25~28, INDIVIDUAL DATA 11-1-1~11-4-4 {2579,
[$ 5-HIRT# T R
RS T, T Lo — AT R & B L CREREERRD bhviz, BEOITAEE,
AT D BT,
HHEHE T M T/ L a—XCGERME B2 VAT o — VWCHBREERED bk,
HECITRBREITRD bz ho Tz,
FHERE T, T/ a—XIHEREMERED bz, BIZIZAERZITED bk
ol
REHERETIE, T/ L a—20FEREM, MTT LT IVBIUT VT I U55E,
AGE, BEUAE VRGN VAT o —/LOFEREHEBRD L,
(=5 BT 1 ]
REHER T, ETREAICERE B L THEEREMIR bz, BEKTEIC
ITRO LI TWRWELTH -7, BEIITAERRE(ITRD Lo,

9. B

HIRFT 2% Table 29 3 X T8 30, TNDTVIDUAL DATA 12-1-1~12-4-2 |Z5R9,

[#¢ 5 HIRT K T R

KIRRHETIE, MEME & b IC BT RITRD bileh o,

{RHERETIE, M 16 (No. 255) 124 F = AEOFR R0 bz, MEIZREATRIZED b
N0t

BT, HE1 B (No. 301) TEIA RS ICAMEN TR Hiviz, MEITREITAIIRD S
nighoi,

A TEAE T, Bl e HICEFFT IR bhRinol,

EHERE T, JE 161 (No. 503) IZZEFIRAR D A AFFRR L O R L RO B 0 A
R BT, MEITRNWETRIZGED bhiehoTz,

([E14E IR T ]

SRS KOs HERE ORI & & IC BETT RIIRD b o7,
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10. REE=E

EEBOMME % Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 (Z/”7,

[#2 5 HARG K 1 B

(K ERE I, HEME L &R & e L CHERE(IEER O b oz,

PHEHE TR, MCITERONEERICASREENEO b, BIIAFERLITRD L
ninoiz,

S H BT, HETITIROMEX s L OHHXTEEICH B @@ b, METiE, Biko
Mokt ks L ORI EEICA B RIKESE D bR, AEKREN B TR o,

B HERECIE, FIRICH O E RS L OO MM ER IR Z2EE1RD bk,
(=118 HART K T B

M ERETIE, BT KOT B BRI R L i L CTHEREEDRD H i
2o THHOEGIE, EKTRICIIRD 6N TWRWI &G, BHFERRERITZR VN EH
Wr L7z, MECITAERERITRD SivgnoT,

1. REABFIRE

TRBAHRL 2P LA Table 35 3 KUY 36, INDIVIDUAL DATA 14-1-1~14-4-2 (2R,

[ 5 AR T ]

RN - ok FRAHES L OMIC « T AR T O 2R IR R O TR S 1L E T2
BRFE 2R R B DOBAENK 2 BINZERO BT, MECIIEE 2 R LR OB A %t
FREEIC 1, IRAEARIC 2 FlCRD HiL, FREFHIITED bRl
O HIERE I, TR NN R B ORSFRA 3 6, BERRAE EROFA
22 PNCRD BT, METIIRFE IR Hinipinorz,
B SRS L, HECRAE N RN B R ORS IS 5 B (B . BRI RME £
BOBANIBNIBD bz, METITRFEFTRIIRO bhkd o7z,
RE. TS ORMRMAE FEOWMFFEICOWTIE, WY a7 27 U RO
Bt RIS 8 BTz,

FOMOIE - Mk - xBTS X O s B O & b FIEC 7 L— RH%EH S & $ il
TAEMTBD L eholz,

(1] 7 1 e e T ]

R xPREREECIE, HEME S HICRAET IR vk h o,
Herm FH SR Ol MECRRE 2R RN LR Rl T 36 L MR 72 SRS LR D AR
NE LHICRD bz, HTIEREF IR ol

ZOMOIEE - AR - SREER L OURE T EREOMEE & & FIEBRC 7 L — RAVIE R #iH % i
T LT bivie o T,
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=

Ry 7o hrrd 0B, 1(w/v) % A F It m—2ZKkIiK], 15, 60, 250 35 L T8 1000
mg/kg/day % | BEREMEAS 5 PCOD Cr1:CD(SD) 7 » M2, 28 HEIEIR ARG L CEtERHoA
FOFOBEEZRT L=, & 512, 03 LT 1000 mg/kg (22T 1 BEHEMES 5 Lo alfg MR BRRE
AR, BREKTOEB NG 14 HBBE 2Rk LIKEIC L 2 B o MEM 2 i TRETL 72,

BT, IR CTHICEERICT, T BEOFBERINTEARD b, Z0OEH
BOK T, SROERGICHEE L2 EZ L5508, KEHBICH bR AR i
TWRNZ &b, TRERPELHEIND,

MEFARECIE. PHEU EOHOERS LORGHEREOM T~~~ b7 U v MEB L OE
7 REORERMEENRBD Oz, kEmREHORE CILVMREOR B2 EE, HETIRILEK
BOFEARBEMENED S, MR MEEROGE B biv bni, £/, PHER &
BAEHEOHETIX, Yo be U ORI KOVEMLES e R T T X F RO ERIER
HADHLNTNDZ ENE, IO OZEALITATHEERICEE L7221 TH D AN HER S D,

M F BB TlE, REAEHORIC L a—ADEERKENRRD Hiv, FHERB LV

EMBAO TR L AT n—LORELRHE, £-, Rm/MEMAOEIZHRE Y v Of
BREEARBD BN TN A, I OIINFEES VI - BEROREEL SNAHEATHHZ L
2D, AR T 2 BB R EOM O HORBERE 2 LD, —F, OEAE, THER
JUORHBEHIEO BN TV D 7 a—2ADMEIC W TR, @l EICRAF A EEN
BOLNTWRNWZ &b, HKRWERGICEE LB TIIRw LR shk,

ok, MAEETI. Ve e o BRI KOVEEILERS b a AR T R F IR R B NS
ML AT o —/IHABERZEFERD A TW RN, WTALXREES kT 5 ¢ HHEB X
U m A EEE L [FEkDBER A R~ EEZ S L THY | BRWERGOEETICH LD RSN
77

FFECCIL, SR EREOHENA EABEE LR MO, 1AL L URE O
RO B, L FRIR A RS K Mg b F R E IR BTV 22 b & OBEMED &R E
BHICL D BLEZ G, LU, JREBHLIER AT ¢, NTIRIC IR E & 5 I BE L
T O PRPEITRED LN TWRNWI Lnh | —HOEITHBRME K 512 X 5 AR I 64

DEBIESIbDLHREIND,

PR IR ClE, EOBIRIZ a o2 2 77U U HURICBRE 2 25 9 1R B 70 i 7 R AR LR D
WA RD LI, WHEL LOBIZHIAED LEPEDO LN TNWD Z b, ZOE T
BwE B ICBEE LB EEL N,
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GBI TR B AL B2 kT, BIFE I THRACIZTE T 2208 2 W TR
HHIL, WTRBEIEEEZ T L0 LRI,

