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(& #1

- FLNT T EF ) vOBEBRERORSEHSAER (REMEME) 2MED
Sprague-Dawley =7 v P EZHVTER LI, ML & ABERE L. | BICIIENKTSH
% 0.1%KY VIILR— 80T 0.5% CMC Na 7KK % i 3BEICIIHBYEZ., Th
Z 10, 50 BELU 250 mg/kg PHET28HMEIcHz D mGREO®RS Uiz, ML
LEEHABICAVW2EMEEORBES LU 250 ng/kg #EEHIIZI0E. £ 0fthad
BB E Lz, SRIOHBRICBNTRD oNcERELZLUTICENT 5,

—HRREDE L & LT, 250 mg/kg B5EETIT, MEHEL $1R 55 | HA SBMRICEEY
DHFBROPEES S SN, BE5H 4 UK, BES | HE T3, BEeMIERBRES N
Tzo F7z. 50 mg/kg HEBHTH, REDPHZ P OISFBROJEENED SNz,

50 mg/kg LU LDOTEH OIS LU 250 ng/kg REBEOHETIT, BEHDOEHENE
BREMEEZRLN, REICEZRD SN 5Tz, o, RREFRRE LT, #5514
BEDRE T, 250 mg/kg HERICHWT, ROBBILDIED, # 1 FITI, RLEPIC
EBEEoHERSED o N,

MRZEHRE TIE. 50 mg/kg REBOMS LU 250 ng/kg SBEDMEREIC . FRMERES
LUANT 7Yy MEDED LA S, FRIMEKEOFAE 10 ng/kg BEFHOHETLR
Shfzidh, 50 mg/kg UL LD SBOE TIIFEFMRMEREED LR, 250 ng/
kg #5558 DM TR FMREROEMAZED 5N, £/, 250 ng/kg RE5H
DHETII . MEBREREOLERHLRBH SNic, BEHABHAME TROBRETIE. #5HM
RTRICHA oNTELIERET AERICH - /2d, EOMBRES LU M7 ) v ME
OFL . FRFMERLEROEINB LT 0 o v E VEBHOERICIEBERLENED SN
7o

HEALERAETIT, 250 mg/kg HEBICHWT, 773 VBB LEAMERIC, RE
H.#Balx7o—, bV 7VEI574 RELUREYVEVEBED EEMSEIZA SN,
HETEMI TV ES54 FEBEOEKTIRO Nz, /2, BEVILEVEED LRIZ, 50
mg/kg HEBOMT LEED oNfz, BERBRBER TROKRE TR, KBRYERSHOM
O AG IEPFEREZR LY, REPRRTRICA ONELLZRBDSNLED -
7z,

BEEEB TIE. 250 ng/ke TSBEDOMERE & & FREEMEML /2130, MR, #



TRBREEDEMAIED oNte, £z, BIERBBMRTROBBYERSHTH ., I
HELFEOMENERICERRIBMNED 5N,

BEHMMK T OE2HMFAR L LT, 250 ng/kg BESBETIE. O AR/ L LBEE(L
HERE I N, BBFRETE. FRO/NEROEOFFRIERS 50 mg/kg LLEDES
Bl on, toZLORERMEE SHEIKREL TEEBT A EMICH -z, Fz,
250 mg/kg HWER T, FFRZOKXNRREADED Sifc, —7H. BES LN 5 FROM
IREBRME DsRiEiE. 250 mg/kg RSB TIRBHSNAED 5Tz, BIETIE. 250 mg/ke 3%
EBIIBVT, AEVTY VIEB LUBINEMAS . TN ENIBEY & L 8T 5
RN o 7z, EERBIARE TR, FFRO/NEROEOFFIIZIER & & UFFlE
DRNARNTEERD 5 W EBE L. PINRE B ORI EDORE X BEE L E L uERsh
Stedt, BEOANEYTY VBT, BIANEMHET. TR ENEELSEOERIC
Hot,

PED &S, 2-2F L7 v b oF ) veRERSTA LiICE b, #ETE 10 ng/ke
PIE. tETid 250 mg/kg DRAETHRMIREOBIAAON, chIcEETEFRREL
T. EIZ 250 mg/kg BHBETAT 7Yy MEORD ., FHOFMERMEREES LU
MRFMEREROEM. BEULEVEEDO LR, BERONEYTY VILEB L UBINE
MO EHNRD SNz, Fio. FREO/NEFOHEORTFHIZERA IR & b 50 ng/kg
UtoRETH N3, ZTOREDRWGTIIFFEREDO X/NAENRBD o, 2-1
FAT v bIF ) v BGEEIFBANOREN TR EIN ., ThonZ &b b, RElBRSE
BFIEBT32-2F L7V b 7F ) VOBRPERBIHETIE 10 ng/kg Ris, T
10 mg/kg THHELEZONS,




i
[ S

€z

-LFNT v bIF DTy MBI SHEREORSEED LDs, 13 2795 mg/kg T&H
A lhmEINTVLASY, £E. 0D BELFYELRLESBRFIZRLEMAED
—RELT. 2-ZFANT VL TF ) v OREMEEDEM 2B H2DIZ, Tv MBS
8HMIIEROR SHEMHABRE KU I4HREERER T EHEL /2.

BB, ARBE, MEBESEUERRE, 27V -= v rEERB - 33 EL AV 5280
MoRkERSENHBE— ) @BM61FEIZA b B, RIREFT005. FERE0395. 618H5
10145) BLU LEYEGCLP) (FBAIS9E 3 A3IH. IRIREFEIVS . BRE2295,
S59E R8N E . BAFI63EII A 18HEE . IRIEME2335 . HEHBS. 63EFHEL2IE) I
HEHL L CEMEL 7z,



(75 ]

1. #EmE

BBMELLT, 2-2F L7V bI7F 70 (LT BAQ &) #HW, AiEE
. BB E 2-7IUFILC=2) 7> FTF ) v EVWL, EZIT 2-alkyl (C=2) anthraquinone
TH D . CAS No 84-51-5. »F & 236.28. HF= CieH:.0., . BbA (BEL)
108.9~110.5C . ¥ 245C (20 mmllg) DAEET L— 7 ROBEAETH 5, EAQ DR
ZLUTICRT,

EX

0
l I ! CH,CH,
0

AHBRICIT FofRtani EMQ (oy MES FiE
99.16 wt%) ZHW/, Rt NAHBHEI. AL LT7 Vv bIF 72 0.01
%- WiES 1.4 ppn. 3RS 14.3 ppm R EF LTV, ZEPWE L. EAKE CHERY
BRERERICBVT, BRTHEE L,

2. RS LUHAEHE

Af% 4 BTHEA LT MERED Sprague-Dawley 7 v b [Crj:CD(SD) IGS. SPF. HAF +
—VR - UN—RASH, AREFE L/ -10E]) #RELIHLE QT I BMlicb
DFREE LIk, —BRREBCEEORD SN - LI % R L G
2) . B3, 2EFHHEZBEL T, BEEK 242 1T, BEEE 50~65%. HXEHK
#y150E /85, FREFI2EHR (7 ~19B5AUT) KEREINEABTENT, SBHUSEKR —

GE1)
B E A H:1999F 2 524H
A f Do B HE34PT i 34pT
(\\)2\)?&7“ B & B . #E77.9~87. 0g (F1382.79)  WETS.5~82.2g (FIT7.0g)
*
5 B H:199FE3SRAS5 A
5 FMARFRE « #E163. 8~186. 2g (F9174.9g)  M134. 6~157. bg (F13146. 1g)

_4__




(220wx270d < 190h mm) = 1 L3 2UVA L, EZEK (CE-2. BRI L 7Kk &
VKK (BBTKERMRK) FERERIETAB L, b, AEHHP. B8E0
BEOERFE, BEAECHEHBAMNICH Y. BEOEAMET. ZRBOEEFRDH SV IEH
BIEXERICL 5 1 BHILINOEB Z RO CEEERNICH 72 (£3) . 72, sl
FefRt s KoUKz, RBRICEEE RS AIREED H 5 BEAMIT D o 72,

BEWOENIZIZ. BAVFERBOWT—EDHYESEIZRL. . BILILBDR
BEEML — FICEBETEES. . B (REE) (. 9PESERALTEE -V
BT, EARER 0B & L,

3. BEHROAR

BIRE LT, 0. 1% YV ILb~x— F80TRAN 0.5% CMC Na 7KESIRZ F Wiz, BRI,
0.5W/V% L5 EDICFER LT CMC Na (HbAo—2F b UL, BESS 6200,
ARG SH) #EHAK (ARESEK, BUEES | 97075A. REEKRALH) I
WIRL, 2hiz 0.1 w/%OEETERY VIILR— 180 (FVFF2FL v (20) VL
By vE ALI— b, Dy MBS TPNSTL. RSB T EMALH) & MA <A
L7z,

BEmAT, AR CHBYEZFEL ., ITREL LS L) ICHEAZMATEAL
THRBLz, FBSEEE 1B 1 B EOSETHR L2,

BEB. EHFHERICT, FEICHAM U SBEOREMRKICOVWTERBHES LUT—
HRBRZER LR, BERTOERDEOCFITERI. IERED 92.3~102%TH
H (Appendix A) | BH—kizovTH | HEBEANICH -7 (Appendix B) . 7z, A
BRickN b, BFMEFRTERLAFEBRYEDO 7 v MBI 53RO S HMA
B (HEBEEES  A-98-029) I2HWT, 0.2 BLU 20 w/vHDBEBEAED, G
EHEHBT o8 HEDTES #HE L7z (Appendix C) . AEBAKPOWREBRYMEDEE
3. BEBRA o= 7T 7 (HPLC) EIC K D#IZE L7z (Appendix D) .

