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Fig. 1~4
Fig. 5
Fig. 6

#
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Table 6-1~6-6
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3. HEEEH®E
3.1 RERIESE
RRES » B-6586
REBRE : ENF L NT T IIDTF v FERBWE

2EBEEEBREL S 28 HRIRER O RESHERR

32 HEEHM
HERMEZ 7y M 28 BMIREROREL, FOREBLZALMITE L BT, +
D% 22 BMOEEMM ARG CTESEOTEMZHERS L #EMNE L,

3.3 HERRRE
BESBHE ERAGE FETER (CLFEDHRELARE
T100-8916 HURERT{UE XAEH A 1-2-2

34 RERES
KXt R/ Vb —FE - F—
T 151-0065 FHFERE XK ILET 36-7

35 BRERERER
HREHR SV —F ¥ — HEBEWERH
T412-0039 F&MRERE A FE £ 1284
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4. E#

ENA T Ty 71028 BRIRERORESEERRE 6 BEO Sprague-Dawley
F# SPF 7 v b [Crl:CD(SD), 1 B¥ifES 6 XiX 12C) ZHAVWTEBR LTz, HEEIZ0

(FEHAAK : HEERE) . 40, 200 BT 1000 mg/kg & L., *HBE L 1000 mg/kg & 5B
D—WOEE (1 FEMEHES 60C) 2oV TRBREHMKRT % 2 BRI ORES K % & F
T EHEOTEEERI L,

HERE, BARUVLERFREL, HRVEREOEBIRDO o1k,

—RETIZ, BEHAMPIZERE & F AR 200 mg/kg LA DRG] O TS
b,

R —BRREOBRE TR, REHMTICA—T 74— FRBEIZE T 5H%
BOBEMEDN 1000 mgkg BEHOHETRD b,

BREHE T, #5481 1000 mg/kg BEBHOM CRMEAA LN,

EERUCRER T, REFHOTMIZEMED 1000 me/kg REFOETHLLENT-,

REE (BABZED) T3, &E 4 Blov Vv OB oBINEE S 1000
mgkg BHEFOM T, FKBEOBEEA 200 mg/kg M EDOHREBOHE L 1000 mg/kg # 5
EOMT, REOEELIZEZEOEMEA 1000 mg/keg T FFEDOHE L 40 mgkg BA OB
E@otcHLRT,

ML FRETIE, ZREMBRTRRIZA Y 7 LOBED 200 mg/kg A LD EFED
METH L,

REERE T, BRICBW TR H 2 W X EROSED 1000 mgkg THEHD
fEE T, MBEFREICRME LEMEROBEAIEN 200 mgkg ML EORSBEOH T,
FRAEE £ ARR D 7 EEYE/ NS 1000 mg/kg R EHOBTRD LN, I, EBRT
i BB O FERE OB T X AS 200 mg/kg UL OB S B OMERET, EBOREOBFES 1000
mg/kg B 5 OMEH TERO 5T,

Bk L ZE iz oW TEHWTFR SEREIC L D BMH BV ks LEEELT LT,

LULEDRR, FVF /T 7970 DERBREETICRIT 5 BRI TIHIHE
BREICBU DK (L EE OBBEOBE ML L b 40 mg/kg/day & HE S hiz,
—%. BMTHERRECBITIREDEE L BBEDEIED S 40 mg/kg/day # FTEIS &
#i BHT\:o
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5 8

RESBE EEXERLE TETER LPPERTLMREZOEKRBIZLY, TALY b
Tov77%5y MI28 AHEEROES L, T0EEEZHLMC TR L L bIZ, 2
HARAEL, BEOAHEEIFALOTTOREERET D, 2B, FRRIIKRE
HAYS VY —F Y —BPERZELORRBERZITTWSE, T/, HBFLEEER
CHER LA FSA R EIRLLTO&EY ThDH,
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6. BREBHBERUEZE

6.1 WERMHERUERE

6.1.1 HERYH
TR EI

Eftahic, FARRICER L-BRYEO o

v hEE, ﬂﬁ%iﬁiﬁk@lﬁ@ Thd, £l A Fv— FEHEFAER 1 ITF L

& FF

x4

CASEF
BEHATERES
TR

5FN

s

oy b EF
R
eX )

NES |
REM

REFELE

RFEH

BHEWEOEE

EH

ENF NI T 7T
Mordant Black -7
3618-60-8

5-2111

416.77
C;gHmClNzNaOgS

OH

(o

N=—N Cl

HO

ONa

92.7 %
73 % (5 b & LTHEFEA A2 7100 mg/kg, il
A #1300 mgkg NEH)

700 g (100g % 7 &)

BRERTH, BRETTEEHZHERB LR, ®ET
HHZLNHRINT: (BARE2) .

AR (EH{E 3~8°C) . &, REMEHY, U D
7w & [Ali

HEIETTER #HBRYEERFEROE | BFaMgsy
HRNE

v A7, FREVIRERETEH Lk,

KECBFE 2 EDFKFENOEI T, LA & ofEfh
3% 4 p I (e

HRYH | g ZRERE L LTRE LR, SR/
SHLEERYEOREIIREE L, -, HRYHE
OBRBITRELICET LEEELERE, T THRE
L,
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6.1.2 4% 8
A : & Ak
2y NES 3 8K74
pEE : BEASHRERETE
HFHE : £l
BRAF BT ] HESRTTI T 8 1 HEHERDHANE

B, *ﬁ&h%jofimbfmﬁﬁ¢m%»?/h77f¢7®£Eﬁ ¥—
R (RBRES : A-2175) TBWT, ERAAKP TCOBRBRYHEORELER Y —E
CRIFRERIBONATWRZ b, HEE LTEHBEALZRIR L.

62 BREEAOFAR
BREZLILEROBRYE L ERICER L, EHAAKCESL T 8mg/mL#& (K
FAREEHE) | 40 mg/mL K (AR R1F200 mg/mL i (FMARRK) @KL
e, BRI TR IELAEOHMECHML, A& 7BLAICERLE,

621 BEBROBRERE
BE5EZ | BRESTOBEN T ARICHEL., FREEE CAFT (BEEAN. %5
#iFH 1~10°C, FERIE 3-6°C) | EHRTHEFL,

6.2.2 BEPTOREY

AERYED 0.1 R 200 mg/mL BB (BE - EHAK) 3, 67 (BEEA,
1~10°C) ., X TS HM., FPHFET UFHRELELE, BRETHDIZ LI
REHR SV —F ¥ —CHEREINATVWS (RRES : A-2175. HBHRE3) .

6.2.3 HWEBEDRE - H—HER

B 18 ABORSIZAVIEREOERTEIZSONWT, TOME - #H—424%K
SRSV —F o F—THPLCEZAVWTHRELL, TORKR, REIHTS
WMEOHIEIX 1024~107.3 % (FFEMH : #AEICHT2HE ; 100210 %) | H—
120.0~1.5% (FFAME : CVIO%ET) THY, WTFRLFERBATH -2 (HHTE
B d-1 ROV 42) |, SETEOBEEKIZRT,

B TE X SRR M E
£ R : ENFNT T IT
ny &S - 08001
REFIE : M (RRE 2~8°C) . #B. RBEMEHY. VD
7 L [Rlil
RIFIE AT g HEETRER #HBEYERFERUVECERTEDE

RIS
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HPLC M E &4
7 A 2 CHEMCOSORB 7-0DS-L
(46 mmLD. x 150 mm, 7pm, HRXESt7 LH2)
77 AMERWRERE
: 45°C
HPLC Z&h+H : 25mmol/lL W ABRT FF7FAT E=17 LYEHR (pH
3.00) S AZ = (30170, viv)
b : 1.2 mL/min
R H ; UV (BIE#&E 300 nm)
= bV 7T —RERE
: 4°C
AR : 10 uL
EANIERF
MR EAE HEAPIE

3 BEER (27 AESMER)
3 EeEe (ERA)

1 #EERBH (8 my/mL- /&)

1 i EZRHE (40 mg/mL- L&)
1 B ERREE (200 mg/mL- E/#)
1

1

1

1

|

FEERFSE (B mg/mL-PRE)
HEEREE (40 mg/mL-P &)
#ilE £ RS (200 mg/mL-%8)
BIE AR (8 mg/mL-T /&)

10 MEXERAFE (40 mg/mL-T /&)

11 | Bl E EZRIFE (200 mp/mL-TF &)
AR R O EZRERE ORI E X, AR 24 BFRLIAIC R
Liz. B, AYUF—a BT, A= P IF—AlcH
U3 24BHMRFROREESLMBEATWS, £k, flELAER
WRAIERE S HABEIIE, ThEBWEREL2EDIATEA
L.

