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4. EH

l-zuaua7 A5 % )/ 028 BEIRKER KRS FHERR L 6 BE O Sprague-Dawley
% SPF 7 » b [(Crl:CD(SD), 1 B k% 6 Xix 121E) 2HWTCEB L, REEIXO
(0.5 W% A F A0 —RKEW . HREE) . 4, 20 ROV 100 mg/kg & L, F7z,
REBEEL 100 mg/kg BEBHO—HMOEE (1 HHES 6 /L) I oW TIIREHMKT
% 2 BRI OREHMZR T, EUHEELOREEEZRE L,

M —RRE, BARUCBRECHERDEREOEEBIIRD bR o1,
—MIREE T, BREHREPICEBRY 100 mgkg B EHOMBETRD b,
BERERVCAREHNE TIX, #5 48 CEHBIFIE IS W TEED 100 mg/kg 8
HSEOHET, BREHEOKMED 100 mgkg REFHDETA LN,

BEETIL, REHHMHITEMED 100 mg/kg REFHOMMBETRD LN,

RBETIX, B#E 4BOAFTHBERN 100 mg/keg &5 FEOMREIZ, LEC/IEE
RO BB O BAME R 100 mg/kg BEBHOEICR D bhiz,

MEFRE TIE, BEHHR TRICRLERE, ~E/mEVBRBA~N= 27U v B
EDEMED 4 mg/kg SLE DR EEEOHE L 20 mg/kg THEHOEET, FHRMLKREHOD
A 20 mg/kg A L OB EBFOM T, FIHRMER M A FRERE OKMED 100 mg/kg 3 55
OHET, WERIMEREFOBMED 20 mgkg L EOBREFHOMEHETH LN, £, Tk
oy REMOBED 100 mgkg BEHOBETRED bk,

MELFERETIE, B VAT 0 —/LORMEDN 100 mg/kg FEBEO MR L Y
DEAEDS 20 mg/kg LA EOREFHOMTH LN, £72. U VIEEDOREMES 100 mg/kg
BREBHOMBET, ZVa—XDKMED 100 mgkg #EFHEOMTH LN,

JFERE T, RO R OHMIEROEMD 20 mg/kg LA OB SEEOHE L 100
mg/kg B EBEOBE T, MBFERNIZ/PNEFLEFMAER AR 20 mg/kg DL EOFEFEDOHE
& 100 mg/kg HEFHOMHE T, FRBICB W CHEEAZICIER FEMEOIEKXD 20
mg/kg A EOREFHOHET, BROMEMNEEOEMED 100 mg/kg HEHOHET, K
ZENRAE RO FERE/NE A 4 mg/kg A L OREBEDHE L 20 mg/kg BLED
EROHETH BN, Eo, BIBROENH 5 WITHEMEREDOEED 20 mg/kg B EFHED
BEHET, MBFENICARLED 4 mgkg L EOBREFHOM T, 5 >R OEESELO
ToEEDS 20 mg/kg LA E DB EFHOHEL 4mg/kg L EOBREFHOMT WEROKEE (F
B2 5 T0) B W CHREEMIZE Ry OEIMEM 25 20 mg/kg PA O 5FE DM
TH LI,

BRDER S THOLNEBIZ DN TIE, HREIC L v EESERED bk,

EDRR, 1-7 a7 AT %) L ORRREETICBY 2 BE BRI CHRE

MEAHREOFROE( T, M TIRERE LRBEERFEHIREOBRBOEILLY
4 mg/kg/day & TEID LHEEI T,
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5. #®#E

EESGE EXRALR FEFER LEUHLMREOHRKICLY, 1. 270207
VASHRyETy MIC 28 HRRERORE L, FOEELALHTELE LIS,
2EBMKEL, BEOTMERZBRLOTETOREERE TS, 2B, FRBRIIHRA
SHFS I —F 7 -BPEREBSORBEZT TWA,
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6. HEMHRUAE

6.1 FERME R UEA
6.1.1 R E
R BT w’itEhiz, ARRICERA LAEREOu v b

(BfrE# D

FS, MEFIKROEY TH 5,

& 1-Z7Bua7yAT5% ) v

Ei o0 4 1-chloroanthraquinone

CAS & & 82-44-0

FR C1H,C10,

L3EEN o

0 cl

PTE 242.66

ol BE 99.11%

AFE 2 kg

BAFFIE WEEET GREREN ; EHIE : 3~8°C)

ZEM BERTH, BBRZHEECEETHo T2 EHERX
i (RAE#R2)

RAFGAT B RT WROERFEEROE | FEHEERY
HRR=E

BEWLEDOEE v R, PREMRAEREZER L,

KRR 2 EDFKENBEIT., B{LA & ot
BT T,

WA BWRYER g 2RERB E LTRE L. AT/
ST LEERMEORERIEE L, £, BHRAR
RTROBEBRDEODREIREEYBHELC T L E 2 —K
T, TRTEET S,

6.1.2 4%
2% 0.5 W/v% A F )& L1 — R KA

R, ARBICKNL>CEBLUEERETD 1-7ua 7 v RA7% ) VOREME -8B
— R RRES : A-2166) IZBWT, 0.5wiv% A F o —AKEKRP TOH
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BYEOZERRVE—HIIEFRERBIELATWHA I b, HBEE LT 05
WiV A F T — R KIBEZEIR LT,

6.2 BREHEDAR
6.2.1 87 YO HGE-]
ARG : AF A E—R (400cP, FOEHIE T EMRKXSH,
oy hES ; EWM1974) ZESFAK RESEKE
BT oy FES;8K74,.9E70) IZIEAE L. 0.5 w/v%
AFNEAT—RARKE L,

RRUEE : BERTAS%—fERHL, A% s HUNIZREICH
Y :

BREFFHIE : BEERN (FEHE : 1~10°C, EHE : 3~6°C) 2%
TL,

6.2.2 Eids RA0HE:
BEZLICLEEOHRYE L TERICER L, 0.5 wi% X Feo— R KEKRIC
BB L C0.8 mg/mLiE (ERAEMRK . 4 mgmLiK (THEMRK KU20 mg/mL K
(FHERR) 2R L7, HBRERGE 1 AU LoSEECHML, A% 7 BRI
FERLE,

6.2.3 BEHEODRESE
BERIZ1 BXRELSTOB/EN T ARICHE L EHRE THET (BBERN. 1~10°C,
KR : 3~6°C) EHXTRELE,

6.2.4 BAEPTORENE

AHEBRDE D 0.1 K200 mg/mL FREK (B : 0.5 wiv% A F A 0 — ZKEFIK)
. @FT (BEEN. 1~10°C) T 8 HI#, FOHRERT 24 RFRIEENO>H—Th D
EBKRASHRY VI —F e F—HESWEFRCER I TS HBRES
A-2166, HEFTERE3) .

6.2.5 BEREDRE - H—ERER
BE1BE 4BOREIZA VS FBECERIKICOVT, ZORE - H—H2 kR
SRRV —F v ¥ — HBREMFEFT CHPLCEZHWTHR L, TORR, X
REIZRT 2B EDOEIEIX 104.1~106.0% GrASH : KRB 2516 100£10%) |
B—H1%0.1~0.5% FFAME : CVI0%LLT) THH, WIFNbHFARHBANTH-72 (F
&R 4-1 K1V 4-2) , SITEOBEE RIZTT,
1 BENT D ORRAKEERRE
3R (B, FEUTEMOER) . 1 RIZO% 10mL
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RIERTRME I 8=0= eV &%
BIEX IR EME
Z2E 1-7va7vRAT% )V
oy pEE 10-04
RFFIE BEEET (WIBRER ; EJIfE : 2~8°C)
RAFBET HESEERETT EROERFERCEFTEERE
RIFHET
ERMESE
HPLC AT A
L ROEK g —
HPLC 2695 B R —T g VEV 2L
B 2487 F = 7 /U A UV/VIS B 42 Waters Corporation
T NEERE Empower
HPLC JIE & &
BT 5 Cosmosil 5C3-MS-II
(4.6 mmx150 mm , 5pm. FTHTA TR 7 HREH)
7T LMMEIRERERE '
30°C
BEIH BRK/ A F ) —v (28, vIv)
iR 1.0 mL/min
R UV (BIEE K 254 nm)
AR : 10 uL
A= Y7 —BRERE
10°C
ST 6
BEANIERF
HEAERF EA S EARE

BERKE AT 2BEAMER)

BERE (EER)

HEERHEE (0.8 mgmL-EE)

BEEARE (4 mg/mL-LE)

HEEARE (20 mg/mL- EJE)

BIEEARS (0.8 mg/mL-F/E)

BERES (4 mgmL-+E)

HERRRE (20 mg/mL-FE)

HEENEE (0.8 mgmL-TE)

HIEERRE (4 mg/mL-TE)

11

et | et | i ]t | e [t |t | [ | 0 | 00

BIERARE (20 mg/mL-T /&)

BHREERECAEEZERFABORER, BEAS 4 BERUNICERELE, 2
B, AU F—va L BRT, - U5 —RICRIT B 24 SEEEE
DEEEPEREINL TS,
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6.3 HREPERUVREOEIRER

EUERBRETA FIA LTy b2AVWERBREILEL SN TW3S, ZORE
WHERINERFEDOT v MIBER LA, TRERNEETHD Z L bHER
L7,

6.4 REIVERUEST

Sprague-Dawley & SPF Z » b [(Crl:CD(SD), HAF ¥y —A 2 - Y - &, B
AEEE L F—) MHES 47 2 SEBTAFEL, Y5 C9 BRIRE - BILET L.
—fREBOBE (1E/H) | AEAE GE) RUHEML—RREOBEE (1E) %217
V., FEENE, —BRRERVFEAL—RRECBERIZEERADNTREL EbR
HEERES 36 I (EREL U THERER 24T, EIEREE L CHERES 1218) %38, 6@EE
TRERICH L, BE5H%BA OFEERHBEIL. #T 190~212 g, HT 151~175 g TH o
7o BMIZRE - BMEHIRI P OB ERMEIZ L VENE, BT UB (R5EKBEO 2
AR OBREBERESHT, EHOLHRERTEEEITHE LRI HRHEBRL
7o BIEDOEIMTIZz v Ya—F2RWET 0y 7EBHERCEESHHEOREAE
(Fry 7EBIECULERELER L, RBRERVCHEANOEEESZEIELICENT
72) WLV To, Eo, RESMITRERGEHICRBRRAN ORI LERFEI R,
) RERETEE Y BESCLEIIMERES 45 T Th o A%, BEICIIMES 47 ITAMA Shi,

6.5 #HAEEH

BRI 21~25°C (RFA#F : 23+3°C) | FAXHEE 41~67% (FFA#H : 50+20%) |
B EIS 1 R 10~15 B, FRAF 1 B 12 B[ (07:00~19:00) OBFEEE (201 =)
T, 7545y FRERBEM S/ — (W 250xD 350xH 200 mm : BA — UHREH)
TEANFAFTL. #0 |EORFTFENOERLER Lz, BFEHEE CRF-1 (FV =¥
NERTEKRRES®E, vy FES 090512, 090609, 090805) iT#AfEszHWT, £
7o, HESTEKEKREZRARIZELY BHICEBRE Y,

6.6 MMNBRUKHKPIOEANE

FEFDBAMEICE L TR = v MZ-2W T Eurofins Scientific Analytics T4
FEiTo F72, BEKIZOWTIREBMBR o F —HRAKHICAKE BB
LARBEREZEHOIC (F4E) EKELE, 2O OSHEREEL AT L. RBRHEE
WCREBPRNLEBER LR, FLERELE.