(E3)
BYEEHRTOREEOENE EE23~2T  EBE4LT~69%



4. BB LU

FRROBRERIZ. BREBREDHOFHHAR (REBEHEES : (-98-006. #5554
D 1998E11A 9 H. #5E : 0. 250 . 500 H LU 1000 ng/ks) DFERICED &k
ELfz, $#bb, B # 7T HERERS T4 L2k b, 250 mg/kg ML DIREEET,
BISMBICHEORMIME 2 H 0. 1000 mg/kg HE5RETIE, REEL UM, BED
B, BE, LE, HIES XUBHEEDORD R EDERIEE SN/, T2, 500 mg/kg
PS5 ClRaRNA oniiddh, 250 mg/kg L EDZEBETIE, RibERICEHR
REsEDON, X561, HIMATAE T, 250 ng/kg U LDRSBETHEORAL WL
EEAZRIHIBR SN, 1000 ng/kg BEHTIIBHBEICRED 5 VIZEBAHN A
onaflbHolc, LDz eh o, ARBCIESHHEZEL . SHE% 250 mg/ke
ELL UUTARRLS TBRLT 50 BEU 10 ng/kg eHABSIUMEHEE L, 7z, M
HEBBAETHS 0.1%F YV ILR—b8OFM 0.5% CMC Na /KK 5 4 2 xfREE %
RlITe, 2B M HEEFREBRZ 1T XREES LU 250 ng/kg GBI EZIOL, 20
ORI H LR E LT,

BT, BERTIHROMEREZ b L ITRERIB(LEEAMAEICL VT 7o, &8
DRERB LUBHESSFEZLUTICR L,

B ®’E58 RERE BYES
(mg/kg) (mL/kg) i It
xF R A 0 b [ ~10 31~40
KHER 10 5 [1~15 41~45
HHER 50 5 16~20 46~50
EHER 250 5 21~30 51~60

HEHE & &R BREER LU 250 mg/kg BG5BT, BB EDEVLGH S 5 R [EE
AEBRICHA W,

5. BE AL

BRI, ALFET A P74 VIROEOE Lz, BERLIZ OBD S 12BDE & L.
1H1E., 28BH. 7y PAEEZRAVWTHRFKRS Lz, REFRIZ b nl/kg & L.
BREBROROROFHEZ b L ITEAFRICER LT,

2k, BEHEG O RS LUBEORETEE, BREFBES LURSHBEZ ZOLEN
BEFIHBLURES 1B L, BERBRABPOHES KBEORTED nIcHEL




CEMES | BEH JURES 1 BE L,

6. MERH

1) —fiRE

2flicont, HH (BSHMTERERS LS URER) —RBOBEEE1T-7c, &
fo. 2Bl ORESLUVEBEEEUTO LB DREL:, FER, H5HF 1 BICRESE ]
HORSERIEB5H 4 5, 55 2 BLEORSHMS & CRIEHABRIAR S 18122
BIOSEE CRE LTz, €oft, RSB T H. RIEABRRRE TS KO
ELfz, BRI, BEF1ATE, BREF1HLS2HEATTIHHZYDEHEEE
AE L. DREEFBRIRE T8 ¢ | BRIOSE TAE L.

2) RR&E
BHLVEFL TV ELHIcOWT, B’RESE 4:BS L URIEHBRIR®S T EICEYZ K
Hr—VIE L. AKRERS 52 WIIFHERT, UTOHEBIZDWTRE L/,

I8 =] # OE OE B B ® 2=
B - BEE Bf/ 2 —
pH FERHH pH BOY-P2 ($TELTH)
b= il HEE MzFyy 200+ M1y - =3L)
& B

3) MEFRE

PR 5HAR T B S L OEERBHIRR T B IR 217> 7280 (LUT. EHIRESIF & 52
9) . eflRmE (BRSIED 218~ 24RERE s/, T0%k. RV MULE S —
W U LRREET T EESRRERIRD o FUBEERI & LT EDTA-2K # AW TIRIM L .
DUTFOEEI>WTHREL, BB, 7o o v VvBESLOERRS fo v RT9 2
FUBMOAEICAVWAMKIC OWTIE, 7L BEF MUY LRHERERK & LTHWTE
U,

I B @ OE & F B #® 25
7 MEKE (RBC) HE) (BFIEPE) Coulter Counter Model
‘ S-PLUS IV (3=W3-1L7}0zh3)
S I ERE (WBC) At ( BEEt ) il
1M &5 & (Hb) FlL (RLEE) il
F75 M ERA R (MCV) BLE (BEKIEIUE) F_E
m/RER : Bt ( BE ) Eills




1] =| @ E & = B B

ATM Yy MiE (Ht) =& (RBCXMCV X 0. 001)
FARMRMEZE M) FL (HbX 1000/RBC)

R MERIE R WCHO L (b 100/Ht)

Bk SE HE (BIRMBHRIER  rmames

Wright-Giemsa HE)

RARFR M Bk L= Brecher ix s
JotoytysE (PT) SERRELI CA-1000 CREEEEFAET)
EMEER S bo VAT 27 VBT (APTT) il [k

4) HEALFERE
AR DERIMIZS | e & FERROREES K UHRMAMLOZA T T, 2l o~/ Y2
BREFR & L TERLUMEIZOWT, LTOHEEZ®E L,

I H #@H O OE & {d H .
REQEE Erby bk BOAFXEAEEEONHEE
COBAS-FARA (Y1)
VIR BCGy%k Eills
Bl aro-MERE COD-DAOSI. il
THREERE 7hat+-¥ G6PDH{: Sl
FREZEZREE BUN)  9L7-¥ G£.DHE =l
W= viRE 1i$zF-¥ - F-DAOS % Eils
ALPE GSCCi: Eils
GOTE14: IFCCiE Gl
GPTiEE Eills Eills
7 -GTPiE M 7 -ThII-3-hREy-4-2 7oy REEEE il
MV, WERE GPO - DAOSY: Eil
)V AEE ITVERE EHE Eills
(Inorg. phos.)
IR Jendrassik/Grofi% Eills
IWILIERE 0CPCi& [l
A/GLE e
THIYLERE 1t/ E Mm% S EBEREDWEEE EA05 (ALT)
MInLERE Eills Eills
BREE Cills Eills

5) RIEFERE

M. BEICS U CHREBIRZ I L CRIMER L&, BE S L OB AR
BEL, EBMOLTIRIBENEEFRELz, £/, FBREEELHRHOAFET
BMLTENZENOENERZEH LT,




EEAME S E

Mo O B, B, iR, IR, BIR. RBR. BELA, PR

RIRMBIRIZS| &k, UTOREH 2 VIIEE2HBH L TRELZ. b, BEB &
UCRELARI 77 VRICEZEL (RERERZ 0.1 0V VEREI% LY ) VR
EHALKL) . TOMOBE - BT 0.1 M ) UEBREI% LT Y VIBRICEE
Uiz, 2olz, REMERTROSHDO *MNEMNLEE - @Mz 7 7« VB L TE
@L\&7b$yuy-l¢9>%@%$%ﬁﬁbko%@%\%iﬁWﬁ%mmf\ﬁ
BES L UEHEHOHEBENREZE R L 2. £/, 2F0BEIcO>VwTE, Ny v
T —REEREER LIz, 0, £Fl0ORRNRE RO SNZBE - HBoER?z
ERLL . B MEEIT- 12,