(~J|n|jn]s ]| |-

o

6.3 HREIDERURHOARER

BUERBENA T4 LTy P 2HAVWERBRKEL SR TWS, Z0oRK
IERENEZRLOZ7 v ML I< b, TRRENBETHILIZ L HHEBIR
e

64 HEBERMRUHESIT

Sprague-Dawley & SPF 7 v b (Crl:CD(SD), BAF ¥ —/ 2 « Y "—KRXLH, E
AEEE &) L 7TE® & SEBTAFEL, YT C9 B RMRE - BilLEE L.
—REORE (1E/H) . FEAE GE) RUEAELZ—RRKECES (1E) #17
W, FEHNE, —REERUHEEL-BRRBOBRIIREN 20N TREL Ebh
HHERER I6PC (EFEL LTS 24 [T, EIEREL LTS 1210) 28O, 6HE

14
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THRECH Lz, HE5MBE OFEHEAIZ, BT 205-233 g, #T 151~193 g TH -
=, BiiERE - Bl oEcERNEIC L 0B8R, BESTHE (&ERKBO 2
AR DEBIZESWTEIHEL., EHOFEHFEERTEARLITHE LRI L H>EH
WALz, AEofFTEarva— 422070y /BEEERUVEEAMBBE
DEEYE (Toy/BEETULELHEZERL. RBRERUVEAOCEMGEES L BES
WEIETE) X 0fTolz, £, REEDIIHREHRGLEICRBRRZL LR LELEE
S,

) - RBRHEFCEY, EXERIIHES 45K Tho 7245 ERICIMES 47 TAMA S,

65 fEEH

W TR E 20~24°C (BFAHGHE - 23+3°C) |, #AXHRE 46~60% (FFA&LH : 50+20%)
BRE S 1 K] 10~15[E]1, FERA 1 B 12 KR (07:00~19:00) OEMIREZE (301 H53)
T, 794 v b RERBEY — (W 250xD 350xH 200 mm : A AY — VU EH)
THEMNEET L, 6 1B EAEEAOERZEHK L=, BFEHEE CRF-1 (F) x>
F B TERRESE. 2y FES 1 090407, 090512, 090609) (FfafEAF% VT,
Fio, HMEEHEAEKREZLARICLY BRICERIYE:,

6.6 SAMRUREKFIDEAME

P ORBAREICME LU TIIER o v 22T Eurofins Scientific Analytics T4y
2TV, Tl K OWTREEEBRRE L 7 — KA SO KEEIC SR
LAKERELZEHNIC (E4E) EHELE, ZhboalmlEEL AT L, ARMAK
BNV L AR LEE, FLERFLL,

6.7 BPYOBAR S r—T~DET

BT AN B EEAES L CEEHI L, Ao ESTRIETOM
ITRBES. HIAUVCEEESEARLEY — 7200, BaiTtkiZ. #4581
FORAEZ L (RHB#E, &, FRUEHAEHOIR) (c4ffodESE2o000, ZOBE.
1000 OATITEE. 100 DfFIZME (0F 2 HE, 1 F&i) . 10 & 1 DTIXBEEES L LE,
EEFEEFr—VI, BoURIECERALEF —V7LORICHAER (B) JLictey
B LT EST, RBRES, BEEK, RE5E,. &, OBES. FESERUHE
BFEBFATLE, AL, B2 BRECHE, HERE., BHRVEXER
BRETIZ, BRECH LTEREDOEREZHBRT D, r— V7~ 2HBLTR
BES, HIROEEESOAEZRLE,

6.8 BRERER. E5HMH. ESERRUVEERAME Th s 0RIRER
BEURBETAA FIA D, #ERRBRIEIRORS2BIR L, #5428 B
Lk, BREEBEIRERERBRT—BRIZITONLTWA 1 B 1[E (7E4&) & L,

EHEMEEEFOTMHEELZRFT o20ICEE LS 2605 2EM (14 BF) &L, =

15
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DEBEEETORP2T,

6.9 ®EFE

BREAEID SmLkg KEE L, B U7 2H0CHEFAIROEBS Lz (08:01~12:13
OF) . WEEICEEE (EHAK) Z2RKRICRE L, BRSL0R5ER (BF
BT :01ml) REHOEEZEHEIZEHLE,

6.10 BREBRUFOREHAMNE U I—HER

FENF T 77700 (EHBAK) , 100, 300 XU 1000 mg/kg/day % 1 BEMERE
ZS5EDT v Mo 14 BRREERQRE LR Y 2%k e LT, #i3 1000 mg/kg
BEFEO 1 FIZFETH, HEiX 1000mgkg BEHOBEERRICELLBD LN, -
T, ZRBRIZBIAHBRE5REIX, 1000 mgkg REBEEAEL L, A 5 TRL. 200
mg/kg Z AEIC, 40 mg/kg ZEFARE L, ABELNZ 4 38R E Lz, 1 BEY7-
D OEM & R TIIMHEES 6T, EER CII R O AR ClES 6T L,
HREREROR 1 IITT,

FA1BEEARE
2w HHER | B E | BE5EER m * BE E B
(mg/kg) | (mg/mL) | (mL/kg) L L7k B = B i E 5
®| 6 1001-1006 6 1007-1012
xR B 0 o 3 e 6 1101~1106 | 6 1107-1112
| 6 2001~2006 . >
EmEE [ 40 8 3 g | 6 | 2101~2106 . -
| 6 3001~3006 ; *
Eaiib € 200 40 5 it 6 3101-3106 § -
®| o 2001~4006 6 2007-4012
amiﬁ 1000 200 5 HE 6 4101-4106 6 4107-4112

611 BWERUVREDSLE

TATHERZA-FACBHERCREZZER L. RBROOEHICEMLTIATE
D@EY & L7,

#5 1 B (day | of administration) : ERKA

5 1 (week | of administration) : #5 12:6%&57H

|4 | B (day | of recovery) : BIERAA R (REHM&TORR)
E17% 1 38 (week 1 of recovery) cEfE 1 25EET A
6.11.1 — RO RE

L2BECSVTEREHRMTIIER 3ELHEFI L HEEREUM 2% (2L,
RB LR —RREBEOBRE, BiERE, BARTHRESRRAELEMT 5 FiIZR
SRt EEERD 2E) . EEMMTIIER 1EH, FAR, KERE £, T8k

16
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UHEt A 72 £ O—BORIR L8R L Tc.

6.11.2 HET-RRKEOERE. HERE. BEHARUVEREHROATE

M —BREOBRRIL, 2AKICOWT, BERKENC 1E, REHMRE PR UE
EHEPIIEA | EEHBLE, £, BERE, BHARUVEBZETHECRIEILX, &5
418 (HEZH 5208, XR5270) RUEIE 28 (BE 138) 77, s
—BREOBRER CEEREIZ SOV TIREAMES 2WIXX a 7L LIZFEREZ AV,
B, BERUCRERIZEOERZEHIR (77404 FE) L, 8i%E 5 F AiCRRE
L7=RETITo 7.

6.11.2.1 HHT—BREORE
1) F—hr—UNEE
B K BRETH
2) FH-oTHOBE
F—=TNoOMUHLPTE, HE - KMORE, R - BROKWw, IBRER (IRKZE
Hi. IRBRPASHRRE) | TTRXSEE, BAmRMEE (R, L, MR, Mk, REE
®) . A RYTIIRT ARG
3) F—F 74— FNEE
REERIE, B®. RETH. $ETE. 57, £8. S8\, 2bER0EH, &
e (BEFEER. BER)

6.11.2.2 HAERE
WRRIS. B6ORIG., SRS, MERIG. BILRA, ZEPERKE, FiBREE

6.11.2.3 BhHiE
CPU #—% MODEL-9502A (74 a—=x=y =7 ) ' VHXLH) 2 HCHiEAE
VBB HZRE L,

6.11.2.4 B&ED RO RE
ERUMAE $EED ¥ —NS-AS0l (BKXE&tt=a—oHP A= R) ZHNTH
FEBBARIE L, SIFEL 1M E L, 10 5EERT 0~60 2 ORI EE % £5H L1,

6.11.3 (K ERE

L2EFEIZOVWT, REBHEPEES 1. 4. 7, 10, 14, 17, 21, 24 RU 28 HOF
Sz, EEMEPIEE L, 3, 7, 10 R 14 BICHIE Lz, RED 08:43~10:44 @
Rz T, MR AICIIHEMNBEEREHOLD, ATE»OH 16 A X3RO
EEZHE L (08:00~08:18) ,

17
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6.11.4 REAEAE

2REEICHNT, BEHMPIESE 1, 7, 14, 21 ROV 28 B o EaTIC, EHEAARA
PIIE® 7 R4 BIZHRIE Lz, RIE 09:02~10:56 DEICIT- T, ¥, &5
AOREIRBENSD 1 BRE%EY, #E TR 6EMORHMERRY, £O®E 7D
CTHHMOREEREZAEL, IE1 AREZEH L, BEE 1 EZEHR1 B»6 7
HETO 6 EMOREENEY, To®%IZ7TEMOoREEREZREL, || A&
ERHLE,