6.7 BHMOHENRULTT—I~DRT

I AR/ B B 35 UCEEERBI Lic, AWML O3S TRIE COMIIX
HBRES, HIERVCEESESE2HE Ly =V 7 U0, BEod%ix, Bk
CHEZ L FHEE, K, PROEAEROIR) I24HT0FEEE2DT R, ZOBA.
1000 DAZIZEE, 100 DACIXE (0FZHE, 1 ELZHE) | 10 & 1 OLIXEGKES L L,
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FEE— I, BEOURMETHERALES VI V0REICHAE B) Tty
FLIeZ e, BRES, REGEK, RE5E, % 8ES. FEES KU
BRTFERZHE L, XL, FElR—RREBOBE, BERE, EHRUCARED
BHEEDZ, BEFIR L TREDHEREHRT 72D, r—Y I~ LE#RELTH
BEs. R OCHEESOHRERIRNLI,

6.8 IXEREK. X5HE. REEZRRUREYRE Eho0:2REH

TEMERBIEN A P A VICHED BRI NS ZZR L, RE5HMIL 28 AR
& LTz, HERBIIRERGHR THHIITPA TS 1 H 1E (7TR/GE) & Lk,
EERIEEOMFEHERHNT IOICELNLEX LGNS 28K (14 HR) &L, &
DRREETDRP o7,

6.9 H®E5HX

BEAEIL S mLkg KEE L, Y U F 2 AV THREE RS L (08:03~11:52
O . REBICIIEE (0.5 wh% A FAE A —XKER) Z2R%CEE L, @
KT oS ERE FOREA 0.1 mL) REFOKREZ ERECEE L,

6.10 BESRUZOHERMI TITHERL

1-7ua7 A% 7000 (0.5 wh% A F e —ZKEEHR) . 100, 300 XX
1000 mg/kg/day % 1 BEMERES SUED T v M 14 BRRKERARE LEBRD . 2%
fbd LT, METEERMERSHOBEERIELSALNIZZ EM D, ARRIZ
BT 5&EGEIZ, 100 mg/kg 5L EmARL L, AL 5 TRLU, 20 mgkg 2 FHE
2, dmgkg ZEMAERE U, SEEZMZ 4BERE Lz, 1Yy 0o8meE#T
IXHERER 6T, EEM CIINBHECEHEN CHEMEL 6L s Uiz, BERES KD
#1ITFRT,

= 1.BEER
ER BER | B K | BE5E5R e ¥ ¥ B
(mg/kg) | (mg/mL) | (mL/kg) Bhinkk | BUES | Bk BYES
% 6 1001~1006 6 1007~1012
XA 0 0 3 | 6 1101~1106 | 6 1107~1112
. i3 6 2001~2006
ERER 4 0.8 5 i p 21012106
S 3 6 3001~3006
R 20 4 3 | 6 3101~3106 ]
Y . T 6 4001~4006 6 4007~4012
DIkt 100 20 3 i3 6 4101~4106 6 4107~4112

6.11 HBERUBREDAE
FNETNEREINZHHICBEEBEUOCREZE R L, RROIOEZEIZE L TILTR

16
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D@Y & L,
#4518 (day 1 of administration) c | LB A ,
5 18 (week 1 of administration) : #&E& 1% E57H
E#£ 1 B (day 1 of recovery) : BER%ER (BREHFETOER)
B2 138 (week 1 of recovery) :EE125EETH
6.11.1 — iR IKE D HER

EEFECOVTREHRTIIEE 3E REMERSERR ORI 2 BEE (172 L.
FHML-RREBOBE, MERE., BARVEREDRAELER T SRITRERTL
KREERO2E) | BEHMTEER 1B, 4R, RBRE. B, TSHRUHEHR
Win ¥ O—fRBEBE LT,

6.11.2 T RKEORE., BitkE. BHARVARKESBEDAE

M —RREOB R, 2fGICOVWT., BEBESENC 1 EH, BEHBTROE
BHMPIIEE 1 EEE L, £7-, iERE, BARVCBREFEOAMEIL. BE
418 (HEEHRE5 260, M2 H5270) RUEIE2HE (B 13 B) 2f7-7, MR
—RRIREDBEE CBEREICOVWTHEIMMES D WE AT LEFERAEEAVWE,
7B, BREUCRERIBREDOEHREZHIR (7714 ML) L, 8% 7 X AICERE
L72REECIT o 7,

6.11.2.1 H#FHT-—RREOHR
) F—sr—YRNEE
T8, @ RETH
2) FRF-TCOEE
F—UrbOmMYHLRTE, KE - REORE, IR - 045w, IREK (IREkZE
. IRBREAGUIREE) | WK, BRMEHERE (RFE. LB, BEALE, WE EEE
®) . N RI 7Rty s RE
3) AT 74—V FRBE
REDREE, 8. RETY. ERTH. HIT. £%. HEV. UL EFVEEK.
e (B, HER)

6.11.2.2 BEERE
R, SaERs, BMEIS, MERS, B, ZPERRN,. &tBREIE

6.11.2.3 ERE

CPU #—< MODEL-9502A (7 A 22— =7 U v Ik REtt) 2HAWVWTHIER
UBEORHZHIE L,

17
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6.11.2.4 BREH=DHTE
EEREWMH AR EE P —NS-AS01 (&t —uHY A R) ZHWTH
REBEZBE L. BIEIXT1EBEAE L 10 5BERE0~60 2 DHEIEE L £ LT,

6.11.3 KEAE
2K T, REPETERERS 1, 4. 7. 10, 14, 17, 21, 24 ROt 28 B O
Saic, EMEMERIXESE 1. 3. 7. 10 RC 14 BIZBEIE LTz, HIEIX 08:26~10:29 D

BT o7z, FIRBICIIHEHNBREEEREH OO, giENL0 16 BEREAEXEED
EEZAIE LT (08:04~08:17) ,

6.11.4 HEERE

2FEIZHOWT, BEHMPITEE 1, 7. 14, 21 RV 28 B O ERIIC, EERIHE
FIXEE 7 RO 14 BICHIE LT, BIENL 08:36~10:38 DREIZIT o 72, . G5Bk
AOREZIEN»SD 1 FEZ, #57HIX6 AROREEREL. ZO®IX TR
CICTHEORHEEREZREL, 1L BEE2EH LA, EE 1BREE1B»S 7

BETO 6 HFOREERELY, T0ORIT7TAFOERHEERELZBEL, 11 BE
FPEHIL~,
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6.11.5 RE&EE

5 4 BROEE 28T - 72,

®E 4 (&5 2 Bo®ER) EfEIC->VWT, BEE 2R (B4E 11 8) EE
HOLSEERIZSOVWT. RELYAILENETNERBE LYy P Ly — VB L., R -
HHEEBAKT C4RHEREZ RO CEHBER-BHEKTCTEORD20MMREZHERL .
R2CEHLE-HABROFEILLORE L, £, #BKEEZ, BRI —JINEL
IRETHIANDO | B0 0BAESE, HAREZAVTHIE L,

®2.REEOEBD. ARERVERA#SELL

1) 4 BERICOWVTORE

REEAR RIEF &

pH A—av AT 4y 7 R TEARBKY (F—7 LA BERXE&HD)
ABHE F—av AT 4y 7 A TEARBREY (7F—7 LA HKREH)
r ek F—2a AT 4 v 7 R TEARBEY (T —2 LA KAEH)
Fa—R A aVRAF 4 v A IJEARBEY (7T—27 LA BRALH)
Wi F—avARF 497 ZAIEARBED (F—7 LA #%REH)
EUAE Y F—a VAT 4 v RA-TEARBED (7 —2 LA BRAH)
oney ) —4Fy F—aVvRTF 4 v XTEARBRED (F—7 LA BREH)
k| HIRE

RE 4HHE) ® BEAAC Yy VELAWEARAE (B : mL)

2) 0B RICONTORE

REEH BEFE

RE Qormg) ® ARV A —FRWEARHE (B : mL)

BEE KA TED (B : mOsm/kg)

ERRE#RSE

3 . AUTION™ MINI AM-4290 (7 — 7 LA B%R4&4)

Y. HEBRBETAEESE A—FT7 L FRE v hOM-6030 (7—7 LA HEREH)

) ABMHOREL W0EMORELAEH LT UEMORE (mL24h) ZEHLE,

19



B-6577

6.11.6 oEPRE
BEHEECEEHEET OB B OHEHBRIFC, BTE»H—K (16~20 M) i
RIE-L2EBICONT, =—F VKRBT CHIE L. BXEMKI S EDTA-2K ME M
i (SB-41: A A v 7 ABRKEH) Wl B 1ml) ZEWLEZ, SO -MEC
DWNWTHRID) KRB LAEERCHFECLORE L, EiZ, @K (0.9mL) % 3.8%
g ) U ABBRINRRE (MEIFCHL 1 FOEE) ICERL, mO508E
(% 5-HiE#& T 8 ; 3,000 rpm, 1580xg, 10 43 [, [ HHI#& T HF ; 3,100 rppm., 1690xg,
12 50D WL vELRZmEHZOVWTEK 32) KRHBLAEEROHEIZLOREL
Teo 728, BIRIZ X AFERICIE 2. £EE&IZ 2V T May-Griinwald-Giemsa e 83512 X
LDMEBHEARELER U0, BRICEDHRIRE L HRT L, SRIIER L, o
72a

&3 MBEFREDEE., ARERVERABSELE

1) EDTA2K ILIRIZ DWW T OBRE
REEH HE Bify
FRLEKE (RBC) 2HEL—F—Tu—h g FRA Y Y 10%uL
~ESa R (HGB) YT URABANTE TR g/dL
~< ;27 Vv ME (HCT) RS P RMRAEF»OBEH Y %
FHFRMERERE (MCV) 2HEL—Y—Ta—H A bA Y —iED fL
ERmEkmeaFE (MCH) RMEER R~ T o BN HER Y pg
EX R MR ML AERE (MCHC) ~E/nb v BROA~AT b7 Yy MEMDERH? g/dL
WHRMEKE (Retic.) RNA B LB L—F—Ta—F A b A MY —3D %
S (PLT) 2HEL—F—Ta—H A A NY—? 10°/uL
EfEk4 (WBC) 2HEL—F —Tn—HY A FA YD 10%/uL.
F LBk g 4y ® ANFAF P RBICLDH 7~ A A Y —ik %
LQREL—P—Tr—Y A A Y —7EY 10%/uL

2) 7 BT Y U ANME» S SEEL MBI OWTORE
REHEE e Hik BEA
o hu R (PT) oy bE® S
EHHEERS ba R

75 AF HER (APTT) sy kg S
74 7Y )—4 8 (FIB) hayAR7ZRF L ED mg/dL
E R
D BAMEERERBET P ¢ 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA )
° . iR B B BIESEE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) ¢ UrsEk (LYMP) | SF9ER (NEUT) | SFBEEK (EOS) . FHE &R (BASO) . HEK (MONO)
BROKRBFELER (LUC) , ¥/, AARESEL ANKE» OELEOEREEH L,
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6.11.7 miREERE

MEFRERRE L RRRICRR L2 (9 4ml) ZEREERERIAVRBRE (X
Txl MI-A— by T F KRS KB | RO BE (B 5 R T EE; 3,000
rpm, 1580xg, 10 5yfl, EHEHAKIE TEE ; 3,100 rpm, 1690xg. 12 &ofE) L. Fbh
MEIONT, R 4.1) KREBELZEBROFEZIORELE, £/, ~RD &
IERBRE (M 1 mL Y7208 20 DO~ V) [CEBRLZME (2 mL) &%
DB (B 5 HR& TR ; 3,000 rpm, 1580xg, 10 /[, EIEHIRILTHEE ; 3,100 rpm,
1690xg, 12430) L. BoNMEZ oW TE 42) KKERL-EHAROFEIZLY
BELE,

F4 MBLPREOHE. MEERUHERABRLL

1) HEEL7=MFCOWTORE
REHER BlEH ik ELivA
ALP Bessey-Lowry & 2 IU/L
B2 L RAFua—i (T-CHO) CEH-COD-POD i ¥ mg/dL
FUZUETA E (TG LPL-GK-GPO-POD # ¥ mg/dL
Yy “igE (PL) PLD-ChOD-POD # mg/dL
BEYALEY (T-BIL) YA YRS —FED mg/dL
Zra—2z (GLU) Ira—RXFe Rarh—Pg? mg/dL
R#EEFE (BUN) Urease-LEDH i£ ¥ mg/dL
7 LT F=> (CRNN) Creatininase-creatinase-sarcosine oxidase-POD { ¥ mg/dL
FThU DA (Na) A& VBRBEE Y mmol/L
Y oA (K) A F 2 RIRBEE Y mmol/L
wFE () A+ BREREY mmol/L
I (Ca) OCPC £ ? mg/dL
®|EEY > (P) Y TFUBEY mg/dL
wr-AiBg (TP) Biuret £ g/dL
FNAF I (ALB) BCG i ¥ g/dL
AIG H (A/G) BEABEBRUTATIVONGENM
2) ~2RY UMAED b o LRI OV TORE
REHEH BIEFHE ' HAL
AST UV-rate i IU/L
ALT UV-rate i ¥ IU/L
LDH UV-rate i& ¥ [U/L
y-GTP L-y-Z B IN3-INEXS-4-= buT=) FEE? IU/L
5 R E R
D BRR{CZEBOIERE TBA-120FRE (Fitt4 : REAF 4 AR F A XBREH, BHL &
XEHFEZ)
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6.11.8 REZERE
6.11.8.1 Bl

TRTOBMICOWT, FHMBEERENROENIC L D MBS, EHE - B -
R - BH A2 STE2FOHE - HiBORRIC L 2R EEN 21TV, BELLE
L7,

6.11.8.2 HEESEJE

TRTCOEBHZONWT, RIETRTREOEE (BXHER) 2HIETALEbIT,
HMEELHRBOBENOEE 100g4U -V OHHERZEH L,

2B, *HEfM LA OBRETICS>WTIRERM X IZHE L., 04 EHE CHMm
L7,

M, BB+, BOAR. REER. OB, AR, B, BE*, BR LA g+ FE

6.11.8.3 REREERE

FTRTOBEIZOWTRICRTHRE - HBEETERRL, U UEBEE 10vol% R~ T v
WCHEE L, 7272 L., Fitk U U EREE 10vol%e < U Wik E A, IRERR UM
BIT) BB EIR TR U 3vol% 7L Z LT LTk F-2.5vol% k< ) VIR CEE
%®, BREUHEEKLIT 7 VRCEE LR, Z2hth, U VERREE 10vol%hi <
VUVBRTHREL, X770 A8 LT, 20%, IFELTAT XV YV e 2 F Y
VREEREZER L, THOMBHEOEHER (HRMEETMIZ OV TIREA)
WWOWTER L, *TRUZEAMEREIZ OV CIRE/M 2L Uiz, SERiZER
DIHITolz, 2B, HROEREOEE N RDOh - HEORE. ITiE., BRERCKE
(FHizat) | BOPRRLHEOXBE (FHEZSL) oW TRERVTHER
N EEEOEBEICONWTIRER L, o, LE/MEOERESUICBWTER
OXBEL FTHEHOES | FITRMNRLZLNEZN, PEFITHY ., BREEICBY
THBROEREOELIBDO LN THRNI End, REBREREICEEIT AW EHETL
7o