T DFREER. WG T ROXIRE L SRR OEBFIREICS VT, FES X URE
ICHBRMER S L OBENRDN S E(LHERRD SNl OB THEBEONEEE
L7/,

B E - R £ & B - # ®&

Wi, TEGE, AR, IRER. BURIR. ERUIMA. OBk, SUE. SES. B, R
Bk, MR, MRk, BBk, HA, +150B. B, Bi5. B A5
B WL M IRk, BIVIR, WEE, SRBx . T R, FLIA. BEDE.
TEY U/SH, BB oSE, BRE (FRED | ABEE, KRS, .
TR, BT, & . KBER. —5 R, B, mAH

it T8 <2

7. F— Y mE

RE, BB S CITERR G 0 MRFRE., ELFEREVES LUREEEE, ¥
TEITHES S UBEREE RSz, o, RBRBOBRISNBHEED TIFLILED
o235 A&, Bartlett DHEICL D MO —HREICOVWTHRE (BEKE: 5%) %
Totce PEN—RTHEBHE I —TERBEOSBATEITV. BHEICEENE (BEK
®:5%) PROSNIIFEIE. Dunnett HIZK W BERBEIT-> 72, T2, DED—1%
TRWERIZ, Kruskal-Wallis OIEAIEE 21TV, BMICEEYE (BEKE: 5%)
DEBD oG EITE, Dunnett BOMEETEELARKEZITo 7z, AL, WINHIDEET
S0 L2 AT, Bartlett EIC K AREIZITHIIC Kruskal-Wallis DIE
(HARE 21TV € ORBER. BRICAEEMENRD 5N75812E, Dunnett BOMERIC &

“u



DEEHB%ITo7. —FH. HBHOINREZED 2 LR - GEITE., NBH &
MERSBHOLSTIHEDEDRTE T, FHOIYEDS L CIERFEEE RD/%. F-IRE
(BEKEE : 5%) 21TV, FHEDBEITIE Student D t MER, REFROBFA
213 Aspin-Welch Dt MEEEFAVWTHEEERER(T-o>72. BL. EHLoDDHETH
BN &R TzgEIciE, tBERERLED -7, oI, HEEBFART 7L —F5
J L7 — 413 Mann-Whitney @ U #&E (BHAKE) FHickb, £/, BT L—F
DAEHER Fisher OEEHRA MREEICL D . MEH L RBNERSH L OMOHEE
EREEITo (FEKE: 5%) .




€ &£l

1. JECH
RIHRS L O EERBHRRISETH IR r - 72,

2. —fIRRE (Table 1. Appendix 1)

250 mg/kg BEBFTIE. ML R5E | Hh oRBROBEA S O, 5S4 U
B, BIES I HE TR, BELflicEEEEs Nz, £/, 50 ng/kg BEHDOES
Bl HESFITH, HEEIEDS2HOMIC 1 20 L b HOEE CREROHENZED 5
ni,

3. {k&E (Fig. 1. Table 2. Appendix 2)
HIEED., BBRYEHRSBE TR, BEOTRIZS W THLRBE L OBICAEDEER
EZEBdHoniihr -7z,

4. B8R (Fig. 2. Table 3. Appendix 3)

50 mg/kg LLEDBEFOHETII, REF | BOREENHRBLERL THER
BfEZ L. F/z. 250 mg/kg HE5HOMTIE. H5F 1 BB LU 2 BOBHEENGER
BiEZRLTc, COROEBSHES L UREABHB DI TNORBRYERGHICS
WTHFBREIRD oNZE 5 Te,

5. RAREPTR (Table 4. Appendix 4)

BEE AEORBE T, M e BB S XU 10 ng/kg BEHOROHAVKERT
HoleDIZX LT, 50 mg/kg ULDERGEHOZ OFIDRER T, EERHIOEBET
Hotz, iz, 250 mg/kg RSB DM 1§ (BMWES : 5D TR, RUBFICEES SN

BY VBT VEST LI IRV LEROIENC, BEEOMREENERED SN, &
Oftt, STEBBEORE | Tk, BIRISABET, RIEFICIFRORIREI N, —F.
BI85 2 BDRE T, H#RYERSHOM | BlOREED ICDEORIMIBES NI
LISk, BRI EFRRBA ST,



6. MEEeEAMR (Table 5. Appendix 5)

1) 5Bk TR

10 mg/kg A LDTEH DML LT 250 mg/kg RSFDOMETII. FRMBKB OB ERBBD
BB LN, THUZH ST, 250 mg/kg REBEOMICH T 2 IMERBZDHELRD . 50 ng/
ke UL GHOH L 250 mg/kg "REFHOMIIHFE2A <7 Yy MEOHER
&, 50 mg/kg ULDBEHDOMIZS T 5 FIFMIRKMBRBEEDOFER LR, 250
mg/kg HSBOMHEICH T A RAFMKLEEDOFEERZBENIBO SN, F/2, 250
mg/kg HEHDOHETIE. Vo bo v E VBB LOERES bo v R T IR F VEBRHOE
BREENEBD oM,

2) [EEFEREE T

WEHERSHOM TR, IBEESLUAT NI Uy MEOFERED & R B
HZoEmAS Shizidsh, 7o boy e VEBOARREENRD SN, £/, BT
F. HMBREOFELEMIBD oz,

7. i{tﬁ*ﬁéﬁﬁ% (Table 6. Appendix 6)
1) #SHARKT R
250 mg/kg /EETIE, TLT I VEEOERLZ EANMEIC, BEH. Bal 27O
= PUTUEIA R REVLVEYBIUALY Y LREORER LF LERBED
BRETHHCHON, TR N 7V LI/ FEBEOEEAREKTARD S,
F7z. 50 mg/kg WEHDOMTHREVLE VB IUI LYY LBEEOFER EAD
Bvohnsc, zofr, 10 mg/kg HESHOBETII. REJBEOFELETIRDS
nrc,
2) EEHBRIIMEK T
WEMERSE T, B0 A/G KPAEEREEZR LY, BEHEKTEICS
SNIEBIIIBARREIRD NI o T,

8. MEBFMERR
1) 33EEE (Table 7, 8. Appendix 7, 8)
(142 5 HARHE T g 55
250 mg/kg |E5BTIT. ML L FROEN S LUHENERICEERZEMNS N/l




H. TN LUENERIC, £o, ETEIBROMENERIZ, WINLEE
ISIEIAEED ST,
(2)el e B A Rl e T e ) 67

HRMBHRESH T, ML S FHOBNERICERREMMNED o,

2) PIERATR (Table 9. Appendix 9)
(1)¥2 5 HA & T B 6l

R Tid. KEUEA 250 mg/kg BEBOMME2HIC, BAILD 250 ng/kg £5
Bom3pl. 4 PlicBBEIN, BRI, REES 250 mg/kg BSEEOH 1§
12, BROMIRS 50 mg/kg RSO 1 flIcBD onde, Zoft, ETREBTHENCR
Bt 250 ng/kg WSROI | BlICERE I NI,
(2)El {8 S BRI R T R 55

250 mg/kg REBOUHETII. FHEORE/ L BROIRNE 1 PllcBZ I N,

3) MBI (Table 10, Appendix 10)
(435 HARIAE T BSR4

PRI id . MO O FFRIRSAE A (Photo 1) A% 250 mg/kg $¥ 5 BE DML,
50 mg/kg BESBEOHSH. 3 PICEHES N, T OE(LOIEE MR L b B
FLTHBRT BIAICH > 72, Fio. 250 me/kg RSB TR FHEIZRO AN FRELE
Shiz, &5, B OFE &M THBE B S h 2 FFE o FIIRE BEE O RER5 E1 |
250 mg/kg WEHHOMHE L bIcRO LN -T2, BT, NEDTFTU LV ILEB LU
SAEMA 250 mg/kg BEMOME L b, TRENABHE LB L THEAMESD 5
W IZRIBRIAR A5 5, 250 mg/kg WS BEDHE 2 fl. HE2H. 50 ng/ke REBOH
1 B1CiE 5 - DA% 517z (Photo 2). = D, Table 10-1-1 & 10-1-2 1255
THRESBES hicd', VFNOFE LB TE DRESEE S L OEEICZ B Shi
Dotz, BB, ARNITHEN»oNTZHUDOFRRELT, BZDILENA OO
50 mg/kg BEBOM | FIOBRETIE., BEPHICLBEEOMEIREI NS, BE
WBORBANS SN 250 ng/ke REBOM 1 HOETE, NIRET 5 L%
% 5N B EMEOE(LEED SN b o 7,



(2)E{E SR BRHA e 7 B

FER T, BMd 2 WIEBEAR/NEROEOFMIBIERL . HBRNBEIR SO 2 filic
HERasNz, BETR. #BMERSHOBIIBISNEY T VILED L U SO
RENEBL. iSO TLPREDANEDFY LtEN 4 flT. WBRELHBLTED
ZLORERBVVERSREH Shic, &512. ) > M HBMER SBOBLH, 13 5
EgEIN, ‘




€ ]

EAQ %, 10, 50 XUV 250 mg/kg DFE CHEMED Sprague-Dawley 7 v MIZ28HMH
[Zble-> THMEEOH/S L. £ 0% 148 E o REFERIAR % %172,