6.11.5 REE

BEABRRCEE 2 BICIT-7,

#E 40 (%522 BoREHR) Z2EEIC-OWT, EE 28 (E% 11 8) XE\R
HOLBEIISOVWT. REYHZENETNRRBEEY P LE/—VRINEL., &R -
BB T CTARERREZ KW TEHBER-BEBABEAT TEOHRD 208MRZEHEBR L,
R2CEBRLE-BARUVSHEICLIVBRELE, /-, 8AkRIEZ, BR/F—JIOREL
TORIETATENL D | BX72 Y 0FKER, @AKBREAVWTRIELR,

x2 RREOQHE. WBERUVERBSELGE

1) 4R IC>VWToORE _

BMAERE HMEHE

pH F—a VAT 4 v R-TEARRK Y (7—7 L 1 HA24t)
tABE A= a AT 4 v 7 A TEARBR Y (7—7 v A HR&1)
ek A—=a VAT 4 v 7 A-TEARBRE Y (7—7 LA %HAE&4)
Siva—2R A= a3V AT 4 v 2 A-TEARBE Y (7T—7 L1 #HXE4)
& i A—a VAT 4 97 A TEARBRE Y (7—7 LA B2
= =2 A= a VAT 4 v 7 A-TEARBRY (7—7 LA HRL4H)
R-N -4 Rl 37 A—a VAT 4 v 7 R-TEARBI Y (7—7 L1 HERE4H)
&M AR B8

i Hikk k=
| R (485004@) BRGAL Yy VYEEZAVCEERATE (BAL : mL)

2) 2085RRIZSOVTORE

WA E i TE K

ik (20 F5RR &) ™ AAVPY Y= AVEERAE (WA : mL)

% E KAR FED (BAL : mOsm/kg)

1 ) ) 7 e 2R

9 : AUTION™ MINI AM-4290 (7 —7 LA kX&)

Y. REREENEER F—hT KRSy b OM-6030 (7 —2 Lo B2it)

&) : aFMoOREE 20FMORELSH LT 24HMORE (mL24n) ZWHLE,

18
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6.11.6 mEPEE

BEEHMECEHEBBAT 0RE B o ES RIS, ATARL—& (16~20 ) &
BREIEELEFIZSOWVWT, =—FT /BT THREL. EXEARS 5 EDTA-2K EEMm
B (SB-4l : R} w7 ZFEASH) ICME (# 1mL) ZHERLE, &o5hizmikic
DNTRID TERLECABRCHFECLYBELA, Fiz, MK (0.9mL) % 3.8%
s B U LABRIERE (MK IFIIHL | FOFE) ICHERL., ELoH
(3000 rpm, 1580xg, 1045H) ICXVH/LATmMIFIZoVWTHR3.2) IR L-EE
ROFECIIVRELE, b, ERICXZBEEICHL, 2@AKIKHO VT
May-Griinwald-Giemsa #8352 X 2 M BHER T FER L2, SERIC X HERIZA
ELHHL, SEREIER L 2o T,

%3 MBAFREDCHRE., ARERUVERABBELRE

1) EDTA2K MMz 2T O RE
REWE #EGE BH{7
FRMEE (RBC) 2AEL—Y—Ta—dA h X R U—EY 10*/uL
~tZur & (HGB) STY R b~TXa s Tk g/dL
~= k7 Uy MME (HCT) FMERBER UL FLARER»STEH Y %
SERIRMIRERE (MCV) 2EEL—Y—Tao—HA hAR)—iEY L
EHFEmIRmEARE (MCH) FMERBRV~ES o RMLHH Y P8
EHFRMMMEAERE (MCHC) ~E/o by BEUAY b2 U v MEDLRHY g/dL
@R mERE (Retic.) RNARBICEBL—HF—Za—HA4 bA FY—§E? %
L/ ME3% (PLT) 2EEL—F—To—tf f X kY=Y 10°/uL.
Bm¥R¥E (WBC) 2REL—Y—Ta—F A A RY—Y 10%/uL
BIIREHFES PNFFF—ERELLEZTa—H A X R — %
FIREL—F—To—HA hRPY—? 10°/uL
2) 7 EF R SAMnE»SSE LM SVWTORE
HIRE HEH s M
Fo ko SR (PT) sy hED s
EHAEES bo R
TS5 AF WM (APTT) 2oy hED ”
Z47V /=4 R (FIB) barR7FRF Y mg/dL
& F R ER 2
Y RBEmEFEHREXE T F/ 4 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA )
. midEtE A BRI EHEE ACL 100 (Instrumentation Laboratory)

&) U 83k (LYMP) | SFFER (NEUT) | #FBEIR (EOS) . #FHIEEER (BASO) . BAER (MONO)
BRURKBIFFRER (LUC) , £/, HOKREZRLAMKENHOHESBEORBERE L,
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6.11.7 mELFERE

mEFmEAFRE & FiFICERLEnE (W 4ml) ZEERERIA O RBRE (~/
Pz bU-A— by TAEERKSH) KRV, ELOSBE (3000 rpm. 1580xg,
10 5M) L. BoncmBEIZo\T, £4.1) CERKLAZEBERUFEIZIVREL
Too Efo, ~8) AINEBRE (MHE 1 mL H72 089 20 BT~/ Y ) (KRB Licm
# (2 mL) Z=00% (3000 rpm, 1580xg, 1047R) L. B bh-Mmigiz -t
F42) CEHLERERUVFEIZLIIVBRE L.,

F4 MBLFREOHRE. ARERUERBRL L

1) S L=mFic > TokE

REMRA B F i B4
ALP Bessey-Lowry # * IU/L
#za L AT w—/ (T-CHO) CEH-COD-POD # mg/dL
FYZUEZSLF (TG LPL-GK-GPO-POD i ¥ mg/dL
Y BE® (PL) PLD-ChOD-POD i ¥ mg/dL
#wryaryr (T-BIL) TSEYUAE Y mg/dL
Faa—= (GLU) FNa—2Fe Fayfr—EEY mg/dL
RFER (BUN) Urease-LEDH #: ¥ mg/dL
7 V7 F=: (CRNN) Creatininase-creatinase-sarcosine oxidase-POD & ¥ mg/dL
T hU A (Na) A F RN T Y mmol/L
#Y)vh (K) A A RIREERE Y mmol/L
W (Cn A F BRI ¥ mmol/L
Ay b (Ca) OCPC " mg/dL
=) > (P) Y TF LY mg/dL
“i-AiaHE (TP Biuret i ¥ gldL
T/A7 1 (ALB) BCG# ™ g/dL
A/G k. (A/G) BEABBRRUTAZI bR H

2) ~o8Y AR A SR L i o ToRE

IR H BE S BT

AST UV-rate #& TU/L
ALT UV-rate # ¥ U/L
LDH UV-rate #: ¥ IU/L
y-GTP Ly-Z B S3-DARF4-= bnTr=U F» IU/L
(&= il E 28

WA HE)

VBECTFEDLTRR TBA-120FRE (Hitbd : KEAFT 1 ANV AT AXKRALSH, BHA : &
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6.11.8 AEPRE
6.11.8.1 Bl

TRTOBYIZHOW T, RMEERBARGIETIZ XV M EFE X ¥, AR - BE -
faoi « EE 2 S OFE - AEORIRIC X 5 EMRERE 2TV, BRE2ER
LI,

6.11.8.2 SEERANE

TRTOEBHIZHOWT, RIZFTHREOER (axtER) »8ETHL LIz, #
HER:FBREOEENSEE 100g 472V OMEMERLZEH L,

B, *HEfF LEmMAEOBEIZOWTIRERI4ICRIEL., D4 EHE THM
| P e

Ao, BUE*, MORR. FEBE. OBR. FFERE. CEBR. RS, R B+ SiE FE

6.11.8.3 REMARFRE

TATOBEEFEICOVWTRIZATHRE - BRERER L. U VERRHE 10 vvvedki=Y
VIETEELE, L, Y U REEE 10 viverhsu~ U ik A%, IREREO
WHEILY VEBEREETCHBLEI WU I AZATATE F - 25 vWhkh<Y Vil
TEEE, BRERUVBRRLERI T T VETEELRLZE, ZhEh ) /EER 10 vv%
FAT ) SBETREL, A7 7408 LE, Z20%, FELTA~=bHY ) e
THPURERALERL, IHOMNBERURARNE (ABEMHERFEHAIZSVTIE
ZfF) oW TERLE, *TRLUAFAASESREICOLTIIMEAIZHHEE Lo, $SERk
TEROZIT-7-. 2B, HRHEREOEENEDh - HEOBE, 5B, &5,
BRI OWTIHERUPARRECICESEHOLEELSER L, £/=. LR/ &ED
EANKARBORE | fITHENT LR TEahaod, BHAREICRVLTEHRY
BEREOEENED LR TWARENWI b, RBEKICEEII ot