K. /b, FwR BT (W) | B+ TEE, BRI ERE/ME, Bl
B KRR, BRI, BTV o8, BREBEY R, LR, K. T (KREXESD) |
B. +28B. =5, BB (A oAREET) (B BB BB TR B,
FERE, AEEx. R b+ BZIR, B+ T8, 88 (BHZ2T) . XEBF (B
BEate) *RUOKBESHEHED *

iz, BPR (FEHRRIXRKE ST, ~~ b2V v« VU REERER
ETEBLE, ) . ~—F R, WXER, F. &E. ETR. TR, ER IS
BE. LR (B | KE (BE&H) . BEEEIEAT (BA) ROMEEEHH LT
BEL,
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6.12 fRETHARNT

HET—% (A—7v74—AFABEOEEMNER, HEREIIRB T I EENE
H. 5. BREHE, KE, AEHMNE, BHEE. BKkE REREOTEMNEA.
MEFRE, MECFERERVOBEER) 125V T, MEBEHLSREHE L O CTHRE
BT BT o7, 56T, EBIT OV TIT Bartlett REIC X W SBHEORELITo72 (B
BKYE Al 1%), 0B E LWIES 1 Dunnett 3% %2 F VW T IEE S5O B A X Dunnett
B D meanranktest Z NN T, MBHEEREH L OB TRELZIT-o (BEKE &
fl S RO 1%) ., 7228, BIERHICOWTIR, FREZ I VEEOSEBOB—HORE (F
BKEE : Ml 5%) #1To7c, ZDEHER. S8 ERBD NG EITIISREE L%
BRMERGEH L OEHEOEIC VT Student D t1RE (FEAKHE : B 5 RO 1%)
. EOBENRD bR o TmBAITIE Aspin-Welch @ t RE (HE/KHE : @l 5
B 1%) ®1T-712279,
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7. HEHR

71 —RRE
A& % Table 1-1~1-3 KUY Appendix 1~10 IZ/R L7z,

1) #EHM
BERD 100 mgkg BEFHOMHETHRE 2 AR, REHHZEBL RO ONE,

2) [EEHIRE
BRI 100 mg/kg BEFHOHHE CREIE 3 HETRD LK,

7.2 HML e, BERE. BEARUBHREHE
7.2.1 S — R iKE
FZ#& % Table 2-1~2-18 & 1" Appendix 11~70 iZ5= L7z,

1) BEEARM
WTFNOREBEBIZBWTHEE T, ML LEERDERSHEEXREL O

BICEEZIIRD N o T,

2) [EIEHIM
WTHORBEEBIZB VT ORI, ML S 100 mg/kg 58 & MBHEL O

MICFEZEERDON2) o7z,

7.2.2 BEERE
FX#& % Table 2-19, 2-20 RO} Appendix 71~76 IZ5R L7z,

1) ®’54%E
EHBREEIZB O TEERBEMED 100 mg/kg HEHOHETRD i,
2) E#E2#E

WTNOREFEAICBWTOEE IR, S S 100 mg/kg BB EMNREL O
FICEBEIIRO Lo T,

7.2.3 A
FX#& % Table 2-21, 2-22 & U* Appendix 77~82 IZ5R L7z,

1) &E4R
BEOFEERIEMED 20 mg/kg HEBOBETRD LN,

2) HE 28
MERE L D 100 mg/kg B EHEEMBE L ORICAEREERRD b2z,

7.2.4 BREHE
FiiE % Fig. 1~4, Table 2-23, 2-24 BT Appendix 83~88 (2R L7z,

1) #5458
BIE BRLATE 0~10 0 KR 1N 20~30 73 DHIEME DO H E R EMEL 100 mg/kg R EFHEOBETHR
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»HT,
2) [\EfE 218

HEHE L D 100 mg/kg W EEE L BEITISIRKRICHERB L. FEERROLRE o
Yl ‘

7.3 &E

FX#& % Fig.5. Table 3-1. 3-2 & TX Appendix 89~94 |Z;R L7z,
1) #®EHIR

ML LA RBMEREH L MBRIISERRICHEB L. AEEERDORRN
7o
2) REIEHFE

MERE L B 100 mg/kg B EBE L HREITISERBICEB L, FEEERDoh ko
7

7.4 EfEE
FXi& % Fig.6. Table 4-1, 4-2 %\ Appendix 95~100 IZ7R L7z,
1) #E5HIRE
BREMED 100 mg/kg B S BEOMBETHRE 7 BICRO LR,
2) [EEHAM
BEZEMED 100 mgkg WESFHOM CHEIE 7 RIZRD b,

7.5 RERE BEKEED)

FR4& % Table 5-1~5-8 & U% Appendix 101~118 {27 L7z,
) #5438

BRICBVTBERD 100 mg/kg ZESFHEOHES/126 /125 RO DI, £z,
WEZBWNC/NEE LEBROBMERH 100 mg/kg BEFEORE 412 HITH LI, B
FlOEMERPBIR D biiz,
2) EIE2HE

ML b 100 mgrkg EBHOEHMERIEERIRDO LT, RE. BAEROR
BEEZBNTHLXRBELORICERZERD b o T,

7.6 MHHEPRE

F¥#& % Table 6-1~6-6 F (% Appendix 119~136 {27~ L 7=,
1) BEHEETHE

FRMEE, ~E/a L BRUOA~N b2 ) v MEOFEEREMEN 4 mgkg LA EO#K
EHOMEL 20 mg/kg B H5HOBET, FHRLIKEEOFTELREMED 20 mgkg UL ED
BEHOM T, FHFRMKLERREOFEREMED 100 mg/kg K E5FHOMT, MR
MERBDOF ELFMED 20 mgkg A EOBERFHOMRET, /MREDOEEREME 20
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mg/kg BHEHOMET, o br  EUEREOFEEREES 100 mgkg BEHOMETR
Doz, £, BMERSEICBWTREIEREKRE L REFEREREOAFELEE
2320 mgkg BEBHOBETRD LN,

2) EIEHRERTE

~< :7 Uy MERUEHFRMKFEOR BEREMED 100 mg/kg HEFHOMET, F
BRMKMLERBEOREREME L BROKEOFEZRSED 100 mgkg B EEEDOHE
TROLNE, £, ALRSEICEBW TEREOFELREMEDN 100 mg/kg EFHD
HETRD LT,

7.7 MFEEPRE

FRAR % Table 7-1~7-4 & T® Appendix 137~148 IZ7R L7z,

) BREHIMKETE

AST DEEREMED 4 mg/kg A EOEBREBHOM T, ALT OFE RN 4 KU 100
mg/kg WEBHOM T, L XFu—1 e ) VEEOFERERBHED 100 mgkg ¥ 58
OMEHET, ALP LR E VL OFEBRIEMED 100 mg/kg REFHOHET, EHY 0
BEREER 20mgkg L EOBREHOMET, /1 a—X0FEREMEN 100 mg/kg &
EROMT, BIABEOFERKED 20 mg/kg HEFHOHETRD iz,

2) [EEMRETE

AST DFEREMED 100 mg/kg T 5RO T, WROFERIKMED 100 mg/kg 15
HoETRO LN,

7.8 HREEE
FR#& % Table 8-1~8-8 2 U Appendix 149~172 iZ7R L7z,
1) BE5HIEKET R

e R RUHEREROEEREMEN 20 me/kg M DR
EROHL 100 mg/kg BEHOBETRD b,

it : xR O EEOFERBMEN 20 mgkg BHEHD
BT, B EEOFERESMEDR 20 mg/kg 5B OMET
BHHNT,

=g : FAMEBROFR2EMED 100 mg/kg WEHDOE TR
T,

2) [EEHMKETR

P : Xt R ORI EROFELEEDN 100 mg/kg T EFHD
T, HAEROFELEMEDN 100 mgkg B EEHOHE
TROL LT,

Bhig : X EROFBREHEN 100 mg/kg EHOMETRD
LT,

BIE : MM EEORRZIEMEDN 100 mg/kg WEHOMTRD
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b,

7.9 EIRMR
FX#& % Table 9-1, 9-2 X UF Appendix 173~244 {Z5R LTz,
1) BEHMKETE
Bifi : — R R B 20 mg/kg R E-BEDHE 1/6 HITROH LN
720
2) EEHRK TR
EEHRK TR TIIRTRIIED bhihro T,

710 REASSRE

FX#& % Table 10-1~10-5 % O} Appendix 173~244 {27 L7z,

1) BREHMKETR

HRMEREIZ LD EEBZ DN DB RRE. B, Hig. Bk ke Bz
BL) RUKEBRE (BHZEl) THRLLILL,

CIB/N : B4R 72 AR b R HAR D BE K28 20 mg/kg # 5-BE D HE 1 4
& 100 mg/kg B EFEOHE 3 HI TR b,
ek ik : BHH D5V ITBRERCRILEN 4 mg/kg HEHOME 2

. 20 mg/kg T EBEDME 5B, 100 mg/kg T EHE DM
2FT, BMd D2 VTBRER D o) 4 mg/kg B 5B
DO 1 Fl, 20 mygkg B E5FEOHERE2F], 100 mg/kg &
SEOE 4G L ELSFITRD b, o, fSER
W%t HREEDOME S Bl 4 mg/kg BEBEOKE 2 5 & M 14,
20 mg/kg B EFEOHE 2 il & M 3 51, 100 mg/kg B 58
D3 B & #E 2 FICERIKIZ, 4 mg/kg B SFEOME 141,
20 mg/kg B 5-BEOMERES 3 B, 100 mg/kg B 5-FEDOHE 3
5] & i 2 il CEREIC, 20 mg/kg B EBEORE 1 il Th%
EZH b, 20mgkg A LD SO L KHBRME
B E RO THERBIRANRD bivk,

JF i : B O RS E 2 /NEP LT RRRIE RS 20 mg/kg
BEREOME 1 51, 100 mgkg EBOMBES 26 TR
o,

= g : BWr O P EERRME EEBROEFBME/INES 4

mg/kg EBOHE 4 ], 20 mg/kg WEFEOHEF L
361,100 mg/kg B 5 BEDOEER L HE 1 FITERD O,
g (BHZEL) RO B BB AR Ay D EE NS R BB EE DR 2 151 & EE 1 451
4 mg/kg T EBEOHE 3 Bl & M 2 Fl. 20 mg/kg B EFED
HE 4 5 & 5 B, 100 mg/kg T G- BEOHE 4 ) & M 5 fFlC
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KEEE (BRzEl)

Hbiv, 20mg/kg UL EOEREEEOME THEIMER A FRD
Lz,

B B SRR S DD 4 mg/kg G REDME 1 61,
20 mg/kg W EEEDOME 5 B, 100 mg/kg BEFEDHE 1 51
LS FITH B, 20mg/kg LA EOREREOME TR
fEmr@Rd b,

REHMR TR TIIUTICRIHASRO bR, ZOHBREZELLWTR

HIRFEEDOE & HET L
SN

Ooig

[E

77
.

B RETEIRS 4 mg/kg BEHOH 1 51T, B
TR AR OBEERN T REEOR 3§ LM 2 #1. 4 mg/kg
BEEBEORE 3 Fl, 20mg/kg B EEHOHE 1 Fl. 100 mg/kg
BEBHOR 15l L2 A TRD LN,

BRI E SR BE O 1 fITRO b,
B2 MERE SR REEOHE 1 Fl TR b,
BRI BIREE OFLEILE N X BB OM 1 T, Bk
BLESKHBEHOM 1 FITROLNTE, B, FHRIZ
BWT—HREREENRL BN 20 mg/kg B EFEDOHE 1
FH BV TERZ R AL SR biviz,

B2 HERE T O MR & B kR O G E ThE B %t
BEOCHE 1A TRDLNE,

BRI R EOHIRFE EA ST BEOMH 1 fITRD LI,
BRI BN E M A3 FRBE OME 1 4], 20 mg/kg R 5-EED
#E 3 6. 100 mg/kg |G BEOHE 1 HT, BHbHINIZ
B o/ N EDBRMERT IR ZE IR S X BEEOME 1| ., 4
mg/kg R EBEOHERES 1 51,20 mg/kg # 5-BEDOHE 1 51,
100 mg/kg I EBEDME 2 BT, BMD D WIXEE R
/NSRS R REEOOME 3 B & M 4 Bl 4 mg/kg 5B
DOHE3 Bl & 1S 51,20 mg/kg B 5 FEDORE 4 51 & 2B,
100 mg/kg | BB DHE 4 §l & HELFI TRD LT,
BiMdH D VITRE L RME R0z b st BEE
DHE 461, 20 mg/kg REFEDME 2 ], 100 mg/kg &5
BEOME 3 T, BEMATAERME SN REOHERES 3
B, 4 mg/kg REREDMERES 361, 20 mgkg REHED
HE3 Il & M2 51, 100 mg/kg B S-BEDHES 5] & M2 51 .
B FHES RO 1 T, BRRHEED
AR IR DSkt IREE DM 1 B, 4 mg/kg Be S BEDMHE 1 F,
20 mg/kg ¥ EBEDOHE 2 T, B BE/AEOSLEIL
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e B
R L&
EIRVA;

KRBBER B 4%

2) EEHIRK TR

EDRRBREOME 2 F. 4 mgkg HEBEOMRES 1 6,
20 mg/kg W EBEOHE 1 Fl L i 2 5], 100 mg/kg T E5F
DHEIFIEE1FITRD N,

B R TR 100 me/kg | E5BEOME 1 FlT
B b,

B MO MR EA 100 mg/kg BEEHO 2 41T
B,

B M EEOMIZE S X REE L 100 mg/kg B 55
D& 2HITRH BT,

R MEEOMRZES RO 2 #1, 100 mg/kg
B E5BEOME 1 5T, BRUREEFE/ZEED 100 mgkg &5
HO 1 flcRb b,