ZTORR. E& LTHRMRRS KO THREBEDERS IER L2 EZZ o N E(LD
HEUlz, $7bb, BT 10 mg/kg L EDIR5EE, M <id 250 mg/kg 58 TR
MEFFOFDLH o0, BET SRR E LT, BEERZTLE, AT M7 Yy MADHR
DL FHEFMRODBRRERES L CRRFMIKEROE M, MTFHEEYILE VRBED
LR, BEOEEBMEANTEYTY VILES L UB/MEMOIEER S5 0N ) > 238 5
ntc, 70:7% 7 VEO—#T&H A l-amino-2, 4-dibromoanthraquinone (ADBAQ) O
Ty b BIURYRICH TS IIEEEER S EEHARY . 50T 1-aminoanthra-
quinone N7 v bZ#HWREROKRGEN - EatEEHaERY TSV THLEDN
Hoi, TOMEN SHEMEBMOREEIREEINTE D, SHOBBRTH SNTZHE
o b, FMERBOBMDIBMIcLEb0EEZLLNS, —FH., BEABRARMK TR
I BREHFER TRICO o N7RMIRROZ(LIER L/ 2 &0 o, SEEED S 77 m
HEmE, f5Pibic kY RIEMERPZRTLOEEIONS,

ERENZPOIFREROHR & —OREEP ICEBOFIRERS S SN/, Rk
DEALE. ARBROFHABCLROONL, THbB, 1000 mg/kg DRAEZRS
UTEHRIL7CRS LUMBRFEAZEL ., MBORRARYT PIVERANICEZ A,
326, 410, 509 nm HBYEICERNT S LEZ oNLZRNI A LN, RILEICIETE
BEOSRERZVR® SN 7z, 1-aninoanthraquinone %5 9 % &R EFH O R HEM
En® . F7. 1-methylaminoanthragquinone G T /L7 o vEBElaG EWIcER
Lo RpicHitEn s C tAEnZnMEShTWAEY, Bido L iz, SEOD
HEHEE» S EAQ BHICLvBEMAREON AL, ROBMEISIEWTNLIEETH -
el & OFRBRIGHBHEICHARTI D LEIONS, £z, RIEBETOHRERD
FMIRIRTH D, FRABTHONICHEEOTEBLEEZRTHL LM S, TR HHER
WEICHRTSLDEEZ OGNS, b, ROBRIIRRER & —RIRBEERE T, &
BRIFBLVI KIICERLLD, TORBREEROBMEBICL D ZOEANRLLZS
itk sEEEEZOND,

BB arR & LT, FRRO/NERCHEORFHEZEAA 50 ng/ke LLEDIREEIC
H o, TOREORNITIE, FHRZDO K/ NARABD o7z, BT AR, Al



L7z ADBAQ DIBRIEEESEMHHABRTOEEINTWS, o, BEA 6N
%O FRE B O fE 5 At 250 mg/kg BEBW TR ONT, BET2HEL
LT, GHEMEZDOZ, 7LVT7I VEED FEAME., BaL 250—)L, P Y Y+
T4 FREO LEMECHSN, TRMN 7V ES A FEBEOERTIED SN, %
DEMZENERIIAATH 57, £/, 250 ng/kg BEHOETIZ, MKEERBOEE
Do N ED 6, HRTOMBERERTFOERNEEINTREELE L ON B,
ELWERBNZLERD oNRh -T2 D5, ZOEMIFHATH 5, BIERBIRRKR
THRIE, FEOZEEWTNGERT 2 ERICH ) . HBRHERSHOM TR, /o7
VUBEOLERIZHIEEZOND A LOBLIBD N, b, BSHMKT
B 10 mg/kg HEFOHICH SNTRERBEOBERETIR. BMTHERENLE
e, toBERR b Ah ez bbb, EUHENERIVDL VLD EEX
55,

TOM, BEWERSICLSLEAONBAELE LT, H5HOEHEENHEREN
IEfEZ R U720, BB P OKEICEINRHE R ERSH EoMicEZRR<. £
DEBIBMILDTH -7z, £/, REMHEE TR, SREHOE CBREROHEMN
BHoNlH, HBFRECIMEET (LIRS T, EEMNORKIE. KRBT
BSOS S ERTERD 5Tz, oI, MTHEKREN MR LY 7 LEED
LR EBRBEOE TS oNIA, ZOEMFNERIIFATH 72, oM, BER
BRI T R OBRBHBER S HEOMICAMBEOFELRBNS S izt Z oEEN O
fElX 4200~6900/mm® & AEHMEBHEEN GE4) THH., BEHBKTRIZLEL
BINZ EH D, WEMERS S L UZo%icEE< RERBIHBICEEN L WELEE X
o5,

PUbtoEsiz, B #REFS A EIcE ., BOMBBRMEEZ 5N 5RMBRBORK
DHHETIE 10 mg/kg KL E, MTE 250 ng/ke DHETED N, 2. FFED
NEROH D FFRIE R AR L © 50 mg/kg LLEORETH SN, TDREEDEVFIT
IO K DAEDED S, EAQ B5IC L 5HB~ORENRBIN, ZhoD
o, ARABEAETICH TS A OEFERIHKETIE 10 ng/ke RiF. HTE
10 mg/kg THHLEZON S,

(F4) SEEERELFEREEEHOXNBEOMEYIC BT 5B MERE (x100/m°)

HERA  36~52 (5 . 45) ABRD  29~74 (F17: 54)
ABRB  26~42 (3F15: 34) PERE  27~76 (13 : 45)
HAEBRC  26~37 (F13: 34) FAERF  39~65 (17 : 48)
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Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of EAQ in rats

Body weight changes in males
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Table 1

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

Clinical signs in males

Initial

Number of animals with clinical signs Day of
Clinical signs Dose  number of Day of dosing period - recovery period® -
(mg/kg) animals 1 3 4 5 6 7 8 9 10 I1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 1 2~l4 Total
0 10 - T T - - -
Red urine 10 5 - e T S S - -
50 5 - - - - - - - --423% 12 --1--=-=-=-"-1- - - - - 5
250 10 6 5 10 10 10 10 10 10 10 t0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 - 10
Clinical signs in females
Initial . Number of animals with clinical signs Day of
Clinical signs Dose  number of Day of dosing period - recovery period® -
(mg/kg) animals 1 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 1 2~l4 Total
0 10 - R T T - - -
Red urine 10 5 - T e e S T - - -
50 5 ~ - - - - - - - - 2 - - -1 - - = = = - = = = - = =~ - - - 3
250 10 5 3 10 10 10 10 10 9 9 10 10 10 10 10 10 10 10 16 10 10 10O 10 10 10 9 10 10 5 - 10

a), recovery test was performed in 5 animals of the 0-mg/kg and 250-mg/kg group of both sexes.

-, no animal showed the sign.
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Table 2-1
Twenty-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Body weight changes in males

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10 (10) (10) (10) (10) (10} (10) (10> (10) 3 (5) (3) (5) [§-2]
Q 174.8 199.0 232.9 256.7 291.8 315.0 344.9 365.7 382.8 381.9 399.4 420.3 430.4 444.7
5.4 *7.8 *11.2 *14.8 +*20.8 *26.5 *32.8 +36.2 *41.6 +37.1 %42.9 +50.2 $49.7 £55.6
5 (5) (5) (5) (5) (5) (5) (5) (5)
10 175.4 198.0 231.7 254.9 284.0 303.5 332.3 347.7 363.1
7.5 *11.9 *16.0 %20.2 +24.9 +28.2 +33.9 +38.8 +39.0
[4-3] (s) (5) (5) (5) (5) (5) (5) (5)
50 174.4 193.6 229.5 252.3 284.8 307.1 334.7 356.2 372.8
x7.0 $11.4 *17.2 £20.3 £23.0 $24.1 +25.3 +28.8 +31.0
(10) (1Q) (10) (10) (10) (10) (10) (10) (10) (%) (5) (3) (5 (5)
250 174.8 191.0 226.2 252.3 286.2 309.3 338.2 357.9 375.5 383.9 399.2 420.6 435.0 445.0
6.6 8. *12.1 +13.7 +14.8 *17.9 £19.6 +23.7 x24.9 +33.5 $35.5 +39.4 +39.4 *41.7

Parameter. mean{(g)+S.D.
) . number of animals
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Table 2-2

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

Body weight changes in females

Day of dosing period

Day of recovery period

N
®

Dose

(mg/kg) 1 4
1o (10)
o} 146.5 159.5
6.6 7.2
(5) (5)

10 143.4 158.1
5.8 +*7.8
(5} (5)

50 147.7 157.3
6.5 *3.6
(10) (10)
250 146.3 154.7
4.1 5.4

11 15 i8
(10) (10) (10)
184.8 200.6 208.
210.2 *11.6 +11.9
(5 S) [4
182.2 194.9 206.
+7.8 9.6 t12.
(5) 5) (
184.0 198.8 208
4.7 £5.6 6
(10) (10) (
177.4 189.8 198
+*8.5 +10.2 *11