KEE, DB, FEE (M) . SFmE*. IRER*. TEMAE, PR ER/AE* B
R RS, TR, BTV o, BRI o, L, KB, M (EEZEED) .
B, +Z1688. Z5. BB (S = tkE2T) . BB, &5, BB, IR, S
JERE, R, WER LA, BINZAR, SREr, FE, WE (BRHEE0) . KBRE (B
Bt ade) *, KRB EERG *RUREMA BEY > 8)

i, WEiEs (FEWRIZEERE 2T, ~= r XV - AP REBERE
BETERLE, ) . ~—F—R*, WXER, T, £8, TR, STIRY, MR,
e, R, LR O(RERED) », B (REBH) +. EEREM (B ROUWETE# K
HLTHREFELE,
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6.12 HiETEEHr
F—F 74— N VAR ROERMIAE BEREICH T 2 ERMER  BHAE,

BRESHECRHE. FE (FEHNEZET) . BfE. BEKkE. RREQCEEMNEA
B, LEFRE, LREFERERVSBEERERT —FIC2VT, MREFELEREHLD
M THIRITE2T o7, £, EFIZOWVTIT Bartlett REIC X D S BlEORELZT
o7 (FEAE : &H 1%) . 7EHEE LVHA I Dunnett =% AV T, HEELEOB
&1 Dunnett B meanrank test # AV T MR L EREF L OMTRELZIT 2 (F
B mRSEGI%) , 2B, BEHCOVWTIE, FRECIVEFOSBOE—
HoOBE (FEKE: Flll 5%) #f7-o7, TORBR. FNHBELSRBOLNEHEIC
ISR RE L RYEHBR S B L OFEEDOEIZOWVT Student D tHRE (FEAHE : F{R
SEUN%) %, SHEMENED oo B EITIE Aspin-Welch @ tE (FEK
WS RUI%) 2TFokTY,
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7. HEREmR

71 —iRikRe

FRAR % Table 1-1~1-3 & U* Appendix 1~10 {Z7R L7z,

1) #5HRH

RAEAS 200 XU 1000 mg/kg 5 HOMERETRES 2 BURICRD bRz, 1=, F&
R4S 200 mgkg B EFHOHETIRE 2~14 B LETHRE 2~9 BIZH R &1, 1000 mg/ke
BLiBolf#efcRS 2 BLBIVESHMZEE TRO LN,

2) [EIEHIH

1000 mg/kg HEHOER 1 BicBRERHHECHAINEZ, £z, FORIDHEREEE
T bk,

72 HET-BRE. BERE, EHORUBREDR
T241 Hils— e
FXAK % Table 2-1~2-18 & U Appendix 11~-70 2" L7z,
1) #EEM
A =T 74—V FRABZIZBWTHEROFTELEMES 1000 mgkg H5BEORE
TERE 1 RUC2AEICED LN,
2) [EIEHAR
WFNOREREIZBWTHOREBIEAR  HEHEL H 1000 mg/kg IREBE L SREEL O
BMicEEEZRIRObh o,

122 HrERE
AR % Table 2-19, 2-20 & U Appendix 71~76 (27 L7z,
) #E4H
WTFNOREREBIZCBWTHRFEIERLS . BEL LEFRDEREGHELAMBELD
MIcABEZRIRObhihalz,
2) EHE2H
WTNORERBICEWTHRFE X2 MERHEL © 1000 mg/keg B5-8 & XTHRE L O
MicEEZRIRObhdol,

723 BN

AAR % Table 2-21, 2-22 K TR Appendix 77~82 |27 L 7=,

) #®E4H

R L b SR ER SR L ABHLOMICAREIRD LRI o T,
2) EE2#

HERE L B 1000 mg/kg I SREL BB L ORMICAREIIRDOONR1 T,
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7.24 BEREDRE

A% Fig. 1~4, Table 2-23, 2-24 J 1X Appendix 83~88 |25 L7,

N B’E4H

HE 72 (BN 40 ma/kg B 5 BEOBEO R EBLAE 0~10 S ORAEEIC, 1000 mg/kg B
SOOIz RIERIEE 50~60 7OREECA G, Eiz, RERKHE 0~60 D&
b FELHESED b,

2) EE2H

AELEEN 1000 mg/kg # 5B OO RIELEE 0~10 4 & 30~40 SOFEEICE
Hbil,

73 WE

RRAR % Fig.5. Table 3-1, 3-2 %X UF Appendix 89~94 |27~ L7z,

1) BREHH

AFELEEA 1000 mg/kg BEFHFOHTHRE 4, TRU10 BIZE D bILE,

2) [EIHEER

1000 mg/kg # G REOMERE L Lo BELIITERICHEL, SEZRED NN
-

74 [ER

AR#K % Fig.6. Table 4-1, 4-2 &2 TF Appendix 95~100 {27 L7z,

1) HEHM

AEREEA 1000 mg/kg BEFHOHETESE 7HIC, AELEED 1000 mgkg 5
HoETESE 14 B2 bR,

2) [EHEHEARE

HEHE & & 1000 mg/kg 2 58 L S BBRE L ZITARICHEB L, AEZ RO Hhiso
e

75 RBE (BAkRSD)

EkA# % Table 5-1-5-8 & Uf Appendix 101-118 (Z/R L 7=,

1) #E48

EFICE N THRIEED 40 mg/kg BEBEOME 1/6 5 &£ 200 mg/kg ¥ 5-BE O #EHEE-2 51
T, 56705 1000 mg/kg R EBHOMESSH THLbNT, £o, EVILE L DBMEHIHR
1000 mg/kg 5B O 3/12 Pl TAH b, BIEFE OEMERARBD i, £, XK
BEDEERBEN 200mgkg U LOBREBEDORHE & 1000 mg/kg BEROM T, REOH
EREELBBEOBED 1000 mg/kg EHFFOHEL 40 mg/kg LLEOR SO TR
bHohi,

2) EE2E

BEEORELREEMN 1000 mgkg HEHOH TRDO LN,
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7.6 MRPRE
Fi#R % Table 6-1~6-6 B OF Appendix 119~136 127 L 7=,

1) BESHIRE TR
WTFhOREEEIZEBWVW TS, ML SERBHHBREH LB OMICEEE

b &8 SRSF (A oLl

2) EIEMEAETR
FHR MM ERREOHEEREMEA 1000 mg/kg HSHOHE T, AMRFSEROE

¥ THEBEREOFEREMED 1000 mg/kg HE5HEOMH TRO bz,

7.7  IMEEFERE
FXf# % Table 7-1~7-4 B T* Appendix 137~148 [Z7=R L7z,

1) BHEHIRETE
FY T AOFEREEN 200 mgkg Ul EOBREFHOM T, EH) OFEOKMEN

40 mg/kg RSB OB TR b,

2) [EIEIRAE TRE
WFhoBEERICHBWLT S, HEH X L 1000 mg/kg # 58 - xR - OffficEEE

e bhihol,
7.8 #HEER
F% 4K % Table 8-1~8-8 & U Appendix 149~172 {27 R L7z,

1) #TEHMHK TR
T gk : et RO EROFELBEL 1000 mgkg 258
DT, BAEROFEZRWIEL 1000 mg/kg X E5H D
TRDHENTI,

2) [EEHARM®E TR
WTNOBRFEICEBWTS, MEEE D 1000mgkg BERE L MBBOMICAREREY

biirhnoiz,
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79 HIEmMRA
Fi##% % Table 9-1,
1) BEMREKETE
TEE

=]

ik
R
FiE Lk
2) [EEIRTRE TR
i
1

H
BEY o3

710 RESKFRE

9-2 B OF Appendix 173~244 |[Z7R L 7=,

@ 9 FaM 40 mg/kg T HFHOHE | Hl TRO LI,

RE DR REEN 200 me/kg REBEOME 2 (7T, AlH
DOEFEH 1000 mg/kg B 5FHOME | FITRD Hhi,
FERRMLDS 40 mg/kg R S BEOME 1 7] & M 5 1,200 mg/kg
Uk 5#EoRES S TR b,

ANEEDS 40 BT 1000 mg/kg EBEDOE 1 AITRD L
Nifes

ANEEAS 40 BT 1000 mg/kg | EBEDOE 1 I TRDH S
FUlt,

R AR B DY 1000 mg/kg B EROH | flTRH LN,
REREALAS 1000 mg/kg B EREQOHE2FI &L HES I TRD 6
Fife,

HEOEREERELABEHOUM | HlTRD L.