ERMEREITLD LEZ DN DR EBTHED O,

FEAR:

BN OFEEOBRILENIBEOH 5 #l& 100
mg/kg B ESFHEOHE 3 Fl, HEE2HT, BB VITERE
ZeBRAEm SR FREEDHE 4 B L ME 1 5], 100 mg/kg =
RO SHITRD bz,

EEHER TR TEUTIIRTHRESRO oNER, TOHBERRLELLVTH

bHREEOREHBTL
FOR R

iy

R fik

s (BHz2T)

7‘:»
—o

B AEOBBRED 100 mg/kg 5B O 2 7] TR
LR SF W sl

/NEED BN ERT R Ze B b S e IR RE O 7 1 ) & it 2 Bl
100 mg/kg B E-BEOME 1 FIC, BRI E L xR
BEOME 1 #], 100 mg/kg BEBORE 1 1T, BHLAHK
/NAIZFREDS K EREEORE 3 B L i 5 ). 100 mg/kg &5
BHOHEIF LM 4FITROENE,

B RME ORI X RBEEOME 1 T, b D0
ISRERBAERMAE DS BEEORE 2 Fl L # 1 #. 100
mg/kg R EBOMMEE 3 FIT, SR RME LM
TFEEME/NE DS R PREEDHE 1 /71, 100 mg/kg B G- REDOHE 2
FIC. BMRHEFHESSREEORE 1 5T, BHRE
BHEOMIRZEN S BEEOMES 1 . 100 mg/kg ¥
EHOHE 1 §IT, B2 REABEOGELE N BEE
OFE 3 B, 100 mg/kg # 5-FEORE 2 5] & 1 5 TERD
LT,

RS B B 5 OB S R BB EE DO HE2 5] & I 1451
100 mg/kg BEFEORE 1 fl & M 3 FITRO LN,
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KEgH (FiEE=t)

B B S DM 100 me/kg EEEDM 2
BICRD iz,

30



B-6577

8. EE

1-7ma7 rR5% ) 028 HEIKERODREFHERER % 6 8K O Sprague-Dawley
% SPF 7 » b+ (Crl:CD(SD), 1 BE#fiifE® 6 UL 120C) 2HWVWCERBLEZ, BEEIIZO
(0.5Wv% A F o —AKEEK « xHIREE) | 4, 20 X' 100 mg/kg & L, Fiz, =t
BB L 100 mgkg WEHO—HOMRE (1 BHES 61E) I oW TIIBEMMK T
2EBOKRESMZRIT. BHEE(LOFWHEEEZRE L,

—RRREE TR, BREFFPIZEERN 100 mg/kg HREHOMETED LN, BE
RIZEEHEPICBWTHEE I BETHERRINZLOD, Z0%IFIHEERL, KREZ
L AEIEHENRO v,

PR — AR T, ML DERYMEREOERBIIA NN oT,

BERE, BARUVEREBETIE, #5 4 BICEHBEMEOKMEDN 100 mg/keg &
HEEOKET, BREHEOEKMEN 100 mgkg REHDOHETAHA BNz, FTHRE R
ROBFEEREBELZRERZIA O THRNHODO NS OB(LITHBRME RS DEEN
Bbhiz, 2B, ThoOB{LIXETE 2B TIEA LN T, REIZXL Y EEERRD S
Nz, ToM, 8BE 4BICEBEADORMED 20mg/kg HEHOHETH LN, K
BRETHY, BAEH TREEREERA LN THNRWNWI E @R L 1T L,

RETIL, ML VERDERSOREBIIA DN 21T,

BRI, #5HRTHICEED 100 mg/kg REFHOMHETRD bz, ZOH,
EEHF P TIL 100 mgkg HBEHOMTRESADNTZbDD, T<RETHY, &
BEEMERET HEME TR & OB L HIT Lz,

RBRETIE, #E4EOBFETEHERD 100 mg/kg REFHDOMEREIC, LET/PIHEHE
LM O BIEF OB MER A 100 mg/kg B ESHOBICR D LN, B, Zhbo
ZLIXEIE 2 B THEA LT, REICLH2EEEIRD bk,

MRFERE T, REHBRTRICRLRE, ~E/ eV EBRONT 27U v b
BEOEMED 4 mg/kg L EOBSFEDOME L 20 mg/kg EHOH T, EHROEREFEDOR
fE2 20 mg/kg LA E DR B OME T, EHHRMmERKDL AFREDEMED 100 mg/kg 5.5
OMET, BARMERBOBED 20 mgkg A EOREHOMETCHA LN, BRMBERSIZ
E3RmMAEDbNE, £, 7r horEVERIOBMER 100 mgke BE5EEORE TR
D Hiiz, 2B, BEEMRETRICO REROLREEOSMED 100 mgkg HEFHOM
T, EARMERRORMEN 100 mg/kg REHDOETHALNZLOOREIXER L., ~~
F27 Uy MELBEIZELTWAD Z ENLHREICLZEED D WIXEIEERINRED S
Nic, £ofh, BEHFHETRIZBMEKRSEIZ BV TREIEREROEED 20 mg/kg
BEBEOHT, M/MREOBEMEN 20 mgkg EEHOHETHALNTZNISBETHY,
BREHCIHEEREMIILZ DN TRV ENLEREOTL L L, 7.
EIE # R T RIS R MR AR B DKE 100 mgkg MEFHOKET, HMERSY
EIZBWTHREEOEED 100 mgkg BEHOMETH LN, WTR L ITBRET
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HY., BEHRRTEHRIZIEALR TRV L MEEDOEL & HEFL -,

MBEFERETIE, B2 LA TF a2 — A OFED 100 mgkg 5O BEY
DEEN 20mgkg L EOBREFHOHE TH LI, ERDEREIZ L DFB~DOZENE
vz, £72. UV VIBEOEEN 100 mg/kg T EHOHERE T, 1 a— 2 DEED 100
mg/kg EBHOMETH LN, BEEFIIHLI T2V OOEBRHEREOEEN
SJohl, 2B, BEHBRTRIIIWTLOERLLHEEK L, KREIZLHEEMEIE
o, ZoM, BEHFK TR ALP SR E VL E U OKMED 100 mg/kg ¥ 5.8
DEET, AST DIEED 4 mg/kg DL EDOBREFHOME T, ALT D{RMEDS 4 X TV 100 mg/kg
BREBHOHEHL NN, WTHLLI<RETHY, BEEELFRRTIHE TR
TENLEMENERIIRVEHB L, £, R5HEKTRICBZABEDKE
220 mg/kg EH OB THOLNTN, BRAEH CTREKRLELBALN TRV &
NHBREE LKLz, i, EMERIRKE TRIC AST OEES 100 mg/kg B EEEOHE
T, HWEOEMED 100 mgkg BEHOMHETHALNZE, WThHI<BETHY, &
SHBRTEIZIZAONTORNI ELEFEME L T LT,

FFRERE T, FROBEN R UHAEEDOEEN 20 mgkg UL EORSEFHDHE L 100
mg/kg B EBEORET, HEEFEIZ/NERDEFARIEXD 20 mg/kg LA EOREF OB
& 100 mg/kg BEHOBET, BRBICBWTHBEAICIER EREME OB 20
mg/kg L EOBREFHOHET, BEOHMEROEED 100 mgkg HEHOMET, Hik
ZEHT RS b R AR D S BRME/NE DS 4 mg/kg PA L DR EBEDRE & 20 mg/kg PA E D
EHEOHTH LN, WTNLERMEREOEENEDNE, T2, BREROKEXH S
WM EROBED 20 mg/kg B SO T, ABRFOICARILEDN 4 mg/kg L E
DOBREFHOMET, 5 oMk CHEAELDTTED 20 mg/kg A EDOTEFHOBEL 4 mg/kg
ULOBREHOMT, MERUOKBE (BFHLET) W THBZNICEREMIER
53 DEAMEM DS 20 mg/kg UL EOBREFHOMTHA LN, Bk L& & OFENEDNI
Teo BB, KEBEE (FHExEt) . BF (BEEZEL) . BR. FRECERERICA
LBNEFRRAEBIZEIVEESZWVEERL TWA I M LEEERRD N, £
7o, BIRIIEER TRV T LN ERMOTTER 100 mg/kg REHOBEIC, AFKIL
EFOHEAN 100 mg/kg EFHOMIZHA LN, WTIhbEIMICED 2KREELTH
D, BIZOWTIEREEERALNR TS Z b, REIZLAEEEARH S EE
Z2bhiz, £oft, BEHRKTROHRICEB VT 20 mgkg HEBEORE T OB RE
BB LN BRBIRTL &0 BB L H L,

UEDER. 1-7uuaT vy R7% ) v OFRREGFTICRT 2 BEEEITRE

MBFENREOTROE( T, MTLERFERE L FEARFNREORIBOEILLY
4 mg/kg/day % THEID L HEE I N,
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1)

2)

3)

4)

3)
6)

3R

1-7va7 r25% ) 005y heAVWe: 14 BRREROHREEER
B (FHEAR) GXSERY VY —FErs— RBRES : C-B445, 2009 )
Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: Iowa State University
Press;1989.
Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control.J] Am Stat Assoc 1955; 50:1096-121.
Dunnett CW. New tables for multiple comparisons with a control. Biometrics 1964;
20:482-91.
AR (1977) @ FEBNFHAE — FHE & f#T — 1 BOR K FE RS, 3R,
BAREE (1981) : ZEZDEVAN — SFE & ARAT — 11 R R FEHKRE, H.
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500~
Male

400+

300+

200+

100}
o——0 0 mg/kg
A~ — A 4 mg/kg
M0— —m 20 mg/kg
&—-—¢ 100 mg/kg
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Table 1-~-1 A 28-day oral toxicity study of 1-chloroanthraguinone in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 4 No. of animals 6 6 6 6 (3] 8 8 6 8 6 8 [ 8 6
No abnormality 6 6 6 8 6 6 8 [ 6 [§] 6 [ [ 6
20 No. of animals 6 6 6 6 6 6 [ 6 6 6 6 [ 6 6
No abnormality 6 6 8 6 6 6 6 6 6 6 6 6 [ 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 7 0 0 0 0 0 0 4] ¢} ¢} 0 0 0
Brown urine 4] 5 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Nc abnormality 12 12 12 12 12 12 12 12 12 12 i2 12 12 12
Female 4 No. of animals 6 6 8 6 6 6 6 8 8 [$} 6 8 8 6
No abnormality 8 6 6 6 6 6 6 6 6 6 6 6 8 6
20 No. of animals 8 6 6 6 6 6 3] <] [¢] 6 6 6 6 6
No abnormality 6 6 6 6 [ 6 6 6 6 [ 6 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 8 0 4] 0 0 [¢] 0 0 o] 0 0 0 0
Brown urine 0 4 12 12 12 12 12 12 12 12 12 12 12 12




B-6577

Table 1-2 A 28-day oral toxicity study of 1-chloroanthraquinone in rats with a recovery period of 2 weeks

Clinical signs {Administration period)

Day of administration

Sex Dose Findings

mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
Male 4 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 <] 6 6 6 6 6 6 6 6 6
20 No. of animals 6 6 6 6 6 6 <] 6 ] 8 6 6 6 6 6
No abnormality 6 6 6 6 6 6 8 6 6 6 [ [¢] 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8
No abnormality 0 0 0 0 [4] [ 0 0 0] 0 0 0 0 0 0
Brown urine 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
o] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
Female 4 No. of animals 6 6 6 6 6 6 6 6 6 <] 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 [¢] 6 4] 6 6 6 6 ] 6 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No abnormality 0 0 o] 0 4} ¢ 0 0 0 1] 0 0 0 0 0
Brown urine 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6

a) : Day of necropsy



B-6577

Table 1-3 A 28-day oral toxicity study of 1-chloroanthraquinone in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings

mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 6 6 [ 6 6 [¢] 6 6 6 6 6 6
No abnormality 6 6 6 6 6 [ 6 6 6 6 6 6 6 6
100 No. of animals 6 6 6 6 6 6 [¢] 6 6 6 6 [} 6 6
No abnormality 0 0 3 6 6 6 6 6 6 [} 6 6 6 6
Brown urine 6 6 3 (¢} 0 0 0 0 ¢} ¢} [4] o] 0 (4}
Female 0 No. of animals 6 6 6 .6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
100 No. of animals 6 6 [ 6 6 6 6 6 6 6 6 6 6 6
No abnormality 0 0 4 6 6 6 6 6 6 6 6 6 6 6
Brown urine 6 6 2 0 ] o] 0 0 0 0 0 0 0 0




B-6577

Table 2-1 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter Ngo. of animals 12 [ 6 12 12 6 [¢] 12
Posture
Normal 12 [§] 8 12 12 6 6 12
Convulsion
None 12 4] 6 12 12 [ [ 12

Abnormal behavior
None 12 6 6 12 12 6 6 12




B-6577

Table 2-2 A 28-day oral toxicity study of 1-chloroanthraguinone in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 8 8 12

Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-3 A 28-day oral toxicity study of l-chlorocanthraguinone in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 6 12 12 [§] 6 12
Posture
Normal 12 6 [¢] 12 12 <] 6 12
Convulsion
None 12 8 6 12 12 6 6 12