FIURET R CiL, IRAEH O 1 fllcEFEAEoOER., FRAEHOME 1 FIISHEL KRB OIME
B OIL. o, RS HEREOLE 1 FICERFRIEO A EIERER X O HEE Ao R HE A A5
WRDHHNTZNB, ZNHOLIINTRY L WOLDETHY . HERWERS & OB
W& LT

B, —HIREE, B —ARIRIEBLE, HEEME ., AEHR S L UORREIZIT, ERBERS
WZREE L 72 B IEER D L v o 7,

Ay

v

Plbo X o, wiEi 5o L=k e LT, HHE 60 ng/ke) DL EORETREIZ~<
7y MEBLONEm E UV REOHEEREIER S ONC T 2 b a v B R d L ONEHERER S
ha R TAFUREMOBERIER, MTHRa VAT o —VOH B2 & ER L OIF A &
BOAERBESED LRI, ZNbOEMIC A, &HE (250 mg/keg) & 5\ ik A & (1000
mg/kg) BETIL, ML FRIRAIZB T DIFRREREDHA B a L AT n—L BE VL E %)
DEEF, HEOBWMOBRE L EMIRME RO, BEIEOMK FERRD b,

L7z CARRBLA FioBiT a0y 7w ho oM 22285 (NOEL) 35 L OMEFE M 8 (NOAEL)
VX EME & 312 15 mg/kg/day & HEERT D,

ZE R

D ®WEZET—F— M FRERTERNSH. (2006)

2) {ERWESEEERR. EIREERSE ¥ — EWRAHE. (2007)

3) RV TrharyO7y MIBT S 14 B RRKER 0% 558
(SRO7168P) mi&lEE. sttt LWL MEBIENT. (2008)
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Body weight of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
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Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
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Food consumption (g/rat/day)

-- 0O --0mg/kg

—&— 15 mg/kg
—&— 60 mg/kg
—o— 250 mg/kg
—&— 1000 mg/kg

4 7 10 14 21 28 7 14

Administratio period (day) Recovery period (day)

A

Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
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Figure 4  Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 1  General appearance of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Administration period (day)  Autopsy Recovery period (day) Autopsy

Group Findings 1-16 17-28 day 1-14 day
0 mg/kg Number of animals examined 10 10 5 5 5
No abnormal findings 10 10 5 5 5
15mg/kg  Number of animals examined 5 5 5 - -
No abnormal findings 5 5 5 - -
60 mg/kg  Number of animals examined 5 5 5 - -
No abnormal findings 5 4 4 - -
Trauma at cervical region 0 1 1 - -
250 mg/kg  Number of animals examined 5 5 5 - -
No abnormal findings 5 5 5 - -
1000 mg/kg Number of animals examined 10 10 5 5 5
No abnormal findings 10 10 5 5 5

Values are number of animals with findings.
- : Blank.
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Group Findings 1-28 day 1-14 day
0 mg/kg Number of animals examined 10 5 5 5
No abnormal findings 10 5 5 5
15mg/kg  Number of animals examined 5 5 - -
No abnormal findings 5 5 - -
60 mg/kg  Number of animals examined 5 5 - -
No abnormal findings 5 5 - -
250 mg/kg  Number of animals examined 5 5 - -
No abnormal findings 5 5 - -
1000 mg/kg Number of animals examined 10 5 5 5
No abnormal findings 10 5 5 5

Values are number of animals with findings.
- : Blank.
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Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posturc pattcrn Convulsion  Rolling circling Selfmutilation

Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5

60 mg/kg 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 S 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Values are expressed as the number of animals. (to be continued)

Category : The category number observed in each item.

Pre : Pre-administration. Day 14 : Day 14 of administration.
Day 7 : Day 7 of administration. Day 21 : Day 21 of administration.
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Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168) (continued)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posturc pattcrn Convulsion  Rolling circling Selfmutilation

Period Group animals Category 1 1 1 0 0 1
Day 28 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
R-Day 7 0 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 5 5 5 5 5 5 5
R-Day 14 0 mg/kg 5 5 5 5 5 5 5

1000 mg/kg

W
wh
wn
W
w
.
(9]

Values are expressed as the number of animals.
Category : The category number observed in each item.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Ease of
Number Mucous Pupil Secretions/
of Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Values are expressed as the number of animals. (to be continued)

Category : The category number observed in each item.

Pre : Pre-administration. Day 14 : Day 14 of administration.
Day 7 : Day 7 of administration. Day 21 : Day 21 of administration.
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Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168) (continued)

Ease of
Number Mucous Pupil Secretions/
of Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Day 28 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
R-Day 7 0 mgkg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
R-Day 14 0mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5

1000 mg/kg

wn
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Values are expressed as the number of animals.
Category : The category number observed in each item.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 5 Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Reactivity to Stereotype Bizarre behavior
Number Co-ordination cnvironmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching Urination Defecation grooming movement backward tion  Aggression

Period Group animals Category 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 10 10 10 10 10 9 1 8 2 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5

60 mg/kg 5 5 5 5 5 2 3 3 2 5 5 5 5 5

250 mg/kg 5 5 5 5 5 4 1 4 1 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 8 2 10 0 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 8 2 10 0 10 10 10 10 10

15 mg/kg 5 5 5 5 5 4 1 5 0 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 0 10 0 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 0 10 0 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5

60 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 0 10 0 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 10 0 10 0 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5

60 mg/kg 5 5 5 5 5 5 0 S 0 5 5 S 5 5

250 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5

1000 mg/kg 10 10 10 10 10 8 2 9 1 10 10 10 10 10

Values are expressed as the number of animals.
Category : The category number observed in each item.

Pre : Pre-administration.
Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

(to be continued)
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Table 5 Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168) (continued)

Reactivity to Stereotype Bizarre behavior
Number Co-ordination cnvironmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching Urination Defecation grooming movement backward tion  Aggression

Period Group animals Category 1 1 1 1 0 1 0 1 0 0 1 1 1
Day 28 0 mg/kg 10 10 10 10 10 8 2 10 0 10 10 10 10 10

15 mg/kg 5 5 5 5 5 4 1 5 0 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 0 9 1 10 10 10 10 10
R-Day 7 0 mgkg 5 5 5 5 5 5 0 4 1 5 5 5

1000 mg/kg 5 5 5 5 5 3 2 3 2 5 5 5 5 5
R-Day 14 0mg/kg 5 5 5 5 5 4 l 5 0 5 5 5 5 5

1000 mg/kg 5 5 5 5 5 3 2 4 1 5 5 5 S 5

Values are expressed as the number of animals.
Category : The category number observed in each item.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation

Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5

60 mg/kg 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
Values are expressed as the number of animals. (to be continued)

Category : The category number observed in each item.

Pre : Pre-administration. Day 14 : Day 14 of administration.
Day 7 : Day 7 of administration. Day 21 : Day 21 of administration.