FEERDS 1000 mg/kg B G #EOlE 1 I TR bz,

Ak # % Table 10-1~10-5 & O Appendix 173~244 ;R L7z,

1) #E5MMRHE TR

HRPEREIZLD L %z Lh2EHrER. BB ®BRUVBBTRDLNE,

=1

fiei

LA

i

ER M B VM TEREE e I OB AR A R R R O MERE R 1
B, 40 mg/kg FEBFOMERES 2 61, 200 mg/kg 5B
DHES B &1 4 5], 1000 mg/kg B 5 REQMEHER 2612
Z i, 200 mgkg Ll EDESHOIMERE TRBEEED
BIMER AR b,

B D W IR B 25RO B RRAS 200 me/kg 1258
OHE 1 5 L i 4l 1000 mg/kg B EFEDOHEEH L it 5
FlzERD b,

B 5 VR OBFZRA 1000 mg/kg FE
BomE | #lliEd4BllcRb bk,

BEPRdH B VN R EE A2 IR M b BT AR 0D A B /1N A
1000 mg/kg % 5 FE OHE 3 FlIC, B2 REE EREARD
DBEEFEN 200 mgkg T EBHOMHE 1 5. 1000 mg/kg
BEFOHLFIIRO LI,
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DTFEFRTHRIZONTIE, £OHBERAS 5 WITFREARFAERP»OWTRD

EEOEL & HET L,
IRER

TEE

AR IR

A

fii

L

JrF R

B

Fis

Fa B L

il S

KRR

R R L BEDFRRILE ORI 1000
mgkg WEHOHE | FlIzRDH LT,

WE A RATHE IR HER B AR d0me/kg B EBEOME 1
FlzRR® bz,

EMARBEEOS A GEEOMES 1 ], 1000
mg/kg EHOMHE 2 FlIZEBH LN,

MR RBEO.DIHRSABEORE 1 #l, 1000 mg/ke
BEREOHE 2B LN,

BE e B AREE O SLE TL & A 1000 mg/kg # 53 D 2 il
2, B~ 077—C0%EER 1000 meke
BEBOHE 1| Flic, BRRRBMEMDXREEORE 1
FlicBd b,

BEMSH 5V ITEEDIRE O AD 200 mg/kg 58
Dl 2 Fl T, BELEFELEOBRILENMMI 1000
mgkg 5RO | FITRD LN,

REPR R RERE O FRRT IS TE A5 e BRBE O 1 7, 200 mgrke
BEEOH 1 fllciRd b,

B2 PRSP S RE A R R BE D MELES 4 B, 1000 mg/kg
BEBROEAG LS RO BN,

BMH 5 IEELRBERMAE S BEEOH 2 7 L i
1 5, 40 mg/kg R E5FEOHE | §Il & 2 ], 200 mg/ke
BERORE2H] &8 1 Hl. 1000 mg/ke ¥ 5-BEOHE S 7
1 BC, BB R EME MR KB RO ME 1
B, 40 mg/kg 5B OME 1 7. 200 me/kg P2 5-BEDHE |
B, 1000 mg/kg % 58 Dt 1 1B D Lz,
BEH»IVIIEHEELEEE OEMRES 40 BTV 1000
mgkg REFHDOE | FITRO BN,

A M E M O MR B 230 BB 1 8], 1000 mg/kg
BEHD 26, BEREFEOWE D) 40 mg/kg &5
B 1T, BMH L5 VITEEREIEOMAZTRE 2 40
mg/kg 5B L 1000 mg/kg BEFHOE 1 HlIcRBd N
1

R 72 VR e oo AR IR A3 0 BREE D 3 A, 1000 mg/ke
BEED 1FICBD 6N,

B2 RMEDO TN 1000 me/kg B EE DOMERE
& 1flcBH 6Nz,
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2) [EEHIRR TR
UTIZRTHRRIZOWTIE, ZOHBARESD 2 WIIREBEMAGEAERDPLOVWTNRD
BEEOR LT L,

fii ; BRI RBYER R & B{LAED 1000 mg/kg 3 58 OHE 1
FlTRH LA,

" - BRELZOIREAEKBEOMH 1 fITERDLNT,

BB : MR HEOMBRRES S BRBEOMES 1 fIRDL
;o

P e : ML BEARME S HREEOR 1 Flie 2 F1. 1000

mg/kg BEFOHE 1 5l & 2 Flic, BMLREE O
e/ RS BB OHE | FllcRBd bk,

JEY o3 : BEEERR U 3R DS 1000 me/kg R 5-BEOME | ] TR
bz,

28



B-6586
8 FH®

EANF N FZ9 77028 HRIKEROZRSEMHAER L 6 Bl Sprague-Dawley
# SPF 7w b (Cri:CD(SD), 1 BEMERER 6 i3 12[C) ZAWVWTERLE, BEETO
(FES Ak : AEEEE) | 40, 200 XV 1000 mg/kg & L, XTEBEEL 1000 myke B 58
O—HOMEE (1 BEHEESR 6 IT) oW TIHRELHERTHE 2 BRI ORERME 2R (T
TEEE O HEHEEZHRE L.

—ARRIETIZ, BEHBPIZHRE & F AR 200 mgkg ML EOBSBEOMETHL
Nz, 728, EHBPICOVTIREELFCRVBEIE 1 BIcA b, ZORE
FRRO LWL,

B2 —BRREOBETIE, BREMMPICA—T 7 4 —L FRBEIZBWTHEE
HOBMED 1000 mgkg TEFHOHTLLNLN, MICRERIRDOLNA RN,

HERELIEHTIE., BERUVEEMHZECTEFEIRBO O o7,

BRESR T, &5 482 1000 mg/kg B S5HOHEORIERIAT 50~60 73 O RIFEHE
L RITERtEE 0~60 SyDEFEI BMEN A LN, FREUEMSEROHBEREID
BREZALATVWR2VLOO, RVERSOREREbN-, 2B, EE 28K
1000 mg/kg & 5-8f D i THEBIAE 0~10 43 & 30~40 53 ORI EMEICRED & iz s,
EEHEFICHEATELOBREIINA L, (REICLIEEESRD O, €O,
#5438 40 mg/kg MG OH TRITERIER 0~10 2 ORI EEICEES 2 H72A8,
BERELOBREMENBEDO LN TWREWI EMLEREME L HIBT L2,

REECEARE T, REHRMPITEMEDS 1000 mg/kg TEFHDOHETH LN, #
SEHMAMOLDE(LTHo T,

RHRE (BAE*E0) TR, &5 4 Bice Vv roBERoRiInEw 3 1000
mg/kg FEFHEOM T, FAROBIE 200 mgkg UL EOFEBOHE L 1000 mg/kg 5
BT, REQEME L FEEOEHMEA 1000 mgkg HEFEOHE L 40 mg/keg LA LD
S@offcabhl, chbDEIIAREICIVW TR LEEL, AEESRRD L
T E e BRIV TIREED DVNIEED 40 mg/kg ML EOB SR O & 200 me/ke
UEoBREROBICH NS, FHEBRPHOCH (B-56) 2RBLELDLES
bk &b, BEENERIIL VL HETLE,

MFEEHE Tr, BIEE AT B F 7R MER M & 5858 B o K2 1000 mg/ke &5
BRoETLONIY, T<BRETHY, ROEKEREMET HEB IZRERIZRWED
ELbEREELHBILE, $, AMRESROEH THEIRE D{XE 1000 mg/kg
HEROMETAONAEY, T<{EETHY, AORERCHOAMEKRE 2RICIEE
B enZ ent, BRELHBTLEL,

mELERETIZ. BEMBAMRTEICA Y 7 AORMED 200 mg/kg LA EOREFED
HETLL., BFRVERSGCLITR~OEBEEDNI. ZOERLIBAEICLIHE
L, EEERRO LI, Tofl, BEHRKETEICER) » OERED 40 mg/ke
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EBOBTHRONEY, T{BETHY, BAERETCRRRRZELIZIRZLATVLRZW
ZEDG, BEMELEELE,

REZRETE, REVBETHRIIFROBERUHEMERORMED 1000 mg/ke
HEFEORET, AN ERORMED 1000 mgkg HEFOM TROObNE, i, AR
BE THBORAE _ERMIEOFEEME/ED 1000 mgke REFHOKT, REET LEM
JAoBEEFEN 200 mgkg A EORERFHOMT, £/-. EBOKBEDOBFEL 200
mg/kg LA E DB 5B oM TRBEE OEIMER A, B OMREOBFK D 200 mg/kg
PLEoBEROMHET. EBOKEORAA 1000 mgke B 5-BOH L LN, WV
ThLHBRVEREORENEDN, CALOBIEWTHLARREIZE VHEEL.,
BfEHELRRO b, Tof, BEHDZWIEEHRATHICEHRIZEWTEROME
FA(LAS 40 mg/kg A LD EEOMHEICI LR, AEBHEOEFN L, HRHE
DOLEFVPREINTDE, BEPOERIZVEHE L, B2, TEFEOD I, R
BiMoFFraE, BBV THE tECRER, BERUVHEE EEO/NR{ERT
fEY  ABORBE R A LRI, WTFhOELbLZTOHBIRER A &b EFBEH & H i
L%

LUEDRER, TAF V7T 971 DEARREETIZEIT 2 ERER I2# TI3HE
BEICB T DK (B L &5 OREOBF ML £ 5 40 mg/kg/day EHEE Sz,
—77, ETIHRREICBIT 32 REDEME L BEEOEMEL S 40 mg/kg/day # FEIS &
Zxbhiz, 28, WThoX L bHREICLZEHEESED b,
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9'

1)

2)

3)

4)

5)
6)

Xk

FBEM: EAMF /T 72007y bERAWVWE 14 BEIREED &S E SR
B (FHERBR) HREETRY VI—FErF—, REES  C-B454, 20094)
Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: lowa 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.