PN
-

N
PrW
FQO Nt el OGO

BN

N

Ny WA~
- ~

N
PN
-

4 8 11
(4] (5 (%)
244.7 251.5 260.8
+16.3 £17.5 +21.6
(5) (5) 5
233.7 244.5 254.7
9.2 *9.4 +11.3

Parameter. mean(g)+S.D.
). number of animals
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Table 3-1

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

Food consumption in males

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 8 15 22 1 8
(10) (100 (10) (10) (5) (5)
0 24.1 25.7 28.5 30.6 31.0 30.4
*1.9 +2.3 *3.7 £4.1 *3.9 4.0
(5) (5) (5) (5)
10 23.6 25.2 27.0 27.2
+1.8 2.9 4.0 *4.2
(5) (5) (5) (5)
80 19.9%% 24.4 26.6 28.9
*1.3 +2.8 *1.9 *2.3
(10) 10 (10) (10) (5) (5
250 14.7%* 24.3 27.8 28.5 31.7 32.5
*1.9 1.7 2.6 2.5 *2.5 *2.9

Parameter. mean(g)+S.D.
) . number of animals **, significantly different from control. p<0.01
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Table 3-2 .
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Food consumption in females

Day of dosing Period Day of recovery period
Dose
(mg/kg) 1 8 15 22 1 8
(10) (10) (10) (10} (5) 5)
(o} 19.0 19.8 18.7 22.5 22.6 22.3
£2.3 *1.5 1.9 +3.1 +4.1 *0.7
(5) (5) (5) (5)
10 17.6 17.6 19.2 21.6
+1.3 2.2 x2.8 *1.6
(5) 3) (5) (§-3]
50 16.6 19.2 18.0 22.3
+0.8 2.0 2.1 0.5
(10 (10) (10) (10) (5) (5)
250 11.4** 16.3%* 18.0 21.1 23.1 20.1
2.0 %2.0 2.4 *1.5 1.3 4.3

Parameter. mean(g)xS.D.
{ ), number of animals **, gignificantly different £rom control. p<0.01




Table 4-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Urinalysis in males and females on day 25 of dosing period

9%

Number Microscopic examination of urinary sediment
Sex  Dose of Color®  Turbidity® pH Occult blood® Red blood cell®  Crystal® Cast®’ White blood cell® Epithelial cell"
(mg/kg) animals ly y yb - 6.0~7.0 7.1~8.0 81~00 — + + H+H# — £ + H# - £ + - - - =
0 10 10 0 0 10 2 7 1 g9 0 0 01 90 001 08 2 10 10 8 2
10 5 5 0 0 5 1 4 -0 5 0 0 0 050 0000 3 2 5 5 5 0
Male
50 5 0 5 0 5 0 5 0 500 0 0 500000 2 3 5 5 5 0
0 10 0 2 8 10 1 9 0 0000 0110 0O0CO0CO0O0T7 3 10 10 9 1
0 10 100 0 0 10 2 6 2 000 0 0 0 100 0 0 0 0100 10 10 9 1
10 5 5 0 0 5 2 3 0 5 0 0 0 05 0 0 0 01 3 1 5 5 5 0
Female
50 9 1 4 0 5 1 4 0 50 0 005 0 000 0 4 1 5 5 5 0
250 10 1 4 2 10 3 7 0 100 0 0 0100000 1! 8 1 10 10 6 4

a) ly, light vellow; v, yellow; yb, yellowish brown

b) — negative; =+, trace; +.slight; ++, moderate; ++-+, marked

c) —. not observed; =, 1-9/3 visval field; +,10-99/3 visual field; ++,100-209/3 visual field; +-++,2300/3 visual fieid
d) —, not observed; =+, a few; +,abundant



Table 4-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Urinalysis in males and females on day 12 of recovery period

Number Microscopic examination of urinary sediment

Sex  Dose of Color>?  Turbidity” pH Occult blood® Red blood cell®  Crystal? Cast®® White blood cell®’ Epithelial ceil?

(mg/kg) animals ly - 6.0~7.0 7.1~8.0 8.1~8.0 - -+ + -+ + - - - =

0 5 5 5 1 4 0 5 5 0 0 0 4 1 5 5 3 2
Male

250 5 5 5 2 3 0 5 5 0 0 0 2 3 5 5 3 2

0 5 5 5 3 2 0 5 5 0 0 0 5 0 5 5 5 0
Female

250 5 5 5 2 2 1 5 4 0 1 0 5 0 5 5 5 0

a) ly, light yellow

b) -, negative

¢) —.not observed; * 1-9/3 visual field; +,10-99/3 visual field
d) —, not observed; X, a few; +,abundant



Table S-1~-1

Hematological findings in males at the end of dosing period

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

D RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT
ose
(x10¢/mm3) (g/dL) (%) (tm3) (pg} % (%) (X104 /mm3) (sec) (sec)
(mg/kg)
(3) (5) (5) 5) (3) (5) (3) (5) (5) (5)
V] 789 15.9 47.1 59.7 20.2 33.8 2.8 111.6 17.9 21.8
+47 +0.8 2.7 +1.2 +0.6 £0.4 *0.6 +19.1 +3.6 £1.8
(5) (5) (5) (5) 5 (%) (5) (%) (5) 5)
10 T34* 15.1 43.6 59.4 20.6 34.6 3.0 97.7 17.7 19.9
£39 +0.3 *1.4 2.6 1.1 +*0.9 *0.6 %12.9 3.2 2.1
(5) (5) (%) (5) (5) [4-3)] (5 (5) (5) 5
50 726%* 15.1 43.2% 59.5 20.8 35.0%* 3.3 104.9 16.0 20.7
*14 +0.2 0.4 +1.6 *0.2 *0. 0.4 *7.5 +3.3 *1.6
(5) (5) (5) (5) (5) (5) (5) (5) (5) (S)
250 T1i** 14.8 42.2%% 59.4 20.8 35.1* 5. 2%% 116.5 27.9%* 25.2%
+i4 *0.5 +1.9 2.4 *0.6 0.7 *1.9 *9.1 3.0 2.1
oo
oo
‘ |
|
Band Segmented
‘ Do : WBC neutroprhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
se
(x100/mm?) (%) (%) (%) (% (%) (%)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5)
0 68 0 8 0 0 1 g1
+12 *0 +1 *0 *0 +1 2
(%) (5) ° (5) (5) 5 5) {(5)
10 65 0o - 8 1 o] 1 30
+19 *0 3 *1 20 *1 +3
(5) (5) (5) (5> (5) 5) (5)
50 82 Q 10 Q o] 2 87
*23 *0 x2 +0 *0 +] +3
(5) (5) (5) (5) (5) (5} (5)
250 78 0 8 2 o} 3 87
*9 *0 +3 £2 *0 *2 *6
Parameter. meanxS.D. *, gsignificantly different from control., p<0.05
( ), number of animals **, gignificantly different from control. p<0.01
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Table S5-1-2

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

Hematological f£indings in females at the end of dosing period

Hematocrit McCcvV MCH

D R B C- Hemoglobin MCHC Reticulocyte Platelet PT APTT
ose
(x104 /mm3) (g/4L) (%) (tm3) (pg) (%) (%) (%104 /mm3) (sec) (sec)
(mg/kg)
(5) (5) (5) (5) (5) (5) (8) s (5) (8)
[¢] 722 15.0 43.7 60.6 20.8 34.4 2.7 95.3 11.9 16.2
+36 £0.6 1.9 2.5 1.0 1.0 $1.0 9.9 0.4 +1.3
(5) (5) (5) (5) (5) (5) (5) 5) [4-3) (5)
10 753 15.3 44.1 58.6 20.3 34.6 2.5 88.0 12.1 16.1
*47 1.0 3.0 2.0 0.5 0.9 *0.2 5.6 +0.7 £2.2
(5) (5) (5) (5) (5) (5) (5) (5) (5) 5
50 715 15.0 42.6 59.7 21.0 35.1 2.8 89.3 11.9 18.1
x28 0.4 *1.7 2.2 0.6 0.6 1.1 £22.9 *0.6 0.5
(5) (S) (5 (5) 3) 5) (5) (5) 5) (-3
250 628** 13.5* 38.3%% 61.0 21.4 35.2 9.8% 108.9 11.6 18.2
*44 1.1 2.5 Q.9 0.4 $0.8 +3.3 x12.2 0.5 2.9
Band Segmented
B WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
{x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg)
(5) (5) (5) (8) (5) (5) (5)
0 48 Q 6 1 o] 3 90
%10 *0 *3 +1 *0 *1 *4
(5) (S) (5) (5) (35) (5) (5)
10 35 Q 9 1 0 3 88
6 +0 +2 1 *0 *1 £2
(s) (5) (5) (5) (5) (§-] (5)
50 41 o] 10 1 o] 2 88
*11 20 *+6 ESY +0 +1 +6
(5) (5) (5) (5) (5) {5) (5)
250 38 [v} 7 0 0 2 99
+8 0 *5 %3 +0 *1 +7