_9v_

Table 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168) (continued)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation

Period Group animals Category 1 1 1 0 0 1
Day 28 0 mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
R-Day 7 0 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 5 5 5 5 5 5 5
R-Day 14 0 mg/kg 5 5 5 5 5 5 5

1000 mg/kg

W
wh
wn
W
w
.
(9]

Values are expressed as the number of animals.
Category : The category number observed in each item.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Ease of
Number Mucous Pupil Secretions/
of Removal Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10

Values are expressed as the number of animals.
Category : The category number observed in each item.

Pre : Pre-administration.
Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

(to be continued)
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Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168) (continued)

Ease of
Number Mucous Pupil Secretions/
of Removal Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Day 28 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
R-Day 7 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
R-Day 14 0mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5

1000 mg/kg

W
w
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w
(9]
wn
W
.
W
(]
wn
wn

Values are expressed as the number of animals.
Category : The category number observed in each item.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 8

Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Reactivity to Stereotype Bizarre behavior
Number Co-ordination cnvironmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching Urination Defecation grooming movement backward tion  Aggression
Period Group animals Category 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 10 10 10 10 10 9 1 8 2 10 10 10 10 10
15 mg/kg 5 5 5 5 5 3 2 5 0 5 5 5 5 5
60 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
250 mg/kg 5 5 5 5 5 3 2 5 0 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 9 1 10 0 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 10 0 10 0 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5
60 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
250 mg/kg 5 5 5 5 5 4 1 5 0 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 8 2 9 1 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 9 1 10 0 10 10 10 10 10
15 mg/kg 5 5 5 5 0 5 0 5 5 5 5 5
60 mg/kg 5 5 5 5 0 5 0 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 8 2 10 0 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 8 2 10 0 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5
60 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 S
250 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 9 1 10 0 10 10 10 10 10

Values are expressed as the number of animals.
Category : The category number observed in each item.

Pre : Pre-administration. Day 14 : Day 14 of administration.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration.

(to be continued)
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Table 8 Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168) (continued)

Reactivity to Stereotype Bizarre behavior
Number Co-ordination cnvironmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching Urination Defecation grooming movement backward tion  Aggression
Period Group animals Category 1 1 1 1 0 1 0 0 0 1 1 1
Day 28 0 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10
15 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
60 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
250 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
1000 mg/kg 10 10 10 10 10 8 2 10 10 10 10 10 10
R-Day 7 0 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
R-Day 14 0mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
1000 mg/kg S 5 5 S 5 5 0 5 S S 5 5 5

Values are expressed as the number of animals.

Category : The category number observed in each item.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 9  Functional observation of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive  reflex

Period Group animals Category 4 2 1 2 1 1
Week4 O mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
R-Week 2 0 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 5 5 5 5 5 5 5

Values are expressed as the number of animals.
Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response. Pain reactivity: tail pinch response.
Touch reactivity: touch response. Proprioceptive reactivity: returning from enforced posture.
Auditory reactivity: response to Galton's whistle. Righting reflex: landing performance from 30 ¢cm above.
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Table 10  Functional observation of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive  reflex

Period Group animals Category 4 2 1 2 1 1
Week4 O mg/kg 10 10 10 10 10 10 10

15 mg/kg 5 5 5 5 5 5 5

60 mg/kg 5 5 5 5 5 5 5

250 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 10 10 10 10 10 10 10
R-Week 2 0 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 5 5 5 5 5 5 5

Values are expressed as the number of animals.
Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response. Pain reactivity: tail pinch response.
Touch reactivity: touch response. Proprioceptive reactivity: returning from enforced posture.
Auditory reactivity: response to Galton's whistle. Righting reflex: landing performance from 30 ¢cm above.
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Table 11 Grip strength and motor activity measurements of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Number Grip strength
of Forelimb Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0-10' 10'-20' 20'-30' 3040 40-50' 50'-60' Total
Week4 0 mg/kg 10 Mean 1106.74 523.69 430.5 311.0 202.1 146.8 119.8 58.9 1269.1
S.D. 66.62 98.26 238.0 205.3 143.9 160.6 109.2 106.0 844.4

15 mg/kg 5 Mean 1124.12 454.98 399.6 287.4 183.6 89.2 422 41.8 1043.8

S.D. 147.02 41.87 183.8 128.8 55.7 97.1 36.1 62.5 359.6

60 mg/kg 5 Mean 1223.00 579.58 640.0 498.2 3256 189.8 167.2 180.6 2001.4

S.D. 111.28 139.65 1314 154.0 38.0 134.1 117.2 167.8 494.2

250 mg/kg 5 Mean 1079.60 543.46 352.6 338.0 209.2 195.8 932 87.6 1276.4

S.D. 64.90 74.40 106.3 82.9 122.5 95.2 83.4 74.9 455.1

1000 mg/kg 10 Mean 1082.60 54527 376.8 289.1 209.2 98.8 72.6 48.1 1094.6

S.D. 135.50 79.61 138.0 178.5 123.5 112.4 97.6 61.2 511.6

R-week 2 0 mg/kg 5 Mean 1741.72 588.66 423.0 347.2 255.8 225.6 199.4 146.4 1597.4
S.D. 194.37 79.42 158.5 143.0 80.7 175.2 167.4 122.9 713.2

1000 mg/kg 5 Mean 1608.94 693.72 562.4 360.6 211.8 172.8 71.2 53.8 1432.6

S.D. 125.90 116.11 138.0 155.7 140.6 49.5 47.9 59.5 415.8

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.



Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
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Number Grip strength
of Forelimb Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0-10' 10'-20' 20'-30' 3040 40-50' 50'-60' Total
Week4 0 mg/kg 10 Mean  940.47 473.21 650.6 440.5 382.0 2114 135.1 42.8 1862.4
S.D. 135.46 98.32 202.9 189.5 167.1 194.7 104.1 51.2 693.6

15 mg/kg 5 Mean  956.14 509.46 504.2 428.0 298.8 161.4 158.0 1204 1670.8

S.D. 105.71 84.76 86.3 134.1 182.2 196.9 143.7 1322 627.0

60 mg/kg 5 Mean  964.28 485.14 523.6 411.8 275.2 143.0 115.0 83.6 1552.2

S.D. 84.22 42.30 217.0 136.4 202.9 73.7 140.9 92.7 739.6

250 mg/kg 5 Mean  973.66 472.00 651.8 510.8 289.8 228.2 273.2 224.0 2177.8

S.D. 114.42 84.66 166.0 171.2 82.9 114.3 123.1 194.5 482.6

1000 mg/kg 10 Mean  921.93 500.21 494.9 366.3 289.4 157.0 102.3 60.5 1470.4

S.D. 61.11 63.26 158.9 135.2 110.6 97.4 75.1 74.1 346.7

R-week 2 0 mg/kg 5 Mean 1367.34 623.00 569.2 337.6 265.8 160.8 148.0 152.6 1634.0
S.D. 142.93 120.48 209.9 217.0 196.2 149.3 243.1 154.0 1061.1