PEAMER (1977) - FEBFME — i & BT —1 REXFEHRS, ’E.

EAHIAR (1981) : FERDEVM — 5l & A — 11 R KFHMRE, # R,
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A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.2 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.3 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Fig.4 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Administration

A 2B8-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Body weight
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30~ - Y — ———- 2.
Male 2 == B

Food consumption (g/rat/day)
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10
o—o 0 mg/kg
A~ — A 40 mg/kg
m— —m 200 mg/kg
&——¢ 1000 mg/kg
Ol 1 1 1 1 1 1 |
1 7 14 21 28 7 14 (day)
! Administration i — Recovery —

Fig.6 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Food caonsumption
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Teble 1-1 A 2B-dey oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Clinical signs (Administration period)
Day of administration
Sex Dose Findings

ng/kg 1 2 3 4 5 [ 7 8 9 10 11 12 13 14
0 No. of anlmals 12 12 12 12 12 12 12 12 12 1z 12 12 12 12
No abnormality 12 12 12 12 12 12 12 i2 12 12 12 12 12 i2
Male 40 No. of animals 8 6 6 8 (2} (] 3] 8 8 3 6 1 6 é
No abnormality 6 6 6 6 (] 6 6 6 6 6 6 6 6 [
200 No. of animals 6 4] 6 B8 é 6 6 (5] 6 6 6 6 6 6
No abnormality 6 0 0 0 Q 4 4 0 0 0 0 3 3 3
Soft feces 0 ] 6 B8 8 2 2 & 5 6 4 1 1 2
Colored urine 0 6 6 6 6 2 - 5 6 9 4 2 2 2
1000 No. of anlmals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 0 [ 0 0 0 0 0 0 0 0 0 0 0
Soft feces 0 12 12 12 12 9 5 6 T 5 2 0 1 )
Colored urine 0 12 12 12 12 12 12 12 12 12 18 12 12 A3
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
Female 40 No. of animals 6 8 [} 6 8 ) (] 6 6 6 6 8 6 (]
No abnormality (] 8 6 8 8 6 8 B 8 6 6 (1 8 B
200 No. of animals i} (] 6 6 3] 6 6 8 6 6 6 6 6 6
No abnormality [ 0 0 V] 0 3 4 1 1 2 3 5 5 5
Soft feces (1] [} (] 8 6 3 2 5 5 4 3 1 1 1
Colored urine /] 6 6 6 6 3 0 1 2 0 o] 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnermality 12 0 o 0 0 0 0 0 0 0 0 0 0 4}
Soft feces 0 12 12 12 12 8 b 7 5 B 5 4q 5 4q
Colored urine 0 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Clinical signs (Administration period)

Day of administration
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Sex Dose Findings
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Table 1-3 A 28-day oral toxiclity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
ng/keg 1 2 3 4 5 € f 8 9 10 11 12 13 14
Male 0 No. of animals . B ] 6 8 8 6 6 6 6 6 6 6 6
No abonormallty 6 6 (-] 8 8 [ 6 ] 3] -] 8 6 8 6
1000 No. of animals 8 6 8 6 6 é 6 6 4] 8 8 6 8 8
No abnormality (4] B8 8 B8 B 6 6 6 B 6 6 6 6 6
Soft feces 3 0 Q 0 ] Q 0 0 0 0 0o 0 0 0
Colored urime ] 0 0 0 0 4] 0 0 0 0 (1] 4] 0 0
Female 0 No. of animals 6 6 6 ] 8 [ 8 8 é ;] 6 8 [} 8
No abnormality 6 6 6 6 6 6 € ] L] 8 6 6 6 8
1000 No. of animals 6 6 6 6 B <] 6 ] -] 6 6 ] ] 6
No abnormality 0 6 6 6 6 6 ] 6 6 6 6 6 6 6
Soft feces 5 0 0 (1] 0 0 0 0 0 0 o 0 0 0
Colored urine 6 1] 0 0 [} 0 0 0 0 0 0 0 4] 0
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Teble 2-1 A 2ZB-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observatlions (Week 1 of administratlon period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 8 12 12 (] ] 12
Convulsion
None 12 8 8 12 12 6 8 12

Abnormal behavior
None

12 € 8 12 12 8 6 12
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Table 2-2 A 28B-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detalled clinical signs : home cage observations (wWeek 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 8 (1 12 12 6 -] 12
Posture
Normal 12 8 8 12 12 -] 6 12
Convulsion
None 12 6 6 12 12 & 6 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 Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed c¢linical signs : home cage observations (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 ] 6 12 12 6 6 12
Posture
Normal 12 8 6 12 12 8 [ 12
Convulsion
None 12 8 8 12 12 8 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-4 A 28-day oral toxiclty study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) ] 40 200 1000 0 40 200 1000
Parameter No. of animals 12 6 6 12 12 6 (3 12
Posture
Normal 12 ] 6 12 12 6 & 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 68 6 12 12 B8 6 iz
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Table 2-5 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6
Posture
Normal 6 <] 6 6
Convulsion
None 6 8 6 6

Abnormal behavior
None L] 6 6 8
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Table 2-6 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 2 of recovery period)
Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6
Posture
Normal 6 6 6 6
Convulsion
None 6 (<] -] 8
Abnormel behavior
None 6 6 6 8
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Table 2-7 A 28-day oral toxiclity study of Mordant Black-7 in rats with a recovery period of 2 weeks

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

Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000

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

Easy 12 8 ] i1z 12 8 6 12
Fur condition

Normal 12 € [+] 12 12 6 6 12
Skin

Normal 12 5] [ 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 ] 6 12 12 6 8 12
Exughthalnos

Absent 12 6 6 12 12 i 6 12
Palpebral closure

Normal 12 6 ] 12 12 6 6 12
Mucosal membranes

Normal 12 -] 6 12 12 (3 (] 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 ] 12
Abnormal respliration

Absent 12 B8 6 12 132 6 6 12

Reactivity to handling
Easy 12 &} 6 12 12 6 L iz
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Table 2-8 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detalled clinical signs : in-the-hand observations (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000

Parameter No. of anlmals 12 6 6 12 1z 6 6 12
Ease of removal from cage

Easy 12 B B8 12 12 [ 6 12
Fur condition

Normal 12 & [+ 12 12 ] 6 12
Skin

Normal 12 6 8 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 8 6 12 12 1 L] 12
Palpebral closure

Normal 12 (&) 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 8 12
Lacrimation

Normal 1z 6 6 12 i2 8 6 12
Piloerection

Absent 12 6 6 12 12 -] 6 12
Pupil size

Normal 12 6 6 12 1z 6 6 12
Salivation

None 12 6 6 12 12 8 é 12
Abnormal respiration

Absent ’ 12 B B 12 12 6 6 12
Reactivity to handli

Easy ¥ e 12 L] [} 12 12 e é 12
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Table 2-9 A 28-day oral toxicity study of Mordant Black=T7 in rats with a recovery period of Z weeks
Detailed clinical signs : in-the-hand observations (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 40 200 1000 Qo 40 200 1000
Parameter No. of animals 12 6 6 12 12 8 8 12
Ease of removal from cage
12 3] 6 11 12 6 6 12
Some resistance/avoidance 0 0 1] 1 0 0 0 0
Fur condition
Normal 12 6 6 12 12 -] 6 12
Skin
Normal 12 8 6 12 12 1 (3 12
Secretions-Eye, Nose
Absent 12 6 6 12 12 6 6 12
Exophthalmo
Agsent . 12 ] 6 12 12 8 1 12
Palpebral closure
Ngr-al 12 6 6 12 12 6 6 12
Mucosal membranes
“ﬁnrnal 12 6 6 12 12 6 [ 12
Lacrimation
Normal 12 8 (] 12 12 6 ] 12
Piloerection
Absent 12 1 6 12 12 6 6 12
Pupil size
ormal 12 6 6 12 12 8 6 12
Salivation
None 12 6 6 12 12 8 6 12
Abnormal respiration
Absent . 12 6 6 12 12 6 6 12
t handl
ReEﬁs;VIt’ o xaalying 12 -] 8 12 12 8 1] 12
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Table 2-10 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed clinical signs : Iin-the-hand observations (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000