Parameter. meantS.D.
( ), number of animals

*, significantly different from
**, sgignificantly different from

control., p<0.0S
control. p<gQ.01
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Table 5-2-1

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

Hematological f£indings in males at the end of recovery period
D R B C Hemoglobin Hematocrit MCV MCH M C HC Reticulocyte Platelet PT APTT
ose
(x104 /mm3?) (g/dL) (%) (tam3) (pg) (%) () (x10% /mm3) (sec) (sec)
(mg/kg)
(5) (5) (8 (8) (5) (5) (5) (5) (5) (5)
0 796 15.4 45.7 57.4 19.3 33.6 2.7 93.6 16.5 22.1
+26 £0.3 *1.1 %1.2 0.6 0.5 %0.5 *13.6 *1.3 £1.6
(5) s) (5) (5) (5) (5) (5) (5) (5) (5)
250 755 14 .5% 42.9% 56.8 19.3 33.9 4.2* 100.3 19.Q0* 23.2
*36 *0.6 *1.7 1.1 0.5 0.4 1.1 *7.6 1.7 +3.
Band Segmented
D WwBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg)
- (5) (5) (5) (5 (5) (4] (3
o 100 0 8 0 0 2 89
17 *0 =3 +1 *0 2 x5
{(5) (5) (S) (5) (5) 5) (S)
250 99 o} 10 0 0 2 88
222 +0 *5 *1 *0 *1 +4

Parameter. mean+S.D.

) . number of animals

significantly different from control. p<g.05
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Table 5-2-2
Twenty—-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Hematological findings in females at the end of recovery period

D RBC Hemoglobin Hematocrit MCV MCH M C HC Reticulocyte Platelet PT APTT
ose
(X104 /mm3) (g/4L) (%) (tan3) (pg) (%) (%) (x10% /mm3) (sec) (sec)
(mg/kg)
(5) (3 (§3] (8) (5) (5) 5 (¢:3] (5 (5)
o] 751 14.9 43.8 58.3 19.9 34.1 2.0 90.8 11.5 16.7
243 *0.6 *1.7 %1.6 20.6 0.7 0.3 4.0 *0.4 $0.3
(5) (5) (5) (5) (5) (5) (§-2] (5) (5 (5)
250 737 14.9 44.2 59.9 20.2 33.6 2.3 95.5 11.6 18.0
*22 0.5 +1.3 *1.8 0.4 *0.7 *0.2 +4.9 0.8 *1.
Band Segmented
b WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg)
(S) (5) (5) (5) (5) (5) (5)
0 38 o] 12 (V] Q 3 84
%10 0 6 *1 0 1 7
(5) (5) (8) (5) (5) (5) (5)
250 55% Q 9 1 0 4 86
*11 0 *4 *] *0 t1 x4
Parameter. meantS.D. *, significantly different from control. p<0.05

) . number of animals
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Table 6-1-~1

Twenty—eight~day repeat dose oral toxicity study with subsequent l4~day recovery test of EAQ in rats

Biochemical £indings in males at the end of dosing period

Total Albumin A/G Glucose Total Tri- Creatinine
D protein cholesterol glyceride bilirubin
ose
(grdL) (g/4L) (mg/dL) (mg/4aL) (mg/4aL) (mg/aL)
(mg/kg) .
(S) (5) (5) (5) (5) (5) (5)
4] 5.3 3.1 1.42 155 39 55 17
+0.3 0.2 +0.14 *19 *12 +32 *3
(5) [4=3) (5) (5) (5) (5) (5)
10 4,9% 2.9 1.52 131 39 42 16
$0.2 0.2 +0.26 *15 *7 16 3
(5) (5) ) (5) (5) (5) (5)
50 5.2 3.1 1.49 150 44 36 15
0.2 0.2 +0.16 +20 *11 *3 *2
(5) (8) (5) (5) (5) (5) (5)
250 5.4 3.4% 1.78 137 38 29* 16
0.1 0.1 +0.24 *9 6 *5 *2
Inoryg. Ca Na K Cl ALP 7-GTP
phos.
Dose
(mg/dL) (mg/dL) (mEq/L) (mEa/L) (mEq/L) (/L) (UG/L)
(mg/kg)
(5) (5) (5) (5) (5 (5) (5) (5) (5
[o] 7.7 8.7 144.8 3.97 104.8 391 35 65 0
+0.3 +0.3 +0.7 +0.27 *1.5 +103 *11 +18 *0
(5} (3) 5) (5) (5) (5) (5) (5) (5)
10 7.6 8.6 145.4 3.88 107.1 352 30 71 ]
0.6 0.2 *1.3 +0.20 *1.5 *68 2 *8 x1
(5) (5 (5) (5) (5) (5) (5) (5) 5)
50 7.5 8.7 145.4 3.93 105.4 339 31 73 (o]
*0.9 0.2 +0.9 +0.24 *1.4 +67 +5 *6 *1
(5) (5) (5) 5) (3 (5) (5) (5) (5)
250 7.6 8.8 145.4 4.15 105.6 355 32 72 1
*0.2 *0.3 0. +0.31 *0.6 *39 *8 *10 0
Parameter. meantS.D. *, significantly different from control.

) . number of animals
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Table 6-1-2
Twenty—-eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of EAQ in rats

Biochemical findings in females at the end of dosing period

Total Albunmin A/G Glucose Total Tri- BUN Creatinine Total
b protein cholesterol glyceride bilirubin
ose .
(g/4L) (g/d4L) (mg/4dL) (mg/dL) (mg/4dL) (mg/4aL) (mg/dL) (mg/aL)
(mg/kg)
(5) (5) (3) (5) (5} (5) (5) 5) (5)
o] 5.0 3.1 1.67 128 48 25 22 0.15 0.07
+0.2 0.1 +0.13 +11 *5 +13 %2 *0.05 *0.02
(5) 5 {5) (5) (5) (3) (5) 5) (5)
10 5.0 3.3 1.95 130 52 28 18 14 0.09
*0.2 0.1 20.24 22 +8 *7 *2 20.04 $0.02
(5) (5 (5) (5) (5) (5) (5) (5) (5)
50 5.0 3.3 1.92 120 49 36 19 0.19 0.11%
0.2 0.2 *0.22 +8 +8 *8 2 x0.05 x0.01
(S) (5) (5) (S) (5) (5) (5) (5) (5)
250 5.6%% 3. T** 1.99 118 80* 47T **% 20 0.15 Q.12**
+0.4 +0.3 +0.07 +13 +20 *11 4 +0.03 £0.02
Inorg. Ca Na K Ccl ALP GPT GOT T -GTP
phos.
Dose
(mg/dL) (mg/dL) (mEa/L) (mEa/L) (mEa/L) (U/L) [S194 ) (u/w (U/L)
(mg/kg)
(5) (5) (5) (5) 5 (5) (5) (S) (%)
(4] 6.9 8.2 145.7 3.62 109.4 233 22 64 1]
0.3 +0.2 *0.8 *0.25 *1.2 +72 ®1 3 0
(5) (s) €3] (5) [¢=3] 35) (5) (5) [§=3}
10 7.1 8.3 145.4 3.67 108.9 244 22 68 0
20.7 *0.1 +1.2 +0.25 1.9 *27 +2 x5 *0
(8) (5) (%) (5) (5) (5) (5 (5) (5)
50 7.5 8.5% 145.0 3.84 108.4 235 21 63 [o}
0.6 20.2 *0.6 *0.33 +1.3 *41 *2 *6 *0
(5) (5) (5) 5 (5) (5) (5) (5) [§-))
250 7.4 8.7** 145.1 4.16 106.0*%* . 602 25 67 1
*0.6 0.2 +1.3 +0.38 +1.3 822 +7 +26 *1
Parameter. meantS.D. *, significantly different from ~ontrol., p<0.05

( ). number of animals **, significantly different from ntrol., p<0.01



Table 6-2-1

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

Biochemical findings in males at the end of recovery period

. Total Albumin A/G Glucose Total Tri~ BUN Creatinine Total
D protein cholesterocl glyceride bilirubin
ose
(g/dL) (g/4dL) (mg/4dL) (mg/aLn) (mg/dL) (mg/d4dL) {mg/4L) (mg/4aL)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5) (5) (5)
Q 5.3 3.1 1.39 176 39 46 18 0.12 0.08
0.2 0.1 +*0.15 24 12 219 +2 *0.01 x0.02
3) (5) (5) (5) (5) (5) (5) (5) (5)
250 5.7 3.2 1.27 174 45 58 17 0.15 0.10
0.2 0.1 *0.05 24 *3 +31 x1 *0.04 *0.02
oo
NN
|
I
|
| Inorg. ca Na K Cl ALP GPT GOT ¥ ~GTP
| phos.
! Dose
! (mg/dL)> {(mg/dL) (mEq/L) (mEq/L) (mEq4/L) (/L) (U/L) (U/L) (usL)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5) (5) 5)
[} 7.1 8.6 144.2 3.72 104.6 316 33 70 1
*0.4 0.4 *0.7 £0.19 *1.4 32 *2 +*10 +1
(5) (5) (5) (5) (5) (5) (S) (5) 5)
250 7.1 8.7 144.2 3.79 104.5 318 33 68 0
*0.3 0.2 *1.3 +0.25 2.1 +19 +3 5 x0