Abnormal hehavior
None 12 8 6 12 12 6 3] 12




B-6577

Table 2-4 A 28-day oral toxicity study of l-chloroanthraguinone in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 160 4] 4 20 100
Parameter No. of animals 12 6 6 12 12 6 ] 12
Posture
Normal 12 8 [ 12 12 5] [ 12
Convulsion
None 12 [¢] 8 12 12 6 6 12

Abnormal behavior
None 12 6 [} 12 12 6 6 12
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Table 2-5 A 28-day oral toxicity study of 1-chloroanthraguinone in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 1 of recovery period)
Sex Male Female
Dose {(mg/kg) 100 0 100
Parameter No. of animals 6 6 [
Posture
Normal [¢] [$] 6
Convulsion
None 3] [§ 6
Abnormal behavior
None 6 6 6




A 28-day oral toxicity study of 1i-chloroanthraquinone in rats with a recovery periocd of 2 weeks

B-6577

Table 2-6
Detailed clinical signs home cage observation (¥eek 2 of recovery period)
Sex Male Female
Dose (mg/kg)} 100 0 100
Parameter No. of animals [ 6 8
Posture
Normal <] 8 6
Convulsion
None 8 6 8
Abnormal behavior
None ] 8 [§]
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Table 2-7 A 28-day oral toxicity study of l-chloroanthraguinone in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation {(Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 ¢ 4 20 100
Parameter No. of animals 12 [ 6 12 12 6 8 12
Ease of removal from cage
Easy 12 6 [ 12 12 6 6 12
Fur condition
Normal 12 <] 6 12 12 6 8 12
Skin
Normal 12 [¢] 6 12 12 6 [ 12
Secretions-Eye, Nose
Absent 12 8 6 12 12 8 [ 12
Exophthalmos
Absent 12 6 6 12 12 6 6 12
Palpebral closure
Normal 12 6 6 12 12 6 6 12
Mucosal membranes
Normal 12 6 6 12 12 & 8 12
Lacrimation
Normal 12 6 6 12 12 6 1 12

Piloerection
Absent 12 6 6 12 12 6 6 12

Pupil size
Normal 12 6 6 12 12 [$3 6 12

Salivation
None 12 [ 6 12 12 6 [ 12

Abnormal respiration
Absent 12 6 G 12 12 6 6 12

Reactivity to handling
Easy 12 4] 6 12 12 6 6 12




B-6577

Table 2-8 A 28-day oral toxicity study of 1l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100

Parameter No. of animals 12 6 6 12 12 8 6 12
Ease of removal from cage

Easy 12 6 3] 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 [ [ 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos '

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 8 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy ) 12 [¢] 6 12 12 6 6 12




B-6577

Table 2-9 A 28-day oral toxicity study of l-chloroanthraguinone in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 4 4 20 100 0 4 20 100

Parameter No. of animals 12 8 8 12 12 8 [ 12
Ease of removal from cage

Easy 12 8 4] 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 [¢] [¢] 12 12 8 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 [¢] 12 12 6 6 12
Mucosal membranes

Normal 12 8 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 [$1 12 12 $] 6 12
Pupil size

Normal 12 6 6 12 12 6 8 12
Salivation

None 12 6 S 12 12 6 6 12

Abnormal respiration
Absent 12 & 8 12 12 6 G i2

Reactivity to handling
Easy 12 6 6 12 12 6 8 12
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Table 2-10 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation {(Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 [¢] 12 12 6 6 12
Fur condition

Normal 12 3] [¢] 12 12 6 6 12
Skin

Normal 12 4] 6 12 12 [ 6 12
Secretions-Eye, Nose

Absent 12 6 <] 12 12 6 8 12
Exophthalmos

Absent 12 [ 8 12 12 8 8 12
Palpebral closure

Normal 12 6 6 12 12 8 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 [ [ 12 12 [$] 6 12

Reactivity to handling
Easy 12 [§] 6 12 12 6 6 12
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Table 2-11 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation {(Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 100 0 100
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 6 8 [
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 [
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 4]

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 [ 6
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Table 2-12 A 28-day oral toxicity study of 1l-chloroanthraguinone in rats with a recovery period of 2 weeks

Detailed clinical signs : in~the-hand observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg} 0 100 0 100
Parameter No. of animals 8 6 6 [¢]

Ease of removal from cage

Easy 6 [ 6 [}
Fur condition

Normal 6 6 6 8
Skin

Normal 6 [¢] [ 8
Secretions-Eye, Nose

Absent [ [ 6 6
Exophthalmos

Absent 8 <1 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
L.acrimation

Normal 1 6 6 6
Piloerection

Absent [§} 6 6 6
Pupil size

Normal 6 6 6 ¢
Salivation

None 6 6 6 6

Abnormal respiration
Absent 8 6 6 8

Reactivity to handling
Easy 6 6 6 )




Table 2-13 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation {(Week 1 of administration period)

B-6577

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 20 100

Parameter No. of animals 12 [¢] 6 12 12 [ 12
Arousal

Normal 12 [} ¢} 12 12 ¢} 12
Convulsion

None 12 8 6 12 12 8 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 [ 6 12 12 4] 12
Gait

Normal i2 6 6 12 12 6 12
Posture

Normal 12 6 51 12 12 6 12
Grooming

None 12 6 6 12 12 6 12
Rearing count (Mean+S.D.) 2+ 2 2+ 1 4+ 2+ 2 5+ 4+ 2 6+ 1
Defecation count (Mean:S.D.) 0+ 1 0+ 0 0+ 1 0+ 0+ 0 g+ O
Urination

None 10 [} S 8 12 6 12

Small amount 2 0 1 4 0 (8] ¢

No significant difference in any treated groups from control group.



B-6577

Table 2-14 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 2 of administration period)
Sex Male Female
Dose (mg/kg} 0 4 20 100 0 20 100

Parameter No. of animals 12 8 6 12 12 6 12
Arousal

Normal 12 8 6 12 12 6 12
Convulsion

None 12 8 6 12 12 6 12
Abnormal behavior

None 12 6 8 12 12 6 12
Stereotypy

None 12 [ 6 12 12 6 12
Gait

No/minimal location Q [¢] 0 1 [§] 0 0

Normal 12 6 6 11 12 6 12
Posture

Normal 12 [ 4] 12 12 6 12
Grooming

None 12 6 6 12 12 6 12
Rearing count (Mean+S.D.) 3+ 2 2+ 1 3+ 3+ 7+ T+ 8+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ O 0+ 1+ 0+ O 0+ O+
Urination

None 9 6 6 g 12 [ 12

Small amount 3 0 0 3 [¢] o] 0

No significant difference in any treated groups from control group.



Table 2-15 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs

open field observation (Week 3 of administration period}

B-6577

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 8 12 12 8 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 5+ 2 5+ 2 5+ 1 4+ 3 8+ 6+ 4 6+ 2 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ O 0 0+ 0 0+ 0 0+ 0
Urination

None 10 4 6 8 12 6 6 11

Small amount 2 2 0 3 4] 0 ¢} 1

Moderate amount 0 o} 0 1 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of i-chloroanthraguinone in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 4 20 100 0 20 100

Parameter No. of animals 12 8 [ 12 12 6 12
Arousal

Normal 12 <] [ i2 12 8 12
Convulsion

None 12 6 6 12 12 [ 12
Abnormal behavior

None 12 [ 6 12 12 6 12
Stereotypy

None 12 8 [¢] 12 12 8 12
Gait

Normal 12 € 6 12 12 6 12
Posture

Normal 12 6 [} 12 12 G 12
Grooming

None 12 6 [} 12 12 6 12
Rearing count (Mean#S.D.) 4+ 2 5+ 2 5% 1 4+ 1 10+ 3 g+ 11+ 3
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ O 0+ ¢ 0+ 0 0= 0+ O
Urination

None 10 4 <] 10 12 6 6 12

Small amount 1 2 0 2 0 0 0 0

Moderate amount 1 4] 0 0 0 0 0 0

No significant difference in any treated groups

from control group.



B-6577

Table 2-17 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of recovery period})

Sex Male Female
Dose {(mg/kg) 4] 100 0 100

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 8 6 [}
Convulsion

None 6 6 8 6
Abnormal behavior

None 6 6 8 [
Stereotypy

None 8 8 [¢] 6
Gait

Normal [ 6 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 & 6 6
Rearing count (Mean+S.D.) 4+ 2 5+ 3 T+ 2 8+ 2
Defecation count (Mean+S$S.D.) 0+ 0 0+ O 0+ O 0+ O
Urination

None 5 4 6 6

Small amount 1 2 0 ¢}

No significant difference between treated group and control group.



Table 2-18 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Detailed clinical signs

open field observation {(Week 2 of recovery period)

B-6577

Sex Male Female
Dose (mg/kg) 0 100 0 100

Parameter No. of animals 6 <] [ 6
Arousal

Normal [¢] <] 3] 6
Convulsion

None 8 6 [¢] 6
Abnormal behavior

None 6 8 6 4]
Stereotypy

None [ [ [ [4]
Gait

Normal [¢] [¢] 6 6
Posture

Normal [¢] <] 6 8
Grooming

None 6 6 8 [
Rearing count (MeantS.D.) 5+ 2 5+ 3 10+ 5 12+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ C
Urination

None 5 4 [} 6

Small amount 1 1 0 0

Moderate amount 0 1 0 0

No significant difference between

treated group and control group.



Table 2-19 A 28-day oral toxicity study of l1-chloroanthraguinone in rats with a recovery period of 2 weeks

Manipulative test {(Week 4 of administration period)

B-6577

Sex Male Female
Dose (mg/kg) 0 4 20 100 s} 4 20 100
Parameter No. of animals 12 [¢] 6 12 12 6 [} 12
Auditory response
Normal 12 4] [ 12 12 8 & 12
Approach response
Normal 12 6 [§] 12 12 68 6 12
Touch response
Normal 12 <] 6 12 12 [ [ 12
Tail pinch response .
Normal 12 [ [ 12 12 8 6 12
Pupillary reflex
Pass, both 12 6 6 12 12 6 [¢] 12
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0O 0+ 0 0+ O 0+ 0 0+ 0
Landing foot splay {(mm: Mean+S.D.) 82+17 T70+17 80+25 63+14+D 52+13 84+22 64+18 49+14

# : p<0.05 (Significant difference from control group)
D : Dunnett’'s test



Table 2-20 A 28-day oral toxicity study of l-chloroanthraguinone in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

B-6577

Sex Male Female
Dose (mg/kg) 0 100 0 100
Parameter No. of animals 6 8 6 [
Auditory response
Normal 6 & 6 6
Approach response
Normal 3] 8 [ 6
Touch response
Normal 6 8 [ 6
Tail pinch response
Normal 6 8 6 <]
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.} 76+11 66+10 47+14 39+11

No significant difference between treated group and control group.
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Table 2~21 : A 28-day oral toxicity study of 1-chloroanthraquinone in rats with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore limb Hind limb
mg/kg g g

0 No. 12 12

Mean 1047 842

S.D. 158 93

Male 4 No. 6 8
Mean 1079 584

S.D. 124 40

20 No. 6 [

Mean 1071 500#
S.D. 180 151D

100 No. 12 12

Mean 980 571

S.D. 137 101

4] No. 12 12

Mean 919 521

S.D. 195 149

Female 4 No. [§] &
Mean 877 482

S.D. 158 58

20 No. [+ 6

Mean 974 487

S.D. 1581 69

100 No. 12 12

Mean 906 450

S.D. 172 687

» : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 2-22 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore 1limb Hind 1limb
mg/kg g g

Male 0 No. 6 6
Mean 1288 683

$.D. 164 55

100 No. 6 6

Mean 1436 724

S.D. 224 112

Female 0 No. 6 6
Mean 1207 634

S.D. 146 a7

100 No. 6 6

Mean 1185 615

S.D. 169 87

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)

Interval {minutes)

Sex Dose
mg/kg 0-10 10-20 20~30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 428 367 373 319 273 215 1975
S.D. 34 30 35 68 86 144 296
Male 4 No. 6 6 6 [¢] 8 6 6
Mean 392 362 330 308 222 239 1853
S.D. 42 31 29 51 105 134 276
20 No. 6 [¢] [¢] [¢] 6 6 [¢]
Mean 391 353 341 303 319 283 1989
S.D. 30 45 38 79 55 124 275
100 No. 12 12 12 12 12 12 12
Mean 388« 333 298%# 296 290 289 1894
S.D. 35D 35 70D 45 64 58 180
4] No. 12 12 12 12 12 12 12
Mean 415 325 314 2886 192 266 1797
S.D. 66 83 70 95 134 71 395
Female 4 No. G [} 6 [} 6 6 <]
Mean 361 319 283 292 222 164 1671
S.D. 44 48 71 89 92 130 382
20 No. 8 6 6 6 [§] 6 6
Mean 393 310 284 278 222 186 1672
S.D. 48 57 55 36 106 84 156
100 No. 12 12 12 12 12 12 12
Mean 382 304 262 2486 255 215 1664
S.D. 40 55 63 71 90 73 277

Unit : Count
# 1 p<0.05 ; #»» : p<0.01 (Significant difference from control group)

D : Dunnett's test



B-8577

Table 2-24 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-80)
Male 0 No. 8 6 [ 6 6 8 8
Mean 412 336 299 330 2598 232 1868
S.D. 29 36 52 23 55 105 210
100 No. 8 ) 6 6 6 6 6
Mean 393 346 311 261 248 231 1789
$.D. 53 80 83 84 82 128 404
Female 0 No. 6 8 6 6 8 6 6
Mean 386 3086 265 293 251 186 1686
S.D. 66 B9 80 57 124 135 269
100 NOo. 6 6 3] 6 6 6 6
Mean 399 309 293 280 221 209 1711
S.D. 65 101 110 112 63 119 417