1000 mg/kg 5 Mean 1288.88 671.80 599.4 496.4 256.2 110.4 188.6 187.6 1838.6

S.D. 59.51 84.88 205.6 276.1 186.3 114.9 160.2 87.2 906.9

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
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Table 13 Body weight of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 4 7 10 14 21 28 g % 7 14 g %
) (%) &) (5)
0 mg/kg 10  Mean 154.0 186.4 215.0 2439 284.2 349.0 392.1 238.1 154.642 450.4 476.2 78.6 19.796
S.D. 6.6 8.6 11.1 13.8 15.9 224 24.9 214 12.475 344 344 11.8 2.835
15 mgrkg 5 Mean 154.2 187.6 216.8 2458 287.8 348.0 391.2 237.0  154.054 - - - -
S.D. 6.9 6.5 5.7 5.4 5.8 6.2 5.7 7.6 10.530 - - - -
60 mg/kg 5 Mean 1532 184.0 2122 239.0 280.6 342.2 386.4 2332 152372 - - - -
S.D. 6.5 7.1 10.0 10.9 14.6 28.9 36.8 358 23.896 - - - -
250 mg/kg 5 Mean  153.0 181.0 209.6 239.6 281.2 350.0 399.8 246.8 161.324 - - - -
S.D. 6.2 6.8 9.4 12.5 15.1 17.6 23.3 19.7 11.362 - - - -
(5) (%) (%) (5)
1000 mg/kg 10 Mean 1543 181.8 207.9 236.5 2753 336.8 378.8 2245  145.693 424.8 450.4 63.4 16.390
S.D. 8.2 11.2 13.1 15.1 184 23.0 27.1 24.1 15.973 23.1 24.8 12.7 3.163

Values in parentheses are number of animals.

- : Blank.

Recovery day 0 is administration day 28.
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Table 14  Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 4 7 10 14 21 28 g % 7 14 g %
) (%) &) (5)
0 mg/kg 10 Mean 134.8 152.5 164.0 175.7 192.1 211.1 2352 100.4 74.387 244.6 249.2 214 9.264
S.D. 5.7 7.4 9.4 7.5 11.9 19.0 17.9 14.1 9.079 21.6 21.7 8.8 3.461
15 mgrkg 5 Mean 1328 152.4 165.4 178.4 192.6 2214 244.0 111.2 83.298 - - - -
S.D. 8.1 9.2 12.8 19.3 239 29.2 34.0 279 17.757 - - - -
60 mg/kg 5 Mean 1324 151.6 164.6 175.2 189.4 214.8 236.4 104.0 78.838 - - - -
S.D. 59 5.0 4.8 43 5.3 13.2 9.9 11.8 10.893 - - - -
250 mg/kg S Mean 1344 152.4 166.4 177.4 195.4 218.2 237.0 102.6 76.422 - - - -
S.D. 59 9.3 9.1 8.3 7.9 11.8 142 12.3 9.249 - - - -
(5) (%) (%) (5)
1000 mg/kg 10 Mean 1329 149.2 162.7 172.6 188.0 209.4 226.7 93.8 70.472 238.2 240.4 19.2 8.604
S.D. 9.5 10.5 10.3 12.2 16.5 21.8 23.3 16.5 10.303 25.8 28.0 6.1 2.578

Values in parentheses are number of animals.

- : Blank.

Recovery day 0 is administration day 28.



Table 15  Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 4 7 10 14 21 28 7 14
&) &)
0 mg/kg 10 Mean  20.60 22.09 25.31 25.34 28.20 29.47 28.97 32.14 31.78
S.D. 1.51 1.28 1.79 2.26 2.13 2.32 2.64 3.12 244
15 mg/kg 5 Mean  20.20 22.26 24.92 24.74 27.10 27.66 27.36 - -
S.D. 1.30 1.51 1.22 1.04 1.89 1.36 1.44 - -
60 mg/kg 5 Mean  19.80 21.40 24.06 23.32 26.82 27.58 28.02 - -
S.D. 0.84 1.18 1.40 2.04 2.05 2.88 3.75 - -
250 mg/kg 5 Mean  19.80 21.22 23.72 24.14 26.14 28.38 28.86 - -
S.D. 0.84 0.84 1.88 1.70 2.40 245 2.05 - -
&) &)
1000 mg/kg 10 Mean 1890 19.94* 23.57 22.87 25.05% 26.27% 26.48 29.48 29.74
S.D. 1.60 2.13 2.53 2.30 2.89 2.60 2.68 1.19 1.49

Values in parentheses are number of animals.
* : Significantly different from 0 mg/kg group at p =0.05 (Dunnett's test).
- : Blank.



Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 4 7 10 14 21 28 7 14
&) &)
0 mg/kg 10 Mean  16.40 17.78 18.28 17.36 18.88 18.62 19.17 19.38 19.74
S.D. 1.51 1.04 1.19 0.62 1.07 1.47 1.16 1.40 1.88
15 mg/kg 5 Mean 16.80 18.06 18.80 17.52 19.02 19.50 19.84 - -
S.D. 1.64 0.96 1.97 2.56 2.83 2.36 3.12 - -
60 mg/kg 5 Mean  15.60 16.72 17.40 16.86 18.26 18.60 18.48 - -
S.D. 0.55 0.97 0.86 1.34 1.10 1.36 1.14 - -
250 mg/kg 5 Mean 16.20 17.22 17.92 17.18 19.02 18.92 19.12 - -
S.D. 1.30 1.83 1.24 1.42 1.35 0.66 0.88 - -
&) &)
1000 mg/kg 10 Mean  16.70 15.87* 17.96 16.88 18.04 18.40 18.43 19.46 19.14
S.D. 1.83 1.54 1.50 1.43 1.33 2.23 2.08 1.93 2.13

Values in parentheses are number of animals.
* : Significantly different from 0 mg/kg group at p =0.05 (Dunnett's test).
- : Blank.
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin Occult blood
Group animals 80 85 - + 1+ - - 0.1 EU/dL - - + 1+ 2+ 3+
0 mg/kg 10 4 6 0 4 6 10 10 10 10 9 1 0 0 0
15 mg/kg 5 1 4 0 1 4 5 5 5 5 5 0 0 0 0
60 mg/kg 5 0 5 0 2 3 5 5 5 5 4 1 0 0 0
250 mg/kg 5 0 5 0 2 3 5 5 5 5 4 0 0 0 1
1000 mg/kg 10 4 6 0 5 5 10 10 10 10 8 2 0 0 0

Values are number of animals with findings.

-; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe, 3+ ; Vere severe.

(to be continued)
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)

Urine
Number Specific gravity volume
of Color 1.011-1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/kg 10 10 0 1 3 4 2 1555+ 5.52
15 mg/kg 5 5 1 1 2 0 1 2310+ 16.09
60 mg/kg 5 5 0 0 4 1 0 1640+ 1.85
250 mg/kg 5 5 0 1 1 3 0 16.00+ 294
1000 mg/kg 10 10 1 0 8 1 0 1790+ 6.57

Values are number of animals with findings.
Color : A; Pale yellow or yellow.
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Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood
Group animals 70 75 80 85 - + 1+ 2+ - - 0.1 EU/dL - - +
0 mg/kg 10 1 2 3 4 2 5 1 2 10 10 10 10 10 0
15 mg/kg 5 1 1 0 3 1 3 1 0 5 5 5 S 5 0
60 mg/kg 5 0 0 1 4 1 3 1 0 5 5 5 5 5 0
250 mg/kg 5 0 0 2 3 | 1 1 2 5 5 5 5 5 0
1000 mg/kg 10 0 1 2 7 3 3 2 2 10 10 10 10 9 1

Values are number of animals with findings.
- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.