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

Easy 12 6 8 12 12 6 6 12
Fur condition

Normal 12 ] (] 12 12 ] 6 12
Skin

Normal 12 6 6 12 12 6 3 12
Secretions-Eye, Nose

Absent 12 ] 6 12 12 8 6 12
Exophthalmos

Absent 12 6 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 [ 12
Lacrimation

Normal 12 6 6 12 12 6 8 12
Piloerection

Absent 12 (] [] 12 12 [} 6 12
Pupil size

ormal 12 6 6 12 12z 6 ] 12
Sallvation

None 12 (] 6 12 12 6 (] 12
Abnormal respiration

Absent v 12 [ (] 12 12 6 6 12

Reactivity to handlin
Easy ¥ * 12 6 6 12 12 6 (3 12
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Table 2-11 A 28-day oral toxiclty study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/Kg) 0 1000 0 1000
Parameter No. of animals 6 [+] B 8
Ease of removal from cage
Easy 6 a8 6 6
Fur condition
Normal 6 ] 6 6
in
Normal 6 6 6 6
Secretions-Eye, Nose
Absent 6 6 6 6
Exophthalmos
Absent 6 -] 6 6
Palpebral closure
Normal (] 6 6 6
Mucosal membranes
Normal 6 6 6 6
Lacrimation
Normal 6 8 8 (1
Piloerection
Absent 6 -] 6 6
Pupil silze
ormal ] 8 6 ]
Salivation
None 6 6 6 6
Abnormal respiration
Absent 8 8 8 ]
Reactivity to handling
Easy 6 6 8 6
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Table 2-12 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Detailed clinical signs '@ In-the-hand observations (¥eek 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 Q 1000
Parameter No. of animals 6 8 6 5]

Ease of removal from cage
Easy

s 8 6 6 6

Fur conditicn

Normal € 6 6 ]
Skin

Normal B8 6 6 6
Secretions-Eye, Nose

Absent 8 8 6 6
Exophthalmos

Absent 6 6 8 6
Palpebral closure

Normal 6 8 6 6
Mucosal membranes

Normal € ;3 6 (3}
Lacrimation

Normal 6 6 6 6
Pliloerection

Absent 6 8 6 6
Puﬁll size

ormal 6 6 6 6

Salivation

None € 6 L 6
Abnormal respiration

Absent 6 6 6 6
Reactivity to handl

Easy o oe 6 6 1 6




Table 2-13 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

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

B-6586

Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000

Parameter No. of animals 1z 6 6 12 12 6 8 12
Arousal

Normal 12 8 6 12 12 8 8 12
Convulsion

None 12 <] 6 12 iz 6 6 12
Abnormal behavior

None 12z (] 6 12 12 6 6 12
Stereotypy

None 1z <] 6 12 12 8 8 12
Gait

Normal 12 6 6 12 12 (1] 6 12
Posture

Normal 12 6 [ 12 12 6 6 12
Grooming

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

None 8 2 1 5 12 8 5 12

Smell amount 3 4 3 2 0 0 0 0

Moderate amount i 0 2 5 0 0 3 0

p<0D.05 (Significant difference from control group)
Dunnett’'s test

(=}



Table 2-14 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of administration period)

B-G586

Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000

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

Normal 12 6 8 12 12 6 6 12
Convulslion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 (-] 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 ] ] 12
Gait

Normal 12 6 -] 12 12 6 6 12
Posture

Normal 12 8 3 12 12 8 8 12
Crooming

None 12 6 [ 12 12 ] 6 12
Rearing count (Mean+S.D.) 3+ 2 1+ 2 3+ 2 2+ 3 6+ 3 5+ 6+ 3 5+ 3
Defecation count (Mean+S.D.) 0+ 1 1+ 2 0+ 1 2+ 2«#DT 0+ O 0+ 0+ 0 0+ 0
Urination

None =] 2 - T 12 8 5 12

Small amount 3 3 1 4 0 0 1 0

Moderate amount 0 1 0 1 0 0 [} 0

ss ! p<0.01 (Significant difference from control group)
DT : Dunnett-type rank test
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Table 2-15 A 2B-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000

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

Normal 12 ] -] 12 12 6 6 12
Convulsion

None 12 6 6 12 12 8 6 12
Abnormal behavior

None 12 6 6 12 12 8 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 0 1 0 0 0 0 0 0

Normeal 12 5 G 12 12 6 6 12
Posture

Normal 12 ] 6 12 12 (] 6 12
Grooming

Nane 12 8 6 12 12 6 6 12
Rearing count (Mean=S.D.) 5+ 3 2+ 1 5+ 1 3+ 2 T+ 2 T+ 3 6+ 4 T+ 3
Defecation count (Means+S.D.) 1s 1 0+ 1 0+ 0 1+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urination

Nane T 2 2 5 12 5 6 11

Small amount 4 3 4 6 0 1 0 1

Moderate amount 1 1 0 1 o 0 0 0

No signifiecant difference in any treated groups from control group.
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Table 2Z=18 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detalled clinical signs : open fileld observation (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) o 40 200 1000 0 40 200 1000

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

Normal 12 8 [} 12 12 [ 8 12
Convulsion

None 12 6 6 12 12 6 (] 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 1z 6 6 12 12 8 6 12
Gait

Normal 12 6 6 12 12 6 ] 12
Posture

Normal 12 6 6 12 12 6 [ 12
Grooming

Nome 12 [ (] 12 12 8 -] 12
Rearing count (Mean+5.D.) 3+ 3 2+ 2 3+ 2 2+ 2 8+ 3 T+ 2 6+ 5 8+ 2
Defecatlon count (Mean+S.D.) 0+ 0 0+ 1 1+ 3 1+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urinatlon

None 10 3 6 11 12 6 5 11

Small amount 2 3 0 7 § 0 (4] 1 1

No significant difference in any treated groups

from control group.
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Table 2-17 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Detailed clinical signe : open field observation (Week 1 of recovery period)
Sex Male Female
Dosec (mg/kg) 0 1000 0 1000

Parameter No. of animals 6 6 6 6
Arousal

Normal 8 6 -] 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 8
Stereotypy

None 6 6 6 (]
Gait

Normal 8 6 [} 8
Posture

Normal 6 6 8 B
Grooming

None 6 6 [ 6
Rearing count (Mean+S.D.) 5+ 3 3+ 1 T+ 2 6+ 2
Defecation count (Mean:S.D.) 0+ 0 0+ 1 0+ 0 0+ 0
Urination

None ] 6 6 6

No sigmiflcant difference in any treated groups from control group.



Table 2-18 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Detalled clinical signs : open field observation (Week 2 of recovery period)

B-6586

Sex Male Female
Dose (mg/kg) 0 1000 0 1000

Parameter No. of animals B8 6 ] 6
Arousal

Normal B 6 6 8
Convulslion

Nomne 8 6 8 )
Abnormal behavior

None 6 6 6 6
Stereotypy

None 8 6 [ ]
Gait

Normal 6 1 6 6
Posture

Normal 6 6 6 -]
Grooming

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

None 3 5 8 (]

Small amount 2 1 0 0

Moderate amount 1 0 0 0

No significant difference in any treated groups from control group.



Table 2-19 A 28-day oral toxiclty study of Mordant Black-T in rats with a recovery perlod of 2 weeks
Manipulative test (Week 4 of administration period)

B-6586

Sex Male Female
Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Parameter No. of animals 12 6 8 12 12 8 8 12
Auditory response
Normal 12 6 8 12 12 6 6 12
Approach response
Normal 12 6 6 12 12 6 ] 12
Touch response
Normal 12 6 8 12 12 6 (] 12
Tail pinch response
Normal 12 6 6 12 12 6 6 12
Pupillary reflex
Pass, both 12 6 6 12 12 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 73421 TB+1T 62+16 Td4+16 48+12 56+16 61+25 55+18

No significant difference in any treated groups from control group.
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Table 2-20 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery perilod)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 8 6 6
Auditory response
Normal 8 8 8 6
Approach response
Normal L] 8 ] 6
Touch response
Normal ] (] 6 6
Tail pinch response
Normal 6 8 6 6
Pupillary reflex
Pass. bath 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 81+11 79+18 67+17 T2+12

No significant difference in any treated groups from control group.
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Table 2-21 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Grip strength (Week 4 of administration period)