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A 28-day oral toxicity study of 1l-chloroanthraquinone in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 201 232 259 284 314 338 363 382 400 199
S.D. 7 8 9 11 14 15 19 19 24 21
Male 4 No. [ 6 6 6 6 6 6 6 G 6
Mean 202 230 259 282 314 337 358 377 394 192
S.D. 6 6 9 9 8 10 12 14 15 17
20 No. 6 6 [¢] 6 6 6 6 6 6 6
Mean 201 228 254 276 306 329 355 376 394 193
S.D. 5 6 10 14 19 22 25 27 28 27
100 No. 12 12 12 12 12 12 12 12 12 12
Mean 202 228 256 280 311 334 357 375 393 191
S.D. 5 6] 9 14 19 21 24 26 27 23
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 162 171 . 178 189 198 205 213 221 228 64
S.D. 4 7 12 13 16 8 20 . 20 20 18
Female 4 No. 8 6 6 6 6 6 6 6 6 6
Mean 160 174 182 192 205 213 221 234 237 77
$.D. 9 7 T 7 9 8 8 9 10 17
20 No. 6 6 6 6 6 6 6 6 [¢] 6
Mean 161 171 179 190 204 216 224 233 237 77
S.D. 4 3 8 9 12 13 13 13 11 10
100 No. 12 12 12 12 12 12 12 12 12 12
Mean 161 168 179 190 203 209 220 227 232 72
S.D. 8 6 9 10 12 15 18 14 12 11
Unit : g

No significant difference in any treated groups from control group.
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Table 3-2 A 28-day oral toxicity study of 1l-chloroanthraquinone in rats with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
me/kg 1 3 7 10 14 1~14
Male 0 No. 6 3] 6 8 6 6
Mean 411 420 437 451 466 55
S.D. 29 30 33 35 36 8
100 No. 6 6 8 4] 4] 6
Mean 399 411 426 440 449 50
S.D. 29 32 38 42 46 18
Female 0 No. 6 6 8 6 ] 4]
Mean 230 234 241 248 250 20
S.D. 16 21 21 17 17 7
100 No. 6 6 6 8 4] 6
Mean 240 248 255 260 263 23
S.D. 14 10 11 12 13 9
Unit : g

No significant difference

between treated group and control group.
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Table 4-1 A 28-day oral toxicity study of 1-chloroanthraquineone in rats with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dose
mg/ke 1 7 14 21 28
] No. 12 12 12 12 12
Mear 24 26 27 28 28
S.D. 2 2 2 2 2
Male 4 No. [ 6 8 8 8
Mean 24 28 27 28 27
S.D. 2 2 2 2 1
20 No. ¢ 6 6 6 6
Mean 23 24 26 27 27
S.D. 2 2 3 3 2
100 No. 12 12 12 12 12
Mean 24 24w 26 27 27
S.D. 1 1D 2 2 3
] No. 12 12 12 12 12
Mean 18 18 18 18 19
5.D. 2 1 2 2 2
Female 4 No. [} 6 [$] 6 6
Mean 18 17 18 19 18
S.D. 3 1 1 2 2
20 No. 6 4] 6 8 6
Mean 17 17 18 19 19
S.D. 2 1 2 2 2
100 No. 12 12 12 12 12
Mean 17 16ew 18 19 18
S.D. 2 1D 1 2 1

Unit : g/rat/day
*+ : p<0.05 ; #» : p<0.01 (Significant difference from control group)

D : Dunnett's test
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Table 4-2 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Food consumption (Recovery period)

Day of recovery

Sex Dose
mg/kg 7 14
Male 0 No. [ 8
Mean 29 29
S.D. 3 2
100 No. 6 6
Mean 30 29
S.D. 3 4
Female 0 No. 6 8
Mean 20 18
S.D. 1 1
100 No. 8 6
Mean 22+ 20
S.D. 1T 1

Unit : g/rat/day
#« : p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 5-1 A 28-day oral toxicity study of 1l-chloroanthraquinone in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/Xg 5.0 5.5 6.0 8.5 7.0 7.5 8.0 8.5 ¢.0 - +- + o+t bt A+t - +- + o+t tHt bkt - 4 R L e
0 12 0 0 0 0 0 0 0 7 5 2 8 2 0 O 0 2 5 5 0 ¢ 0 12 ¢ 0 0 O 0
Male 4 6 0 0 0 0 0 0 1 3 2 ¢ 5 1 0 ¢ 0 ¢ 5 1 0 O 0 6 0 0 0 O 0
20 6 0 0 0 0 0 0 ¢} [ 0 1 3 2 0 O 0 3 1 2 0 O 0 6 0 0 0 O 0
100 12 0 0 0 [o} 0 0 1 10 1 ¢ 8 4 0 O 0 3 5 4 0 0 0 12 0 0 0 O 0
o] 12 0 0 1 0 1 0 2 7 1 7 1 4 0 0 0 8 0 4 0 0 0 12 0 0 0 0 0
Female 4 6 0 0 0 2 0 0 2 2 0 4 0 2 0 O 0 4 0 2 0 0 0 6 0 0 0 © 0
20 6 (¢} 0 1 1 0 1 1 2 0 5 1 0 0 0 0 4 2 0 0 O 0 6 0 0 0 0 Q
100 12 0 0 1 0 1 0 1 7 2 9 2 1 0 O 0 10 2 0 0 O 0 12 ¢ 6 0 © 0
1) - 1 <10 mg/dL +- : 10 - 25 mg/dL «+ ! 26 - B5 mg/dL ++ : 88 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++  >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL 44+ 1 71 - 125 mg/dL ++4++ 1 >125 mg/dL

3) - . <30 mg/dL +- 1 30 - 60 mg/dL + . 61 -~ 125 mg/dL +4+ 1 126 - 250 mg/dL +++ 1 251 - 750 mg/dL ++4+ 1 >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of l-chlorcanthraguinone in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg- - 4+ + ++ T - o LR +- + o+ A+t 4 LY Y DY B
o] 12 12 0 0 0 O 12 0 0 O 0 12 0 0 O 0 012 0 O
Male 4 6 6 0 0 0 O 6 0 0 0 0 6 0 0 O 0 0 6 0 0
20 6 6 0 0 0 0 6 0 0 0O 0 6 0 0 O 0 0 6 0 0
100 12 12 0 0 0 ¢ 12 0 0 O 0 12 0 0 O 0 6 7 0 5
o] 12 11 0 1 o0 @ 12 0 0 O 0 10 2 0 O 0 012 0 0
Female 4 [ 5 ¢ 1 0 O 6 0 0 0 0 5 1 0 ¢ 0 0 6 0 O
20 6 6 0 0 0 0 6 0 0 O 0 6 0 0 O (] 0O 6 0 0
100 12 12z 0 0 0 O 12 0 0 0 0 12 0 0 © 0 0 8 0 4
4) - 1 <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL  ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7)Y LY : Light yellow Y Yellow DY : Dark yellow B : Brown
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Table 5~3 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
mg/kg - %= + 4 e+ - 4= + 4+ 44 - +- + F+ b+ - - + 4+ tET - - + - 4+ 4 e+ - 4 + et w4
o] 12 12 0 0 0 O 12 0 0 0 O 012 0 0 O 12 ¢ ¢ ¢ O 12 0 ¢ 12 0 0 0 0 12 0 0 0 ¢
Male 4 8 6 0 0 0 0O 6 0 0 0 O 60 6 ¢ 0 O 6 0 0 0 O 6 0 O 6 0 0 0 O 6 0 0 0 O
20 [§] 6 0 0 0 O 6 0 0 O O ¢ 6 0 0 0O 6 0 0 0 O 86 0 O 5 1 0 0 0 6 0 0 0 O
100 12 12 0 0 0 ¢ 12 0 0 0 ¢ 012 0 0 O 8 4 0 0 ¢ 12 0 O 11 1 0 0 O 1T 1 0 0 O©
0 12 12 0 0 0 0 12 6 0 0 0 012 0 0 0 12 0 0 0 O 12 0 0 10 2 0 0 O 12 0 0 0 O
Female 4 [¢] 8§ 0 0 0 O 5 1 0 0 O 0 5 1 0 0 6 0 0 0 O 6 0 O 5 1 0 0 O 5 1 ¢ 0 ¢
20 [} 6§ 0 0 0 0 6 0 0 0 O c 6 0 0 ¢ 6 0 0 0 0O 6 0 ¢ 6 0 0 0 O 4 2 0 0 O
100 12 12 0 0 0 O iz ¢ 0 ¢ O© 012 0 0 O 12 0 0 0 O 12 0 0 9 3 0 ¢ O 9 2 1 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- . Slight
PS . Phosphate Salts + ; Mild
co . Calcium Oxalate ++ ! Moderate

+++ . Severe
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Table 5-4 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
o 12 Mean 38 11.7 1874
S.D. 10 4.6 345
Male 4 8 Mean 38 12.2 1730
S.D. 2 2.5 239
20 6 Mean 35 9.9 1930
S.D. 4 2.7 278
100 12 Mean 36 11.1 1669
$.D. ' 7 3.3 323
0 12 Mean 28 7.2 2072
S.D. 5 4.2 547
Female 4 & Mean 31 7.3 2053
S.D. 6 6.5 645
20 6 Mean 29 5.9 2182
S.D. 7 .8 590
100 12 Mean 32 8.8 1817
S.D. 4 4.5 484

No significant difference in any treated groups from control group.
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Table 5-5 A 28-day oral toxicity study of l-chlorcanthragquinone in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.08.5 7.0 7.5 8.0 8.5 8.0 - 4. [ A R - - 4+ At A - - F A F e+
Male 0 6 0 0 0 0 [ 0 0 3 3 0 ¢ 0 0 3 3 0 0 0 6 0 0 0 O 0
100 [ 0 [4} 0 0 4 1 0 3 3 0 O 0 1 2 3 0 ¢ 0 6 0 0 0 0O [¢}
Female 4] 8 0 1 0 2 2 o} 4 0 2 0 O 0 4 0 2 0 O 4] 6 0 0 0 O Q
100 6 (s} 0 4] 0 4 4] 1 5 0 0 O 0 3 3 0 0 0 0 6 0 0 0 O 0
13 - ! <10 mg/dL +- 10 - 25 mg/dL + 26 - 85 mg/dL ++ @ 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >800 mg/dL
2} - : <5 mg/dL + - 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ @ >125 mg/dL

3) - : <30 mg/dL

+—

30 - 60 mg/dL

+

61

125 mg/dL

++ @ 126 - 250 mg/dL

+++ 1 251 - 750 mg/dL ++++ 1 >750 mg/dL



a recovery period of 2 weeks
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Table 5-6 A 28-day oral toxicity study of l-chloroanthraquinone in rats with
Urinalysis (Week 2 of recovery period)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/keg - = 4+ e+ et - 4 ot 4 A - - b ket bt LY Y DY B
Male Q 6 6 0 0 0 0 6 0 0 0 0 € 0 0 0O 0 0 6 0 0
100 6 6 0 0 0 © 6 0 0 ¢ 0 6 0 0 0 0 0 6 0 0
Female o] 6 6 0 0 0 ¢ 6 0 0 O 0 6 0 0 © 0 0 6 0 0
100 6 6 0 0 0 0 6 0 0 O 0 6 0 0 © 0 0 6 0 0
4) - <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + 1 0.5 - 1.5 mg/dL  ++ 1.8 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL  ++ : 3.6 - 7.0 mg/dL +++ * 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow B : Brown
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Table 5~7 A 28-~day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - 4= + 4+ T 4+ 44 4 - 4= + ++ e+ + = + ++ e+t + - + - + E bt + - + hd ArE

Male 0 6 6 0 0 0 O 6 0 0 0 O 0 6 0 ¢ ¢ 0 0 0 O 0 0O 0 0 O 0 0 0 O

100 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 0 0 0 O 0 1 0 0 O 0 0 0 0
Female 0 8 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 0 0 0 O [} i1 0 0 0 1 0 0 O

100 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O ¢ 0 0 0O 4] 3 0 0 O ¢ 0 0 O
SEC : Squamous Epithelial Cell - Negative
SREC : Small Round Epithelial Cell +~ : Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ : Moderate

4t

Severe
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Table 5-8 A 28-day oral toxicity study of 1-chlorocanthraguinone in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/Kg
Male 0 6 Mean 40 12.2 1962
S.D. 8 5.1 461
100 6 Mean 38 12.2 1970
S.D. 7 4.5 358
Female 0 6 Mean 28 7.0 2023
S.D. 5 3.4 598
100 6 Mean 27 8.3 1911
S.D. 5 3.1 373