(to be continued)
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Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)

Urine

Number Specific gravity volume

of Color 1.011-1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/ke 10 10 0 2 2 3 3 10.50 + 7.64
15 mg/kg 5 5 1 0 0 2 2 9.50 £ 4.20
60 mg/kg 5 5 0 0 2 1 2 9.30+1.92
250 mg/kg 5 5 0 1 2 1 1 11.20 +3.83
1000 mg/kg 10 10 0 0 5 2 3 9.35+2.59

Values are number of animals with findings.
Color : A; Pale yellow or yellow.
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Table 19 Urinary findings of male rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 80 85 - + 1+ 2+ - + 1+ 2+ 0.1 Eu/dL - -
0 mg/kg 5 2 3 0 1 2 2 5 0 0 1 5 5 5
1000 mg/kg 5 0 5 0 1 3 1 5 0 0 0 5 5 S
Urine
Number Specific gravity volume
of Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 5 5 0 0 3 1 1 18.60 £ 6.06
1000 mg/kg 5 5 1 0 2 1 1 28.60 £25.27

Values are number of animals with findings.
- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 20 Urinary findings of female rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)

Number Ketone Urobili- Bili- Occult
of pH Protein body nogen rubin blood
Group animals 65 70 75 80 85 - + 1+ 2+ - 0.1 Eu/dL - - +
0 mg/kg 5 1 1 0 3 0 0 0 4 1 5 5 5 5 0
1000 mg/kg 5 0 0 1 1 3 1 2 1 1 S 5 5 4 1
Urine
Number Specific gravity volume
of Color 1.031- 1.041- 1.050< (mL/21hr,
Group animals A 1.040 1.050 mean+S.D.)
0 mg/kg 5 5 1 1 3 9.70 £ 6.46
1000 mg/kg 5 5 1 3 1 10.50 £ 4.58

Values are number of animals with findings.
- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 5 Mean 782.4 46.86 16.08 59.92 20.54 34.32 116.4 105.08
S.D. 15.8 1.09 0.35 1.43 0.55 0.44 20.0 3.96
15 mg/kg 5 Mean 776.0 47.22 15.96 60.88 20.58 33.80 104.8 104.52
S.D. 40.2 1.88 0.67 1.77 0.44 0.28 19.2 11.41
60 mg/kg 5 Mean 756.0 44.24* 15.20* 58.54 20.12 34.36 133.2 115.92
S.D. 21.9 1.17 0.43 1.43 0.68 0.40 255 8.29
250 mg/kg 5 Mean 755.8 44.64* 15.16* 59.10 20.06 3394 131.6 116.60
S.D. 154 0.86 0.40 1.15 0.34 0.41 26.2 7.43
1000 mg/kg 5 Mean 743.0 44.26* 14.96**  59.60 20.14 33.80 125.6 123.60%*
S.D. 279 0.90 0.33 1.51 0.50 0.25 13.2 14.54
* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).



Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)
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Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 5 Mean 22.8 17.76 25.50 1.28 9.36 0.48 0.00 1.76 87.12 0.00
S.D. 4.6 1.75 1.62 0.66 3.48 0.66 0.00 0.92 4.34 0.00
15 mg/kg 5 Mean 24.2 21.94 28.62 1.52 10.24 0.64 0.00 1.52 86.08 0.00
S.D. 8.4 4.63 2.63 0.82 3.76 0.67 0.00 0.77 3.65 0.00
60 mg/kg 5 Mean 23.6 24.36* 29.84* 1.36 13.20 0.56 0.00 1.60 83.28 0.00
S.D. 8.0 3.79 3.01 0.78 2.62 0.67 0.00 0.57 3.23 0.00
250 mg/kg 5 Mean 32.8 19.88 28.94 1.52 9.68 0.48 0.00 2.32 86.00 0.00
S.D. 8.1 2.63 1.67 0.52 4.33 0.44 0.00 0.52 5.00 0.00
1000 mg/kg 5 Mean 32.0 24,12%* 33.72%% 0.96 10.64 0.80 0.00 2.00 85.60 0.00
S.D. 7.0 3.36 222 0.36 3.35 0.69 0.00 0.57 3.54 0.00

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).



Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)
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Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 5 Mean 797.4 45.02 15.94 56.48 20.00 35.42 75.4 123.50
S.D. 46.9 2.14 0.75 0.97 0.53 0.44 12.8 8.89
15 mg/kg 5 Mean 774.8 44.00 15.64 56.80 20.22 35.56 81.8 117.56
S.D. 36.1 1.65 0.42 1.72 0.70 0.43 15.9 11.07
60 mg/kg 5 Mean 771.2 44.40 15.66 57.56 20.28 35.30 89.4 125.74
S.D. 20.4 1.64 0.50 0.94 0.29 0.72 13.4 7.48
250 mg/kg 5 Mean 767.2 42.76 15.14 55.76 19.74 3542 74.2 123.70
S.D. 47.8 2.24 0.71 1.07 0.40 0.22 28.1 18.41
1000 mg/kg 5 Mean 707.0%*  40.36%* 14.26%*  57.16 20.18 35.34 101.8 128.00
S.D. 304 0.82 0.30 2.69 0.97 0.40 33.7 16.24

** : Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test). (to be continued)
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)

Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 5 Mean 19.4 16.34 19.70 1.44 8.72 1.44 0.00 1.20 87.20 0.00
S.D. 73 0.70 1.03 0.83 7.69 1.43 0.00 0.49 8.31 0.00
15 mg/kg 5 Mean 19.4 15.92 19.12 1.68 9.76 0.88 0.00 1.28 86.40 0.00
S.D. 39 1.33 1.01 1.34 4.37 0.18 0.00 0.33 5.29 0.00
60 mg/kg 5 Mean 23.0 16.68 19.28 1.36 8.72 1.28 0.00 1.12 87.52 0.00
S.D. 4.5 1.04 1.00 0.73 3.50 0.91 0.00 0.59 5.22 0.00
250 mg/kg 5 Mean 20.6 15.82 20.96 1.28 10.64 0.96 0.00 2.08 85.04 0.00
S.D. 4.0 0.82 1.65 0.52 2.82 0.83 0.00 0.66 3.76 0.00
1000 mg/kg 5 Mean 29.6%* 15.28 21.54 1.52 10.40 0.96 0.00 2.00 85.12 0.00
S.D. 5.7 0.61 2.61 0.66 3.85 1.08 0.00 0.94 4.73 0.00