Parameter. meantS.D.
) . number of animals
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Table 6-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of EAQ in rats

Biochemical findings in females at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Total
b Protein cholesterol glyceride bilirubin
ose
(gs/4L) (g/dL) (mg/4aL) (mg/4aL) (mg/dL) (mg/dL) (mg/dL) (mg/4aLn)
(mg/ky)
5) (5) (5) (5) (5) (5) (5) (5) (5)
0o 5.6 3.4 1. 147 52 32 19 0.17 D.11
*0.3 0.1 $0.12 %9 . +10 x5 *3 20.10 *0.03
(5) (S5} (5) (5) (5) (5) 5) (5) (5)
250 5.8 3.3 1.32%* 134 59 35 19 0.11 0.08
0.4 *0.2 +0.08 £14 10 +17 *2 +0.02 +0.02
Inorg. ca Na K cl ALP. GPT © goT ¥—GTP
pPhos.
Dose
(mg/dL) (mg/4dL) (mEq/L) {mEq/L) (mEqa/L) (U/L) (U/L) (u/L) U/L)
(mg/kg) .
(5) (3) 5 (5) (3) (5) (5) (5) (5)
o 5.3 8.7 144.2 3.76 108.4 165 26 65 1
£0.6 +0.2 0.8 x0.12 *1.0 *26 *6 *4 +1
(5) (5 (5) (5) 5) (5) (5) (5 5)
250 5.7 8.5 145.0 3.56 108.1 168 27 59 o
*0.4 0.2 1.3 *0.17 *1.7 +35 +5 9 *1

Parameter. meansS.D.
( ). number of animals **, significantly different from control. pP<0.01



9 ¢ —

Table 7—1-1

Twenty—-eight-day repeat dose oral toxicity study with subsedquent 14-day recovery test of EAQ in rats
Absolute organ weights in males at the end of dosing periocd
Adrenal
D Body weight Brain Thymus Heart Spleen dglands Testes Epididymides
ose
(mg/ky) (g} (mg) (mg) (mg) (ng) (mg) (mg)
(5) (5) (5) (5) (5) (5) (5) (5
0 351.6 1855.2 478.6 1087.9 .2 739.0 52.8 2846.3
*47.5 *64. *74.7 *80. .7 +187.7 *6.0 +357.7
5 (5) (5) (5) S) (5) (5 (5
10 329.9 1894.2 537.5 1048.4 4 742.7 53.3 3047.1
%39.0 +78 *65.9 +136.7 .5 +108.3 8.9 $169.1
(5) (5) 5 (5) (5) (5 (5
S0 338.0 1905.8 576.5 1126.8 .9 825.3 51.0 3183.1
+29.5 +35.3 343.9 57.7 .1 2231.4 +11.9 £180.9
S (5) (5) (5 5) 5
250 336.9 1951.5 539 9 1141.3 805.7 50.7 3077.5
£15.6 £121.0 12.0 +84. +198.9 3.7 +191.3

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

* %

. significantly different from control.

p<0.01
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Table 7-1-2

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

Absolute organ weights in females at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Liver Kidnevs Sprleen glands Ovaries
ose

(mg/kg) () (mg) (mg) (mg) (mg) (mg) (mg) (mg) {(mg)
(5) (5) (5) (5 5 5 (5 (%)
o] 217.1 1762.7 526.7 727.3 6501.7 1662.8 522.3 64.7 88.1
*14.0 +70.4 *94.4 x54.5 *350.0 *125.6 *49.4 *7.4 *6.0
(5) (5) (5) () (5) (8) (5) (S) (5)
10 215.4 1780.1 399.6 721. 6556.2 1686.5 495.8 64.7 85.5
+18.0 £77.4 £43.7 +61.5 +561.2 +180.5 +*87.9 £7.2 +*317.2
(5) (S) (5) (5) (5) (5) (5) 5 (5)
50 214.1 1803.3 455.0 739. 6941.5 1701.5 530.0 57.0 81.6
+6.9 +31.4 101.2 +12.5 +376.1 +107.6 +66.2 +6.8 *9.6
(5) (5) (5) (S) (5) (5) (5) 5) (5)
250 203.6 1741.7 414.4 747.6 1.0784.4%* 1712.9 656.9* 60.9 78.6
*10.0 +38.6 £71.9 *46.4 +735.5 £102.0 +94.8 *7.7 *3.8

Parameter. meantS.D.
). number of animals

significantly different from control. p<0.0S5
significantly different from control, p<0.01
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Table 7-2-1
Twenty—~eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Absolute organ weights in males at the end of recovery pPeriod

Adrenal

D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) () (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(S) (5) (5) (5) (5) (5 5 (5) (5) (%)
0 408.6 1965.3 479.9 1226.7 11956.0 2968.3 781.1 6.1 3220.0 1016.4
+50.1 +71.6 +70.4 *99.7 +1816.9 +243.9 +*112.1 8.3 +*318.3 +116.2
(5) (5) (5) 5) (5) (5) 5) (5) (5) (5)
250 410.2 1936.8 507.0 1267.6 14297.5 3021.1 932.5 54.1 3291. 1007.2
+40.7 +94.3 +52.9 +78.9 +2865.2 +275.9 *124.1 *4.9 +206.5 +64.8

Parameter., meantS.D.
( )., number of animals
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Table 7-2-2
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14—-day recovery test of EAQ in rats

Absolute organ weights in females at the end of recovery period

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

(my/kg) () {(mg) (mg) (mg) {mg) (mg) (mg) (mg) (mg)
(§3] (5 (5) (5) (3) (5) (§2] (5) 3
] 241.8 1779.6 385.1 781.6 6770.3 1774.0 526.1 68.2 95.4
+16.9 £45.4 $120.1 +68.7 +454.4 +5G.4 +59.0 +8.0 +32.8
(5) (5) (5) (5) (5) (5> {(5) 5} 5
250 235.4 1816.9 401.7 786.6 7509.1 1824.1 598.4 58.3 101.8
$12.5 266.1 *87.7 246.6 +806.2 +89.9 284.1 *5.5 *317.7

Parameter., meantS.D.
), number of animals



Table 8-1-1

TwentyY—eight~day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (g) (mg/9g) (mg/q) (mg/g) (mg/9) (mg/9g) (mg/9g) (mg/g) (mg/g) (mg/9)
(5) (5) (5) (5) (5) [§=3) (5) (3) (5) (5)
¢} 351.6 5.371 1.360 3.125 31.437 7.399 2.081 0.152 8.148 2.107
*47.5 £0.917 *0.074 *0.332 +3.690 *0.607 +0.317 *0.026 *0.951 +0.258
5) (5} (5) (5) (5) (8) 5 (5 (5) (5)
10 329.9 5.787 1.640 3.175 31.149 7.818 2.258 0.161 9.300 2.334
£39.0 $0.492 +0.211 *0.080 +1.702 +0.097 $0.268 *0.019 *0.720 +0.280
[N
(5) 5) (5) (S) (5) (5) 5) (5) (5 (5)
(== 50 338.0 5.673 1.719 3.34 35.145 7.664 2.422 0.150 9.461 2.164
+29.5 :0.505 +0.223 +0.218 +2.300 0.593 20.510 *0.026 *0.784 +0.139
(5) (5) (5) 5) (5) (5) (5) (5) (5) (%)
250 336.9 5.792 1.601 3.384 49.482** 8.706** 2.384 0.151 9.136 2.091
*15.6 £0.238 +*0.312 +0.119 *2.999 *0.695 +0.525 *0.013 +0.455 *0.103
Parameter, meant+S.D.
. number of animals **, gignificantly different from control. p<0.01
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Table 8-1-~2
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of EAQ in rats

Relative organ weights in females at the end of dosing period

D Body weight Brain Thymus Heart Liver Kidneys Spleen Ovaries
ose
(mg/kg) (o (mg/9) (mg/9g) (mg/qg) (ma/g) (mg/9g) (mg/9) (mg/9)
(5) (5) (5) (5) (5) (5) (5) (5)
o) 217.1 8.137 2.414 3.351 29.985 7.669 2.411 0.407
+34.0 £0.455 *0.299 *0.172 +1.372 +0.533 *0.244 +*0.031
(5) (5) (5) (5) (5 (3) (3 (5)
10 215.4 8.301 1.854 3.361 30.508 7.822 2.297 0.395
+18.0 . #0.636 +0.117 +0.321 +2.430 +0.333 *0.324 *0.051
{(5) {5} (5) (5) (5) (5) (5) (5)
50 214.1 8.429 2.131 3.459 32.428 7.944 2.473 0.381
6.9 +0.215 $0.499 £0.144 +1.389 +0.309 +0.266 +0.039
5) (5) (5) (5) (5) (5) (5) (5)
250 203.6 8.568 2.028 3.673 53.079%* 8.416 3.222 0.386
*10.0 £0.433 *Q0.297 +0.200 +4.834 +0.411 $0.401 £0.042

Parameter. mean+S.D.