No significant difference between treated group and control group.
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Table 6-1 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X10*/ 1L g/dL % fL poX=4 g/dL % X104/ 1L s s mng/dL
4] 6 Mean 788 15.4 44.3 56.2 19.5 34.7 2.4 136.1 14.6 23.8 256
S.D. 26 0.4 1.6 0.7 0.4 0.5 0.2 41.9 1.7 2.0 25
Male 4 [ Mean 783 15.3 43.8 55.8 19.5 34.8 2.7 125.3 14.9 23.3 283
S.D. 16 0.4 1.1 1.2 0.5 0.3 0.5 8.0 1.5 2.3 34
20 6 Mean T43# 14 .2+ 41.2wx 55.5 19.1 34.3 4.1%% 126.0 14.9 25.7 284
S.D. 24D 0.5D 1.1D 0.9 0.3 0.5 0.5D 9.0 2.3 4.6 24
100 [ Mean 773 14.8 42.3 54.8 18.9 34.8 3.4#» 128.0 17.6# 24.8 297
S.D. 42 0.7 2.0 2.1 0.5 Q.4 0.6D 11.1 1.7D 3.9 33
0 6 Mean 820 15.7 43.8 53.4 19.2 35.9 1.9 128.0 11.5 17.7 192
S.D. 33 0.6 1.3 1.4 0.2 0.8 0.2 12.7 0.9 1.8 11
Female 4 6 Mean T39n« 14.2%» 30.8#+ 53.9 - 19.2 35.6 2.8 138.7 11.0 16.6 193
S.D. 18D 0.3D 1.2D 1.0 0.5 0.6 0.9 13.2 0.8 1.6 14
20 6 Mean T04%n 13.0%s 39.6#% 56. 4+ 19.8 35.1 4.2«  146.0w 11.2 18.2 190
S.D. 20D 0.2D 0.6D 2.1D 0.7 0.6 0.6D 16.2D 0.4 1.8 23
100 6 Mean T13u» 14.0%» 40.3%» 56.6+ 19.7 34.8%# 4.8+ 138.5 11.1 19.2 210
S.D. 36D 0.5D 1.5D 2.1D 0.8 0.4D 0.7D 6.3 0.5 3.4 31

*  p<0.05 ; #» : p<0.01 {Significant difference from control group)
D : Dunnett's test
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Table 6-2 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Hematology (After administration period)
WBC Differential leukocyte counts (%}
Sex Dose No.
mg/kg X102/ 1L LYMP NEUT EOS BASO MONO LUC
0 6 Mean 102.2 79.5 16.5 1.1 0.3 2.1 0.8
S.D. 32.5 7.4 7.4 0.4 0.1 0.8 0.3
Male 4 6 Mean 131.5 80.2 15.4 0.7 0.4 2.5 0.9
S.D. 28.2 4.5 4.5 0.4 0.1 0.6 0.2
20 [} Mean 122.0 78.3 17.2 0.8 0.3 2.4 1.0»
S.D. 21.0 2.2 2.0 0.4 0.1 0.5 0.3D
100 6 Mean 105.8 79.3 18.9 0.9 0.3 1.8 0.8
S.D. 41.5 5.9 5.4 0.5 0.1 .3 0.2
0 6 Mean 82.0 79.1 16.5 1.3 0.2 2.2 0.8
S.D. 10.7 3.5 2.8 0.4 0.1 0.9 0.2
Female 4 6 Mean 99.8 78.0 17.4 1.3 0.3 2.2 1.0
S.D. 34 .4 6.9 6.3 0.3 0.1 .3 0.4
20 6 Mean 83.9 79.5 15.6 0.9 0.2 2.7 1.2
S.D. 27.5 4.8 4.7 0.4 0.1 0.9 0.3
100 6 Mean 85.9 79.3 16.0 0.8 0.2 2.5 1.1
S.D. 35.8 4.6 3.0 0.3 0.1 1.1 0.4
LUC Large unstained cells

*

D

p<0.05 (Significant difference from control group)
Dunnett's test
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Table 6-3 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Hematology (After administration period)
Differential leukocyte counts (X10%/uL)
Sex Dose No.
ng/kg LYMP NEUT EOS BASO MONO LUC
0 8 Mean 81.9 16.1 1.0 0.3 2. 0.7
5.D. 30.0 6.5 0.3 0.2 0.9 0.4
Male 4 6 Mean 106.1 19.5 0.9 a.5 3.3 1.1
S.D. 26.4 4.3 0.4 0.2 1.2 0.4
20 [} Mean 95.6 21.0 0.9 0.4 2.9 1.2»
S.D. 17.1 4.3 0.5 0.1 0.6 0.3D
100 6 Mean 83.8 18.1 0.9 0.3 1.9 0.8
S.D. 32.3 10.8 0.4 0.2 0.7 0.3
g 6 Mean 65.0 13.4 1.0 0.2 1.8 0.7
S.D. 9.6 2.1 0.5 0.1 0.8 0.2
Female 4 6 Mean 78.4 17.0 1.2 0.3 1.9 1.1
S$.D. 29.2 9.4 0.4 0.1 0.6 0.7
20 6 Mean 67.1 12.6 0.8 0.2 2.2 1.0
S.D. 23.4 4.7 0.6 0.1 0.8 0.4
100 [ Mean 68.5 13.4 0.7 0.2 2.1 1.0
S.D. 29.7 5.0 0.3 0.2 1.1 0.7
Luc Large unstained cells

*

)]

p<0.05 (Significant difference from control group)
Dunnett’'s test
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Table 6-4 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Hematology (After recovery period)
RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X10%/ L, g/dL % fL pg g/dL % X10*/ xL s s mg/dL
Male 0 6 Mean 810 15.4 42.3 52.3 19.0 36.3 2.2 107.0 15.1 24.8 276
S.D. 30 0.5 1.0 1.2 0.5 0.4 0.2 7.7 1.8 3.5 30
100 6 Mean 799 14.9 42.0 52.6 18.6 35.4% 3.0« 108.8 15.1 22.7 268
S.D. 27 0.4 1.1 1.7 0.5 0.4T 0.5AT 2.8 1.3 3.2 21
Female 0 6 Mean 766 14.7 40.1 52.4 19.2 36.7 2.1 125.9 11.8 18.5 179
S.D. 13 0.2 0.7 1.0 0.3 0.5 0.6 30.6 0.4 2.5 15
100 6 Mean 770 15.2 41.6# 54.0» 19.7 38.4 1.5 114.7 12.1 18.1 194
S.D. 27 0.8 1.47 1.2T 0.5 0.4 0.5 6.8 0.6 1.5 26
+ : p<0.05 ; : p<0.01 (Significant difference from control group)

T : Student's t-test

AT : Aspin-Welch t-test
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Table 6-5 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Hematology (After recovery period)
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10%/pL LYMP NEUT EOS BASO MONO LUC
Male ] 8 Mean 102.4 79.5 15.9 1.0 0.3 2.3 1.0
S.D. 25.0 7.6 6.6 0.4 0.0 0.7 0.5
100 6 Mean 102.8 78.2 17.0 1.2 0.3 2.3 1.1
S.D. 16.7 5.8 6.1 0.4 0.1 0.6 0.2
Female 0 6 Mean 68.4 75.5 20.1 1.4 0.2 1.8 1.0
S.D. 16.4 5.1 5.6 0.8 0.0 0.6 0.2
100 6 Mean 74.0 71.5 22.6 1.8 0.2 2.7 1.2
S.D. 17.8 4.9 5.2 0.5 0.1 0.8 0.6

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-6 A 28-day oral toxicity study of 1l-chloroanthraquinone in rats with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X10%/uL)
Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LUC
Male 0 6 Mean 82.2 15.7 1.0 0.3 2.2 1.1
S.D. 24.6 5.0 0.4 0.1 0.5 0.5
100 6 Mean 80.2 17.6 1.2 0.3 2.4 1.1
S.D. 13.9 7.3 0.4 0.1 0.8 0.3
Female 0 6 Mean 51.9 13.5 1.0 0.1 1.3 0.7
S.D. 14.3 4.2 0.5 0.1 0.5 0.2
100 6 Mean 53.1 16.7 1.3 0.1 1.9« .9
S.D. 13.7 5.5 0.5 0.1 0.4T 0.4

LUC : Large unstained cells

# : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 7-1 A 2B-day oral toxicity study of l-chloroanthraguinone in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH v —GTP aLP T-CHO TG PL T-BIL GLU
Sex Dose No.

mg/kg IU/L IU/L IU/L Iu/L 1g/L mg/dL mg/dL mg/dL mg /4L mg/dL

o] 8 Mean 62 26 50 1 760 50 45 85 0.1 133

S.D. 2 2 9 0 181 12 15 14 6.0 18

Male 4 6 Mean 67 27 53 1 680 56 53 96 0.1 144
S.D. 3 4 5 o] 168 6 20 14 0.1 9

20 5] Mean 61 25 51 1 629 64 42 93 0.1 120

S.D. 5 3 8 0 145 13 22 15 0.1 11

100 6 Mean 58 22 52 1 472%» 8lew 44 116w 0.0w 139

S.D. 6 2 8 0 83D 14D 28 12D 0.1DT 12

0 6 Mean 63 24 51 2 390 71 17 119 0.1 107

S.D. 4 2 12 1 130 17 4 i5 0.0 9

Female 4 6 Mean SBw 19+ 49 2 355 69 18 118 0.1 116
S.D. 4D 3b 10 1 89 18 8 31 0.0 14

20 6 Mean 56+ 21 43 1 339 82 17 127 0.1 98

$.D. 4D 4 8 1 58 8 9 12 0.0 10

100 6 Mean 5b= 18xw» 49 1 322 90+ 26 156 0.0 8G«
S5.D. 5D 3D 13 1 56 13D 10 17D 0.1 14D

» : p<0.05 ; e« : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dumnett-type rank test
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Table 7-2 A 28-day oral toxicity study of l~chlorocanthraquinone in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K Ccl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
o} 8 Mean 14 0.25 143 4.8 106 9.7 8.1 6.1 3.1 1.03
§$.D. 2 0.02 1 0.3 2 0.4 0.4 0.1 0.1 0.04
Male 4 6 Mean 14 0.26 144 4.8 107 9.7 8.4 6.0 3.1 1.08
S.D. 2 0.02 1 0.1 2 0.2 0.6 0.2 0.2 0.04
20 [ Mean 14 0.25 144 5.0 1086 9.6 8.5 5.8uw 3.0 1.09
S.D. 3 0.04 2 0.3 2 0.3 0.6 0.1D 0.1 0.07
100 8 Mean 15 0.25 144 5.1 105 2.9 8.6 6.3 3.2 1.01
S.D. 1 0.02 1 0. 1 0.1 0.2 4] 0.1 0.086
0 6 Mean 17 0.28 142 5.0 109 9.5 7.1 6.2 3.3 1.14
S.D. 4 0.04 Q 0.2 1 0.3 0.6 0.2 0.1 0.11
Female 4 6 Mean 18 Q.26 141 5.1 109 9.6 7.3 6.3 3.5 1.21
S.D. 2 0.03 1 0.3 1 0.4 0.5 0.4 0.3 0.07
20 [ Mean 17 .28 142 4.9 108 9.8 8.4%% 6.3 3.4 1.14
S.D. 2 0.02 2 0.5 1 0.3 0.4D 0.2 0.1 0.06
100 G Mean 18 0.29 143 4.9 109 9.7 8.0» 6.4 3.3 1.04
S.D. 2 0.03 1 0.4 1 0.1 0.7D 0.3 0.2 0.03

* : p<0.05 : #» : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

AST ALT LDH v —GTP ALP T~CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L 1U/L 10/L 10/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 68 29 49 1 595 61 65 96 0.1 142
S.D. 7 5 11 1 67 10 25 11 0.0 5
100 6 Mean 59w 25 47 1 577 62 55 99 0.1 159
S.D. 7T 2 8 0 68 9 23 11 0.0 19
Female 0 6 Mean 57 22 41 1 291 68 17 120 0.1 114
S.D. 7 3 T 0 52 8 6 12 0.0 11
100 [ Mean 56 20 36 1 238 75 20 125 0.1 128
S.D. 3 3 3 1 35 13 9 17 0.0 25

+ : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 7-4 A 28-day oral toxicity study of l-chlorocanthraquinone in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male o [ Mean 13 0.26 144 4.5 106 10.0 7.4 6.2 3.1 1.04
S.D. 1 0.02 1 0.2 2 0.2 0.7 0.2 0.1 0.09
100 6 Mean 13 0.25 144 4.7 106 10.0 7.7 6.2 3.1 1.02
S.D. 1 0.03 1 0.4 2 0.3 0.4 0.2 0.1 0.07
Female 0 3 Mean 19 0.31 143 4.5 110 10.1 6.8 6.5 3.4 1.13
S.D. 2 0.03 1 0.4 1 0.2 0.5 0.2 0.1 0.07
100 6 Mean 17 0.28 143 4.3 109+« 10.1 6.5 6.6 3.5 1.11
S.D. 2 0.03 1 0.5 1T 0.1 0.2 0.3 0.2 0.05

* : p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 8-1 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L} {R+L)}
mg/kg g g{g/100g RWY  mgimg/100g BW) g{g/100g BW) glg/100g BW) glg/100g BW) g{g/100g BYW) wmgimg/100g BW)
0 No. 6 8 6 6 6 6 [ 6
Mean 367 2.00 518 1.22 10.72 0.67 2.66 62
S.D. 18 0.05 128 0.10 0.85 0.07 0.27 11
Absolute 4 No. 6 6 [ 6 [] 8 6 8
Mean 363 2.03 507 1.24 10.70 0.67 2.78 63
S.D. 14 0.06 74 0.10 0.20 0.11 0.23 12
20 No. 6 8 6 8 6 6 6 8
Mean 364 2.08 576 1.27 11.56 0.92+ 2.84 62
S.DB. 29 0.08 180 0.15 1.52 0.12D 0.26 [
100 NO. 8 6 8 6 [} 6 8 [
Mean 363 2.01 517 1.24 14.56%% 0.78 2.94 59
S.D. 26 0.07 70 0.14 1.40DT 0.18 0.15 4
0 No. 6 6 6 6 6 6 6
Mean 0.55 140 0.33 2.93 0.18 0.73 17
5.D. 0.03 28 0.01 0.15 0.02 0.04 3
Relative 4 No. 6 6 6 6 8 8 ]
Mean 0.56 139 0.34 2.95 0.18 0.76 17
S.D. 0.03 17 0.02 0.15 0.03 0.05 3
20 No. 6 6 6 6 6 6 6
Mean 0.57 158 0.35 3.17 .26+ 0.78 17
S.D. 0.086 39 0.05 0.21 0.03D 0.06 1
100 No. 6 6 6 6 6 6 3
Mean 0.56 142 0.34 4.01%% 0.21 0.82+« 16
S.D. 0.03 12 0.02 0.18D 0.05 0.08D 1