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 23  Hematological findings of male rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 5 Mean 836.8 47.84 15.90 57.16 19.00 33.26 130.8 112.14
S.D. 24.6 1.20 0.40 0.93 0.40 0.62 27.1 15.20
1000 mg/kg 5 Mean 850.2 48.64 15.94 57.26 18.78 32.78 130.4 120.16
S.D. 324 1.47 0.32 1.90 0.70 0.51 16.3 29.14
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 5 Mean 22.0 20.26 24.86 0.88 10.96 1.28 0.00 2.64 84.24 0.00
S.D. 23 2.36 2.00 0.18 231 0.18 0.00 0.78 2.13 0.00
1000 mg/kg 5 Mean 23.6 23.18 30.18* 0.80 9.68 0.32%* 0.00 1.52 87.68 0.00
S.D. 4.4 4.17 3.63 0.40 3.10 0.52 0.00 1.00 3.33 0.00

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett’s test).
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Table 24  Hematological findings of female rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg Mean 791.6 44.90 15.48 56.74 19.56 34.48 54.8 100.74
S.D. 447 2.33 0.74 1.12 0.47 0.36 17.3 16.62
1000 mg/kg Mean 808.0 44.76 15.20 55.42 18.82% 33.94 56.8 121.92*
S.D. 23.6 1.20 0.43 1.04 0.54 0.39 17.7 11.79
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg Mean 224 16.78 18.60 1.04 9.92 0.96 0.00 1.52 86.56 0.00
S.D. 35 1.00 1.66 0.36 4.15 0.73 0.00 0.59 4.99 0.00
1000 mg/kg Mean 21.0 17.16 20.28 1.04 8.72 0.56 0.00 1.20 88.48 0.00
S.D. 2.8 0.87 1.54 0.46 2.42 0.36 0.00 0.49 2.58 0.00

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).



Table 25  Biochemical findings of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)
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Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o ) B Y 1U/L 1U/L [U/L IU/L mg/dL
0 mg/kg 5 Mean 5.52 2912 1.118 52.72 21.68 6.90 14.82 3.88 65.4 26.8 703.6 0.80 0.040
S.D. 0.16 0.106 0.059 1.36 1.78 0.26 0.33 0.66 8.7 53 150.7 0.22 0.012
15 mg/kg 5 Mean 5.62 2.962 1.116 52.70 20.78 6.96 14.90 4.66 63.4 25.0 613.6 0.84 0.038
S.D. 0.15 0.115 0.046 1.03 226 1.00 0.89 0.90 6.6 2.6 98.1 0.15 0.004
60 mg/kg 5 Mean 5.60 2918 1.088 52.12 22.14 5.98 15.34 4.42 71.0 28.4 602.0 1.00 0.038
S.D. 0.37 0.168 0.073 1.65 3.02 0.73 0.98 1.06 114 4.6 16.6 0.31 0.013
250 mg/kg 5 Mean 5.86 3.086 1.116 52.62 21.60 6.46 15.74 3.58 60.6 25.0 634.8 0.80 0.054
S.D. 0.22 0.119 0.072 1.66 2.53 0.49 0.65 0.69 8.5 5.1 76.8 0.12 0.005
1000 mg/kg 5 Mean 5.58 2.964 1.142 53.26 20.18 7.54 15.24 3.78 63.2 25.0 621.6 1.06 0.052
S.D. 0.08 0.087 0.099 2.19 3.36 0.65 0.98 0.40 9.6 32 145.8 0.15 0.004

(to be continued)



Table 25  Biochemical findings of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)
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Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 173.4 72.0 38.8 13.02 0.518 140.6 4812 105.2 9.62 8.98
S.D. 12.8 20.3 19.4 1.33 0.044 0.9 0.173 0.8 0.28 0.83
15 mg/kg 5 Mean 180.0 62.4 44.4 12.24 0.488 141.6 4.758 106.0 9.60 8.32
S.D. 13.3 20.9 7.4 2.05 0.038 1.1 0.114 1.2 0.29 0.43
60 mg/kg 5 Mean 167.2 55.8 39.0 11.62 0.472 140.8 4.782 105.2 9.30 8.56
S.D. 19.9 16.0 20.9 1.90 0.030 04 0.098 1.1 0.38 0.59
250 mg/kg 5 Mean 153.2 73.0 52.8 12.86 0.470 142.0 4.686 105.0 10.06 9.28
S.D. 14.0 16.3 19.6 2.03 0.035 1.4 0.217 1.2 0.29 0.61
1000 mg/kg 5 Mean 146.8%* 69.0 26.0 12.82 0.482 142.2 4.936 105.6 9.64 9.58
S.D. 11.1 93 11.9 1.18 0.018 1.6 0.373 1.3 0.24 0.63

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o ) B Y 1U/L 1U/L [U/L IU/L mg/dL
0 mg/kg 5 Mean 5.84 3.240 1.250 55.52 19.06 6.34 14.26 4.82 56.2 18.6 428.2 0.94 0.040
S.D. 0.26 0.140 0.058 1.17 1.84 0.96 0.99 1.17 5.3 2.3 65.2 0.18 0.012
15 mg/kg 5 Mean 5.76 3.300 1.344 57.28 16.94 6.78 13.92 5.08 62.2 21.8 345.2 0.98 0.050
S.D. 0.24 0.187 0.070 1.32 1.13 0.89 0.66 0.92 5.0 2.5 82.2 0.28 0.000
60 mg/kg 5 Mean 6.12 3.504 1.342 57.22 17.28 7.00 14.20 4.30 58.0 24.2 312.0 1.14 0.058
S.D. 0.45 0.289 0.085 1.51 2.87 1.31 1.41 1.11 38 6.5 66.3 0.40 0.016
250 mg/kg 5 Mean 6.04 3.384 1.270 55.98 19.66 6.32 13.80 4.24 61.4 23.6 340.0 1.18 0.054
S.D. 0.21 0.167 0.049 0.95 2.37 0.91 1.29 0.45 2.3 6.9 83.0 0.29 0.005
1000 mg/kg 5 Mean 6.40 3.762*%*  1.426%*%  58.72%*  16.96 6.68 13.72 3.92 544 20.2 317.0 1.28 0.064+
S.D. 0.45 0.288 0.073 1.29 2.62 1.07 0.78 0.35 8.0 3.8 66.0 0.25 0.011
** : Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test). (to be continued)

+: Significantly different from 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).



Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)
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Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 150.2 62.6 17.2 13.12 0.504 141.4 4.628 106.0 9.70 8.00
S.D. 7.6 9.0 9.0 1.99 0.018 0.9 0.311 1.4 0.24 0.76
15 mg/kg 5 Mean 131.0* 73.0 11.6 15.68 0.514 141.6 4.466 106.8 9.60 8.08
S.D. 14.9 13.8 2.1 2.05 0.028 1.1 0.170 1.3 0.37 0.51
60 mg/kg 5 Mean 129.0* 84.0% 19.6 16.02 0.512 141.8 4.516 106.6 9.84 8.00
S.D. 10.9 14.4 9.0 1.69 0.045 0.8 0.239 1.1 0.29 0.48
250 mg/kg 5 Mean 130.0%* 79.8 12.0 15.40 0.522 140.6 4.596 106.4 9.72 7.96
S.D. 9.5 12.6 5.6 1.96 0.041 0.9 0.440 0.5 0.24 0.40
1000 mg/kg 5 Mean 141.2 97.6%* 20.8 14.92 0.502 141.2 4.630 105.6 10.00 8.18
S.D. 12.1 12.4 14.8 1.47 0.031 0.8 0.327 0.9 0.23 0.22

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 27  Biochemical findings of male rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o ) B Y 1U/L 1U/L [U/L IU/L mg/dL
0 mg/kg 5 Mean 5.42 2.840 1.108 52.48 19.78 7.90 16.08 3.76 64.2 322 537.6 0.64 0.058
S.D. 0.23 0.081 0.094 2.06 2.37 0.66 0.56 0.73 5.4 52 94.8 0.18 0.015
1000 mg/kg 5 Mean 5.80* 2.956 1.042 50.96 21.34 7.76 16.04 3.90 69.2 31.0 552.0 0.82 0.056
S.D. 0.14 0.139 0.065 1.72 1.74 0.42 0.28 0.60 8.2 5.8 50.0 0.13 0.005
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEgq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 187.6 56.2 50.2 14.46 0.558 142.0 4.838 105.0 9.30 7.58
S.D. 12.1 9.4 20.5 2.55 0.037 1.6 0.206 1.4 0.28 0.34
1000 mg/kg 5 Mean 189.2 59.0 33.6 15.72 0.580 142.2 4.882 105.2 9.42 7.98
S.D. 14.1 5.8 14.2 3.28 0.035 0.8 0.506 1.3 0.16 0.45

* . Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 28  Biochemical findings of female rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o ) B Y 1U/L 1U/L [U/L IU/L mg/dL
0 mg/kg 5 Mean 5.66 3.204 1.314 56.76 15.00 7.48 14.98 5.78 70.2 24.8 302.0 1.04 0.068
S.D. 0.44 0.204 0.113 2.06 2.35 0.73 1.03 0.79 13.1 9.2 60.4 0.17 0.015
1000 mg/kg 5 Mean 5.86 3.254 1.266 55.60 17.96 7.10 14.54 4.80 63.2 23.2 333.0 1.04 0.062
S.D. 0.32 0.195 0.199 3.60 3.66 0.85 1.00 0.62 59 2.8 58.7 0.23 0.011
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEgq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 118.6 72.0 8.2 16.42 0.610 142.4 4.474 108.2 9.20 6.64
S.D. 9.8 20.7 3.0 1.61 0.048 0.9 0.371 0.8 0.20 0.99
1000 mg/kg 5 Mean 126.8 66.8 8.6 17.88 0.610 142.8 4.498 108.0 9.24 6.42
S.D. 11.2 17.1 3.0 1.35 0.054 1.3 0.144 1.6 0.11 0.58
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Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

End of administration End of recovery
Benzanthrone (mg/kg) Benzanthrone (mg/kg)
Control 15 60 250 1000 Control 1000

Number of animals examined

W
W
W
W
W
w
W

No abnormal findings

Thyroid : White mass, unilateral

Skin of cervical region : Trauma, unilateral
Epididymis : Yellowish white patch, cauda, unilateral

SO O W
OO O
O = O M
OO O W
—_— O =
S O O W
SO O W

Values are expressed as the number of animals.
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Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

End of administration

End of recovery
Benzanthrone (mg/kg) Benzanthrone (mg/kg)
Control 15 60 250 1000 Control 1000
Number of animals examined 5 5 5 5 5 5 5
No abnormal findings 5 4 5 5 5 5 5
Uterine horn : Cyst, unilateral 0 1 0 0 0 0 0

Values are expressed as the number of animals.



Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)
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Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 1079
0 mg/kg 5 Mean 3510 11.034 3.146 2.674 0.762 0.696 0.198 1.308 0.370 2.122 0.602 11.96 3.408
S.D. 20.8 0.745 0.140 0.072 0.037 0.062 0.019 0.151 0.043 0.101 0.022 1.12 0.272
15 mg/kg 5 Mean 3542 12.190 3.440 2.760 0.780 0.704 0.200 1.250 0.356 2.072 0.586 11.18 3.154
S.D. 7.6 0.750 0.185 0.126 0.043 0.067 0.014 0.050 0.017 0.044 0.019 0.93 0.225
60 mg/kg 5  Mean 3534 12.530 3.542 2.848 0.810 0.714 0.204 1.314 0.372 2.078 0.590 11.74 3.332
S.D. 29.0 1.562 0.259 0.137 0.048 0.120 0.040 0.168 0.031 0.055 0.049 2.02 0.547
250 mg/kg 5  Mean 364.0 14.064**  3.858** 2874 0.788 0.752 0.206 1.274 0.350 2.112 0.582 12.24 3.358
S.D. 18.2 1.739 0.338 0.321 0.064 0.127 0.043 0.127 0.034 0.064 0.038 1.19 0.178
1000 mg/kg 5  Mean 337.0 12.652 3.740%* 2730 0.808 0.772 0.230 1.278 0.380 2.042 0.608 11.78 3.500
S.D. 29.0 1.800 0.273 0.348 0.044 0.165 0.038 0.207 0.032 0.109 0.034 1.16 0.177

** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test). (to be continued)
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Table 31

Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)

Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10°% mg 10°% mg 10°% g % g % mg 10°% g %
0 mg/kg 5 Mean 643.0 183.408 15.84 4.498 60.2 17.194 3.134 0.894 0.712 0.204 409.8 117.604 1.276 0.368
S.D. 95.7 26915 4.07 1.078 5.5 1.861 0.244 0.064 0.061 0.017 78.6 25.743 0.168 0.069
15 mg/kg 5 Mean 717.8 202702 20.62 5.826 56.4 15.920 3.194 0.900 0.716 0.200 472.6 133.580 1.150 0.326
S.D. 170.9 48.947 6.51 1.831 7.8 2.101 0.219 0.055 0.038 0.012 59.1 17.922 0.120 0.033
60 mg/kg 5 Mean 660.8 189.122 20.60 5.834 57.2 16.242 3.134 0.888 0.710 0.200 364.6 102.672 1.222 0.346
S.D. 186.5 62.483 2.12 0.409 8.2 2.621 0.182 0.043 0.065 0.016 121.7 30.553 0.275 0.070
250 mg/kg 5 Mean 35882 161.618 20.80 5.720 58.4 16.014 3.024 0.832 0.658 0.180 345.0 95.502 1.180 0.326
S.D. 91.8 24.001 1.85 0.529 11.7 2.907 0.126 0.065 0.031 0.012 56.8 20.549 0.100 0.040
1000 mg/kg 5 Mean 35766 171.502 21.02 6.264 58.8 17.482 3.008 0.894 0.710 0.214 448.0 134,322 1.160 0.344
S.D. 46.0 11.351 3.93 1.188 7.6 2.168 0.141 0.071 0.063 0.032 36.3 21.120 0.152 0.030




Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168)
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Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 5 Mean 222.8 6.768 3.040 1.814 0.816 0.482 0.216 0.802 0.362 1.926 0.868 13.18 5.918
S.D. 17.4 0.769 0.291 0.208 0.108 0.049 0.017 0.063 0.031 0.075 0.073 1.70 0.635
15 mg/kg 5 Mean 226.0 6.968 3.076 1.768 0.786 0.546 0.238 0.870 0.386 2.000 0.900 13.42 5.984
S.D. 322 1.215 0.207 0.170 0.034 0.171 0.049 0.121 0.017 0.048 0.106 2.11 0.897
60 mg/kg 5 Mean 216.2 7.240 3.350* 1.822 0.844 0.512 0.238 0.794 0.368 1.974 0.912 13.14 6.084
S.D. 7.1 0.278 0.124 0.160 0.076 0.072 0.033 0.052 0.023 0.088 0.018 0.80 0422
250 mg/kg 5 Mean 221.8 7.382 3.328 1.846 0.832 0.462 0.208 0.800 0.362 1.922 0.870 12.50 5.620
S.D. 13.6 0.460 0.068 0.074 0.028 0.083 0.036 0.055 0.040 0.049 0.055 1.62 0.482

1000 mg/kg 5 Mean 214.2 8.322% 3.888%F  1.724 0.806 0.482 0.222 0.846 0.394 1.962 0.922 13.80 6.420
S.D. 20.7 0.781 0.148 0.184 0.034 0.075 0.016 0.098 0.015 0.068 0.061 225 0.708

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity study of Benzanthrone (SR07168) (continued)
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Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 1079, mg 10°% mg 107%% mg 107 g %
0 mg/kg 5  Mean 5924 267.860 16.42 7.492 76.6  34.590 88.2  39.592 0.674 0.304
S.D. 451  36.106 3.81 2.180 11.3 6.270 7.7 1.658 0.154 0.080
15 mg/kg 5  Mean 519.8 227.668 16.60 7.336 66.0  29.370 89.8  39.686 0.478 0.216
S.D. 1565 52567 2.90 0.559 9.4 3.345 15.2 3.267 0.172 0.097
60 mg/kg 5  Mean 5332 246.648 14.76 6.804 694  32.188 834  38.658 0.600 0.274
S.D. 707 32.246 2.58 0.977 8.5 4.614 9.4 4972 0.220 0.096
250 mg/kg 5  Mean 416.0% 187.606** 12.86 5.794 614 27770 83.0 37478 0.452 0.198
S.D. 513 20714 3.30 1.438 5.4 2.949 5.0 2.300 0.185 0.074
1000 mg/kg 5  Mean 488.8 228016 15.08 6.982 68.2  31.694 872  41.038 0.468 0.214
S.D. 80.6  35.393 3.53 1.256 11.9 3.735 14.7 8.144 0.148 0.052

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 33  Absolute and relative organ weights of male rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 1079
0 mg/kg 5 Mean 44438 13.294 2.996 2.984 0.670 0.792 0.178 1.484 0.332 2.152 0.484 11.20 2514
S.D. 31.3 0.927 0.226 0.236 0.031 0.041 0.013 0.241 0.044 0.101 0.015 1.25 0.138
1000 mg/kg 5 Mean 4184 13.286 3.178 2914 0.700 0.760 0.184 1.442 0.346 2.200 0.526* 12.30 2.946%*
S.D. 22.5 0.823 0.133 0.199 0.033 0.071 0.022 0.078 0.036 0.058 0.032 091 0.235
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg o 107% mg 107% mg 107% g % g % mg 10°% g %
0 mg/kg 5 Mean 653.0 147.948 24.16 5.426 59.0 13.314 3.448 0.778 1.040 0.234 521.2 117.120 1.502 0.334
S.D. 1132 32.587 5.46 1.179 3.0 1.141 0.191 0.052 0.066 0.017 111.1 24,125 0.172 0.021
1000 mg/kg 5 Mean 579.0 138.774 20.64 4.948 63.6 15.210 3.470 0.832 1.100 0.264 5104 121.602 1.394 0.332
S.D. 61.7 17.083 2.99 0.821 11.7 2.628 0.121 0.053 0.122 0.025 154.0 33.719 0.126 0.029

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 34  Absolute and relative organ weights of female rats in 14-day recovery study following 28-day repeated oral dose of Benzanthrone (SR07168)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 5 Mean 235.4 6.520 2.770 1.720 0.732 0.504 0.214 0.836 0.354 1.932 0.828 13.62 5.786
S.D. 214 0.563 0.085 0.115 0.058 0.046 0.027 0.074 0.017 0.060 0.089 2.03 0.650
1000 mg/kg 5 Mean 226.6 6.362 2.804 1.648 0.730 0.516 0.220 0.732 0.328 1.936 0.864 13.12 5.788
S.D. 27.4 0.853 0.077 0.184 0.012 0.237 0.074 0.105 0.061 0.052 0.094 1.66 0.261
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 10°% mg 107% mg 10°% mg 107% g %
0 mg/kg 5 Mean 417.0 178234 13.42 5.708 74.2 31.856 88.4 37.666 0.438 0.184
S.D. 56.7 28.847 3.57 1.390 6.7 5.087 12.7 5.342 0.046 0.021
1000 mg/kg 5 Mean 3952 171994 13.62 5.958 71.8 32.134 90.2 39.728 0.410 0.182
SD. 1196 31.832 2.93 0.774 6.3 5.553 13.1 1.415 0.060 0.026
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Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)

End of administration

End of recovery

Item Group 0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 5 S 5 5 5 5 5
Organ: Findings Grade
Lung: Metaplasia, osseous + 0 - - - 1 0 0
Liver: Microgranuloma + 3 - - - 4 3 3
Kidney: Hyaline droplet, proximal tubular epithelium + 1 1 1 3 5 0 1
Regeneration, tubular epithelium + 2 2 2 2 3 0 1
Epididymis: Granuloma, spermatic + 0 - - - 1 0 0
Prostate: Cellular infiltration, inflammatory cell + 0 - - - 0 2 3
Pituitary gland: Cyst, pars distalis + 0 - 0 | 0
Thyroid: Fibrosis, stroma ++ 0 - - - 1 0 0
Parathyroid: Fibrosis, stroma + 0 - - - 1 0 0
Skin of left cervical region: Ulcer ++ - - 1(1) - - - -
Fibrosis, dermis and subcutis ++ - - 1(1) - - - -

Values are number of animals with findings.
Values in parentheses are number of animals examined.
-: Blank.

Grade; +: slight change, ++: moderate change.



Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of Benzanthrone (SR07168)
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End of administration End of recovery
Item Group 0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 5 S 5 5 5 5 5
Organ: Findings Grade
Lung: Mineralization, artery + 1 - - - 0 0 0
Liver: Microgranuloma + 1 - - - 4 1 3
Kidney: Regeneration, tubular epithelium + 1 2 0 0 0 0 0
Uterus: Cyst + 0 1 (1) - 0 0 0

Values are number of animals with findings.
Values in parentheses are number of animals examined.
-: Blank.

Grade; +: slight change.
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