) . number of animals **, gignificantly different from control. p<0.01
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Table 8-2-1

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

Relative organ weights in males at the end of recovery period
Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) () (mg/g) (mg/9g) (mg/9) (mg/9) (mg/g}) (mg/qg) (mg/qg) (mg/g) (mg/9)
3) (S) (5) (5) (5) (5) (5) (5) (5} (%)
4] 408.6 4.884 1.203 3.021 29.197 7.310 1.931 0.137 7.910 2.507
+50.1 £0.758 *0.308 +0.251 £1.608 *0.606 %0.319 +0.014 +0.460 *0.315
{5) (5) (5) (5) (5) 5) (5) 5) (5) 5)
250 410.2 4.743 1.238 3.104 34.607* 7.385 2.281 0.133 8.063 2.470
*40.7 *0.318 +0.093 *0.245 +3.438 *0.583 *0.303 *0.020 *0.664 +0.244

Parameter. meantS.D.
( )., number of animals

%

»

significantly different from control. p<0.0S
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Table 8-2-2

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

Relative organ weights in females at the end of recovery period

Body weight

Brain

(mg/9)

Liver

(mg/9g)

Spleen

(mg/9)

Adrenal
glands

(mg/9)

Dose

(mg/kg) (g9)
(38)
¢} 241.8
+16.9
(3)
250 235.4
+12.5

(35)
7.384
+0.453

(5)
7.723
£0.151

(5)
28.017
£0.910

(3)
31.857*

*2.373

5
2-169
+0.152

(3}
2.545
+0.347

(§-3]
0.284
*0.042

(35)
0.249
+0.033

Parameter. mean+S.D.
( ), number of

significantly different from control.,

p<0.05



Table 9-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 10 mg/kg 50 mg/kg 250 mg/kg
Grade - + - + - + -
(Liver) [ 5] [ 5] [ 5] [ 5]
Enlargement 5 0 5 0 5 0 0
Dark color 5 0 5 0 5 0 2
(Kidney) [ 5] [5] [5] [ 5]
‘Dilatation, pelvis, unilateral 5 0 5 0 4 1 5
Enlargement 5 0 5 0 5 0 4

-, negative; +, positive.

[ ], number of animals examined.



Table 9-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Macroscopical findings in females at the end of dosing period

Dose 0 mg/kg 10 mg/kg 50 mg/kg 250 mg/kg
Grade - + - + - + -
(Liver) [ 5] [ 5] 5] [ 5]

Enlargement 5 0 5 0 5 0 0

Dark color 5 0 5 0 5 0 1
(Stomach) [ 51 [ 5] [ 5] [ 5]

Spot, black, mucosa, glandular stomach 5 0 5 0 5 0 4

-, negative; +, positive.
[ 1, number of animals examined.
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Table 9-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Macroscopical findings in males at the end of recovery period

Dose 0 mg/kg 250 mg/kg
Grade . + R +
(Liver) [ 51 [ 5]

Enlargement 5 0 4 1
(Kidney) [5] [ 5]

Dilatation, pelvis, unilateral 5 0 4 1

-, negative; +, positive.
[ ], number of animals examined.
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Table 10-1-1

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

Histological findings in males at the end of dosing period

Dose

mg/kg

10 mg/kg

50 mg/kg

250 mg/kg

Grade

0
+

+ +H

Pos.

+

+ At

Pos.

+

+ ++ -+

Pos.

+

4+ 4+t

Pos.

(Liver)
Hypertrophy, hepatocyte, centrilobular
Fatty change, periportal
Anisonucleosis, hepatocyte
(Spleen)
Deposit, hemosiderin
Hematopoiesis, extramedullary
Congestion
(Kidney)
Eosinophilic body, proximal tubule
Cyst, cortex
Basophilic tubule
Cast, proteinous

Cellular infiltration, lymphocyte
Dilatation, renal pelvis

(Heart)

Myocardial degeneration / fibrosis
(Stomach)

No abnormalities

(Adrenal gland)
No abnormalities

(Testis)

No abnormalities
(Epididymis)
No abnormalities

[5]

£51

[51]

(51
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[51]
[5]
(5]

i h = N

¥ ]

0= Hh O W

O - O W

SW — W ON

O W —

O O O O O

0
0
0

OO OO0 OO0 (=

o

0

0
0

[

SO OO0 o0 Q

S h = hh O O th [= B0

—

[5]

[51

wn O

h O

(=]

[0 8

0

1
0

O w

0

0
0

SO

[

[N

0
5
0

[« ¥}

(5]

[5]

(1]

h O N wn W

QOO = O e =

[l S ]

[~

S= O - 0O O

OO v

(=28 N

—_0o O O O Q

(==}

O W

SO OO0 OO

0**

(=

OO OO OO0

(5]

o N

(5]

<O W

[5]

= = =]

[51]
[51
(5]
[5]
[5]

w o

MO NO &

N o

O

QO W W = =

(=R o O

SO O O OO

OO O OO0 O W SO

o

5 #H
O#
5

[ S

O W W = -

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

[ 1, number of animals examined.

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

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



Table 10-1-2

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

Histological findings in females at the end of dosing period

Dose 0 mg/kg

10 mg/kg

50 mg/kg

250 mg/kg

Grade - %

+ ++ ++ Pos.

+

+ +++++ Pos.

H

+ b

Pos.

4

+ 4+ +++ Pos.

(Liver) [5]
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0
Fatty change, periportal
Anisonucleosis

(Spleen) [51
Deposit, hemosiderin (U
Hematopoiesis, extramedullary
Congestion

(Kidney) [5]
Basophilic tubule
Cast, proteinous
Cellular infiltration, lymphocyte
Mineralization, cortico-medullary junction

(Adrenal gland) [5]
No abnormalities

(Stomach) [5]
No abnormalities

(Heart) [51
No abnormalities

(Ovary) (51
No abnormalities

wm o
(=20 N
S —
[N
OO

wm o
(=}
OO L
SO O
SO O

Vi W L W
SN O™
OO OO
[= I =R =
[~ Bl I e B e}

0

5
0

[ ¥}

O N ON

(5]

(51

wo

o o

O

w

—0

[0 8

0

0
0

SO

[ N )

OO O

0

5
0

Ot

[51]

[51

wm O

~rO O

O

OO

[0 8

OO

—

OO

OO O

<

[51]

[51]

[5]

[5]
[5]
[51]
[5]

(=N’ N W

BW AW

0
0
3

OO O

[l S B ]

(=) N

“h o

SO OO

OO W

S

SO OO

O**
Q **
0

0**

0 *.

Q **

oo o

5#

0 #
3

[V T BV}

ol ST I

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

[ 1, number of animals examined.

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

##, significantly different from control, p<0.01 (One-tailed Fisher exact test).
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Table 10-2-1

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

Histological findings in males at the end of fecovcry period

Dose 0 mg/kg 250 mg/kg
Grade -+ 4+ + ++ Pos. - * + + ++ Pos.
(Liver) [5] [51]
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0. O 31 1 0 0 2
Fatty change, periportal 0 5 0 0 ¢ 5 0 0O 0 © 3
(Spleen) (5] [5]
Deposit, hemosiderin 0 1 4 0 O 5 0 0 0 5 0* 5
Hematopoiesis, extramedullary 0 1 4 0 O 5 0 0 0 5 0= 5
Congestion 5 0 0 0 O 0 0 5 0 0 O0=** 5

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

[ }, number of animals examined.

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

#4#, significantly different from control, p<0.01 (One-tailed Fisher exact test).
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Table 10-2-2

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

Histological findings in females at the end of recovery period

Dose 0 mg/kg 250 mg/kg
Grade - + ++ ++ Pos. - * 4+ + ++ Pos.
(Liver) (5] [51]
Fatty change, periportal 0 5 0 0 o 5 6 3 2 0 0 5
(Spleen) (51 [5]
Deposit, hemosiderin 0. 0 5 0 O 5 0 0 1 4 0 5
Hematopoiesis, extramedullary 05 0 0 O 5 0 3 2 0 O 5
Congestion 5 0 0 0 O 0 2 3 0 0 O 3

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

[ ], number of animals examined.
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