®« : p<0.05 ; #»» : p<0.01 (Significant difference from control group})
D : Dunnett's test
DT : Dunnett-type rank test
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Table 8~2 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg glg/100g BW) mg(mg/100g BW)
0 No. 6 [}
Mean 3.11 846
S.D. 6.14 43
Absolute 4 No. 6 6
Mean 3.08 837
S.D. 0.16 81
20 No. 6 6
Mean 3.24 851
S.D. 0.37 65
100 No. 6 6
Mean 3.21 821
S.D. 0.28 51
0 No. 6 6
Mean 0.85 231
S.D. 0.03 12
Relative 4 No. 6 6
Mean 0.85 231
$.D. 0.05 28
20 No. 6 6
Mean 0.90 236
S.D. 0.14 30
100 No. 8 6
Mean 0.88 227
S.D. 0.07 10

No significant difference in any treated groups from control group.
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Table 8-3 A 28-day oral toxicity study of l-chloreanthraquinone in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
mg/kg g g{g/100g BY) mg{mg/100g BW) g{g/100g BW) £gl{g/100g BW) glg/100g BW) g{g/100g BW) mgimg/100g BW)
0 No. [ 8 8 8 [} 8 6 6
Mean 219 1.82 440 0.84 8.26 0.49 1.7 76
S.D. 24 0.10 91 0.08 0.74 0.16 0.21 13
Absolute 4 No. 8 8 6 6 6 [ 6 6
Mean 224 1.92 437 0.82 6.61 0.54 1.70 69
5.D. 7 0.06 60 0.04 0.34 0.05 0.11 5
20 No. 6 6 8 8 8 6 8 6
Mean 222 1.90 422 0.83 7.08e 0.65 1.74 67
S.D. 10 0.07 25 0.03 0.42D 0.08 0.11 10
100 No. 6 6 8 6 6 6 3 6
Mean 216 1.85 415 0.78 9.04u% 0.60 1.87 68
S.D. 13 0.06 T2 0.07 0.53b 0.12 0.12 9
0 No. 6 6 6 6 6 6 6
Mean 0.84 200 0.38 2.86 0.22 0.82 35
S.D. 0.07 22 0.03 0.14 0.04 0.11 7
Relative 4 No. [ 6 6 [ [ 6 6
Mean 0.86 195 0.37 2.98 0.24 0.76 31
S.D. 0.03 25 0.02 0.18 0.02 0.05 2
20 No. 6 8 8 6 6 6 8
Mear, 0.86 191 0.37 3.20s% 0.29# 0.79 30
S.D. 0.05 18 0.02 0.16D 0.03D 0.05 5
100 No. 6 6 6 6 6 6 6
Mean 0.86 193 0.36 4.20%% 0.28 0.78 32
S.b. 0.06 38 0.03 0.14D 0.06 0.07 4

« : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After administration period)
Female
Ovary Uterus
Dose (R+L}
mg/kg mgi{mg/100g BW) mgimg/100g BY)
0 No. [ [}
Mean 96.7 428
S$.D. 21.4 122
Absolute 4 No. [ 8
Mean 96.9 468
S.D. 18.7 108
20 No. 8 [3
Mean 82.4 405
S5.D. 2.0 58
100 No. 6 6
Mean 92.8 464
S.D. 10.3 126
0 No. 6 6
Mean 44 .2 196
S.D. 8.8 55
Relative 4 No. 6 6
Mean 43.3 209
S.D. 7.8 45
20 No. 6 6
Mean 41.8 184
$.D. 4.0 33
100 No. 6 6
Mean 43.0 217
S.D. 3.7 64

No significant difference

in any treated groups from control group.
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Table 8-5 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L}) (R+L)
mg/Kg g g(g/100g BW) mg{mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g B¥) g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 8 6
Mean 436 2.05 440 1.35 11.90 0.74 2.89 60
S§.D. 29 0.07 106 0.11 1.35 0.11 0.30 7
100 No. 6 6 6 6 [ 6 6 6
Mean 425 2.10 437 1.40 12.59 0.79 3.03 62
S.D. 42 0.09 108 0.11 1.79 0.11 0.22 7
Relative 0 No. 6 6 8 6 6 6 6
Mean 0.47 101 0.31 2.12 0.17 0.66 14
S.D. 0.03 22 0.01 0.17 0.03 0.04 2
100 No. 6 [ 6 6 8 6 6
Mean 0.50 103 0.33 2.96+ 0.19 0.72 15
$.D. 0.05 27 0.02 0.20T 0.02 0.07 1

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 8-6 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) {R+L)
ng/kg g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. [ 6
Mean 3.08 1188
S.D. 0.27 88
100 No. 6 [
Mean 3.39 1201
s$.D. 0.21 79
Relative 0 No. 6 8
Mean 0.71 269
S.D. 0.05 16
160 No. 6 [
Mean 0.81 285
S.D. 0.10 32

No significant difference between treated group and control group.



A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
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Table 8-7
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g{g/100g BY) mg(mg/L00g BW) g{g/100g BW) g{g/100g BY) g(g/100g BW) g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. i} 6 6 6 6 6 6 6
Mean 238 1.88 342 0.79 6.32 0.51 1.61 73
S.D. 14 0.07 49 0.06 0.22 0.03 0.11 8
100 No. 6 6 [} 6 6 6 6 6
Mean 248 1.90 326 0.82 T.08%# 0.51 1,77+ 65
S.D. 11 0.06 64 0.04 0.227 .08 0.08T ]
Relative 0 No. 3 6 6 8 6 8 [
Mean 0.80 145 0.38 2.68 0.22 0.68 31
S.D. 0.02 20 0.02 0.08 0.02 0.06 3
100 No. 6 6 8 8 6 6 6
Mean 0.77 131 .33 2.86%» 0.21 0.72 26»
S.D. 0.05 24 0.02 0.07T 0.03 0.08 3T
« @ p<0.05 ; #» p<0.01 (Significant difference from control group)

T : Student's t-test
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Table 8-8 A 28-day oral toxicity study of 1l-chloroanthraguinone in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Ovary Uterus
Dose {R+L)
mg/ke mg(mg/100g BYW) mg(mg/100g BW)
Absolute 4] No. 6 8
Mean 83.8 517
S.D. 10.2 119
100 No. 8 6
Mean 81.5 525
S.D. 12.3 159
Relative 0 No. ¢} 8
Mean 35.3 220
S.D. 2.6 51
100 No. 6 6
Mean 32.8 211
S.D. 4.3 60

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of l1-chloroanthraquinone in rats with a recovery period of 2 weeks

Gross pathological findings (After administration period)

Organs Sex: M M F F
Dose(mg/kg): 0 4 20 100 0 4 20 100
Findings Number: 6 6 6 [
Lung(bronchus)
Focus,dark red 0 0 1 0 0 0 0 0

M : Male, F : Female
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Table 9-2 A 28-day oral toxicity study of 1-chlorocanthraquinone in rats with a recovery period of 2 weeks

Gross pathological findings (After recovery period)

Organs Sex: M M F
Dose{mg/kg): 0 100 [0} 100
Findings Number: 6 6 6
All tissues
Not remarkable 6 6 8 [

M : Male, F : Female



Table 10-1

Histopathological findings

(After administration period)

A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

B-6577

Organs
Findings

Sex:
Dose{mg/kg):
Number:

OOR

o=

O R

[
<
OOR

o

o b1

ot
<
[orYwiss]

Cerebrum
Number examined
Not remarkable
Cerebellum
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Remnant,ultimobranchial body
minimal
Hypertrophy,follicular cell
minimal
Parathyroid
Number examinped
Not remarkable
No sample
Adrenal
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Pigmentation
minimal
mild
Hematopoiesis,extramedullary
minimal
mild
moderate
Congestion
minimal
mild
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M : Male, F : Female
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Table 10-2 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M M F F F
Dose(mg/kg): 0 4 20 100 0 4 20 100
Findings Number: 6 6 6 6 8 6

Lymph node,submandibular
Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Cell infiltration
minimal
Trachea
Number examined
Not remarkable
Cell infiltration
minimal
Lung{bronchus)
Number examined
Not remarkable
Mineralization,arterial wall
minimal
Hemorrhage, focal
minimal
Metaplasia,osseous
minimal
Stomach
Number examined
Not remarkable
Cell infiltration,submucosal
minimal
Mineralization,mucosal
minimal
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Cell infiltration,mucosal
minimal
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
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M : Male, F : Female



B-6577

Table 10-3 A 28-day oral toxicity study of 1l-chloroanthraguinone in rats with & recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M F F F F
Dose{mg/kg) : 0 4 20 100 0 4 20 100
Findings Number: 8 6 6 6 6 6 6
Liver

Number examined
Not remarkable
Vacuolation,hepatocyte.periportal
minimal
mild
Hematopoiesis,extramedullary
minimal
Microgranuloma
minimal
mild
Hypertrophy,hepatocytic,central
minimal
milad
moderate
Kidney
Number examined
Not remarkable
Vacuolation, tubular cell
minimal
mild
Regeneration, tubular
minimal
Eosinophilic droplet, tubular cell
minimal
mild
moderate
Urinary cast,hyaline
minimal
Cell infiltration,interstitial
minimal .
Mineralization,medullary/papillary
minimal
Urinary bladder
Number examined
Not remarkable
Cell infiltration,submucosal
minimal
Testis
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Uterus
Number examined
Not remarkable

O OCOad NRNOOHFOOOOUWUWOOORD OOOOOWWOOOOOWR

1]

DOOD

OO0 OO0 HHOOOOQWHRLWODOKHD COOOOWWOOORLG

11

COOO

OO OO FHEENNOOKRUIOOWWOOOOM COOQOARWWOOOOM

OO0 1

O COMd WWoOOOOQUIHOMNUIUIOOOOD® OANOORRIHOOOOD

ML

11

CONR COFROCODOCQCUWUWSH/REN OOOCOHLWHRIHHORNG

111 o0 ]

[&¥ex

COVCQC HMEEHEOOOOOORWOOOND OOOCORAUIOOORMD

oo

oo

COCOO0 NNOSCOODHNWNINONNOD QOHRWWHOOOKO®

[ T I T - ¥ oo

[ele]

WHUR HEOOODOHORNNHNWHE NAOONAEROOONNOS

[e2 2] (I}

t ot

[s20e>

M : Male, F : Female
- ! Not applicable



Table 10-4

Histopathological findings (After administration period)

A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks
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Organs Sex:
Dose{mg/kg}:
Findings Nunmber:

MHOX

[o,]

[o2]

o

o]

Prostate
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Bone+Bone marrow,sternal
Number examined
Not remarkable
Hypercellularity,bone marrow
minimal
Bone+Bone marrow, femoral
Number examined
Not remarkable
Hypercellularity,bone marrow
minimal
Skeletal muscle,femoral
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Necrosis/Degeneration,muscular
minimal
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M : Male, F Female
~ : Not applicable
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Table 10-5 A 28-day oral toxicity study of l-chloroanthraquinone in rats with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Bone+Bone marrow,sternal
Number examined
Not remarkable
Hypercellularity,bone marrow
minimal
Bone+Bone marrow,femoral
Number examined
Not remarkable
Hypercellularity,bone marrow
minimal

Organs Sex: M
Dose(mg/kg): 0 100 0 100
Findings Number: [ [
Thyroid
Number examined 8 <] 0 0
Not remarkable 8 4 o} 0
Remnant ,ultimobranchial body 0 2 ¢} 0
minimal 0 2 0 0
Spleen
Number examined 8 8 [ [
Not remarkable 2 Q0 1 0
Pigmentation 0 3 5 6
minimal 0 3 5 0
mild 0 0 0 5
moderate 0 0 0 1
Hematopoiesis,extramedullary 4 5 1 0
minimal 4 3 1 0
: mild 0 2 0 4]
Liver
Number examined 6 6 6 8
Not remarkable 2 3 0 1
Vacuolation,hepatocyte,periportal 1 0 2 1
minimal 1 0 2 1
Hematopoiesis,extramedullary 1 1 0 o}
minimal 1 1 0 0
Microgranulomsa 3 3 5 4
minimal 3 3 5 4
Kidney
Number examined 6 6 6 [4]
Not remarkable 0 2 3 3
Dilatation, tubular 0 0 1 0
minimal 0 0 1 o]
Regeneration, tubular 2 3 1 3
minimal 2 2 1 3
mild 3] 1 4] Q
FEosinophilic droplet,tubular cell 1 2 o} 0
minimal 1 2 0 0
Urinary cast,hyaline 1 0 0 o]
minimal 1 0 0 0
Cell infiltration.interstitial 1 1 1 0
minimal 1 1 1 0
Mineralization,medullary/papillary 3 2 0 1
minimal 3 2 0 1
6 6 <] 8
4 5 5 3
2 1 1 3
2 1 1 3
0 0 8 [¢]
0 0 6 4
0 Q 0 2
0 0 0 2

M : Male, F : Female
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