Sex Dosge Fore l1limb Hind 1imb
ng/kg 3 E

0 No. 12 12

Mean 1180 568

8.D. 181 64

Male 40 No. ] 8
Mean 1055 532

S.D. 187 60

200 No. 6 8

Mean 1111 521

§.D. 169 110

1000 No. 12 12

Mean 1175 549

S.D. 183 102

0 No. 12 12

Mean 801 402

S.D. 101 47

Female 40 No. 6 8
Mean 921 401

S.D. T2 42

200 No. 6 6

Mean g42 3e3

S.D. 132 73

1000 No. 12 12

Mean 880 376

S.D. 101 51

No significent difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxlelty study of Mordant Black-7 in rats with a recovery period of 2 weeks
Grip strength (Week 2 of recovery period)
Sex Dose Fore 1imb Hind limb
ng/kg E [ 1
Male 0 No. ] B
Mean 1508 389
S.D. 100 107
1000 No. 8 [+
Mean 1578 915
S.D. 203 83
Female 0 No. 6 6
Mean 1203 602
s.D. 166 T
1000 No. B8 B
Mean 1232 646
§.D. 119 124

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration perlod)

Interval (minutes)

Sex Dose
ng/kg 0-10 10-20 20-30 30-40 40-50 50-80 Total(0-60)
0 No. 12 5. 12 1z 12 12 12
Mean 378 325 274 248 165 105 14985
5.D. 33 62 104 117 117 123 ase
Male 40 No. B 6 6 6 6 6 6
Mean 430= 385 307 252 257 212 1843
S.D. 32D ™ 91 81 111 28 317
200 No. ] 6 8 6 6 8 6
Mean 379 317 287 265 174 151 1572
s.D. as 50 25 53 104 123 254
1000 No. 12 12 12 12 12 12 12
Mean 397 332 310 270 198 105 1611
S.D. 38 43 55 102 110 123 329
0 No. 12 12 12 12 12 12 i2
Mean 400 316 253 256 229 181 1635
5.D. 44 66 69 96 T4 104 266
Female 40 No. ] 8 8 8 8 B [
Mean 380 3086 281 322 292 268 1859
S.D. 52 80 76 42 45 103 364
200 No. 8 6 (] 8 (] 8 8
Mean 399 289 285 151 253 272 1647
S.D. 58 38 78 102 51 68 238
1000 No. 12 12 12 12 12 12 12
Mean 430 373 300 274 268 20Twe 1942+
s5.D. 51 54 71 132 64 43D 296D

Unit : Count
* : p<0.05 ; #= : p<0.01 (Significant difference from control group)
D : Dunnstt's test
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Table 2-24 A 28-day oral toxlclity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
ng/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-~60)
Male 4] No. 6 6 B8 6 6 6 6
Mean 373 282 219 217 187 172 1449
S.D. 55 = h 26 119 101 113 458
1000 No. 6 [} 6 8 6 8 6
Mean as2 294 258 210 174 171 1486
S.D. 49 79 65 105 124 125 307
Female 0 Na. 6 6 6 6 6 6 6
Mean 349 308 249 204 235 217 1562
S.D. 32 34 65 63 119 102 300
1000 No. B8 6 8 8 [} 6 6
Mean 416= 343 270 330es 254 203 1815
S.D. 46T 42 76 33T 82 149 201

Unit : Coumnt
= ; p<0.05 ; == : p<0.01 (Significant difference from comntrol group)
T : Student's t-test
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Table 3-1 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Body weight (Administration period)

Day of administration

Sex Dose Galn
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 218 246 271 296 325 348 370 387 404 188
S.D. T 9 11 16 19 20 22 26 26 25
Male 40 No. 8 8 [ [ ] 8 6 6 6 6
Mean 219 247 272 285 327 348 372 388 404 185
D. [} T 10 156 21 25 33 36 42 42
200 No. 8 6 (] [ (-] 6 6 6 [ 6
Mean 218 240 266 293 324 348 371 388 410 182
S.D. 8 8 11 14 17 6 N 4 20 22 26 24
1000 No. 12 12 12 12 12 12 12 iz 12 12
Mean 218 2210 24Tws 278 310 329 354 a71 380 172
S.D. 8 13D 18D 18D 24 29 29 30 34 29
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 168 175 183 198 209 224 234 240 248 79
S.D. 6 6 ] 8 8 12 14 15 13 1
Female 40 No. 6 6 8 6 3] i} L] (3] 6 6
Mean 168 173 182 196 208 218 227 235 243 78
S.D. 8 9 13 12 12 14 14 13 13 7
200 No. 6 6 8
Mean 188 174 182 195 208 220 230 239 243 77
S.D. ] T 10 12 12 12 8 6
1000 No. 12 12 12 12 12 12 12 12 12 12
Mean 188 171 180 194 206 217 225 234 239 72
S.D. 12 13 11 16 15 16 18 16 17 12
Unit : g
® ; p<0.05 ; == ; p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 3-2 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Body welight (Recovery period)

Day of recovery

Sex Dose Gain
wg/kg 1 3 T 10 14 1-14
Male 0 No. [:] 6 6 8 8 B
Mean 402 413 427 440 449 47
S.D. 20 18 19 17 18 12
1000 No. 6 3] (3 8 8 6
Mean 394 407 422 436 449 55
.D. 49 53 56 58 59 14
Female 0 No. 8 8 8 8 8 6
Mean 261 272 279 288 290 29
S.D. 12 13 11 18 15 T
1000 No. 6 6 ) 6 6 8
Mean 247 255 263 269 274 27

S.D. 23 24 27 23 28

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 Mordant Black-7 in rats with a recovery period of 2 weeks
Food consumption (Administration period)

Day of administration

Sex Dose
ng/Kg 1 T 14 21 28
0 No. 12 12 12 12 12
Mean 25 26 28 28 28
5.D. 2 2 3 2 3
Male 40 No. 8 8 8 6
Mean 25 26 27 28 28
% 1 2 3 4
200 No. (-} 6 [ 6
Mean 26 26 28 30 30
! a 1 2 2
1000 No. 12 12 12 12 12
Mean 26 230 30« 30 30
- 2 2D an 4 3
0 No. 12 12 12 12 12
Mean 18 18 18 20 20
§.D. 2 1 1 2 2
Female 40 No. B 6 6 6 ]
Mean 19 18 19 20 20
D. 2 2 2 2 2
200 No. 6 6 6 6
Mean 20 18 20 21 21
S.D. 2 1 1 1 1
1000 No. 12 12 12 12 12
Mean 19 18 20 21 21
S.D. 3 2 2 2 2

p<0.05 ; == : p<0.01 (Slgnlficant difference from control group)

Unit : g/rat/day
-
D : Dunnett's test
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Table 4-2 A 28-day oral toxielty study of Mordant Black-7 in rats with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
ng/kg 7 14
Male 0 No. 5] 8
Mean 28 27
- 2 2
1000 No. 6 6
Mean 29 27
.D. 2 2
Female 0 No. 8 6
Mean 23 21
8.D. 2 1
1000 No. 6 6
Mean 23 21
S.D. 3 3

Unit : g/rat/day

No significant difference between treated group and control group.



Table 5-1 A 2B-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

B-6536

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
ng/kg 5.0 5.56.06.5 7.0 7.5 8.0 8.5 8.0 B T T S T - k= A4 e - = & b e e
] 12 0 0 0 0 0 0 b S 1] 1 2 9 1 0 O (4] 3 68 3 0 O 0 12 0 0 0 O 0
Male 40 6 o 0 0 0 o 0 O 5 1 8 12 8§ 0 b 0 2 2 2 00 0 0 0 D O 0
200 6 1 0 0 0 0 0 ] -1 L] a 3 0 0 0 0 3 2 1.0 0 0 6 0 0 0 O 0
1000 12 2 ] 1 4 2 0 2 1 0 12 0 0 0 O 0 8 3 1 0 0 0 12 0 0 0 O 0
0 12 4 0 0 1] 3 o 2 3 0 11 1 0 0 O 0 8 4 0 0 O 0 12 ¢ 0 0 © 0
Female 40 6 7 0 0 1 0 0 3 1 0 6 0 0 0 O (1] 6 0 0 0 0 0 g 0 0 0 O 0
200 6 1 0 ] 1 1 1 (4] 1 0 4 2 0 0 O 0 4 2 0 0 0 0 6 0 0 0 O 0
1000 1z 4 1 2 1 2 1 i 0 0 10 2 0 0 ©O 0 10 2 0 0 O 0 12 0 0 0 O 0
1) - : <10 mg/dL += : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : B6 - 250 mg/dL +++ 1 251 - 600 mg/dL  ++++ : >800 mg/dL
2) - : <b mg/dL +- 1 B - 7.6 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ : >126 mg/dL
3) - : <30 mg/dL «= : 30 - €0 mg/dL « : 81 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ : 251 - 750 mg/dL  ++++ : >750 mg/dL



B-6586

Table 5-2 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Urinalysis (week 4 of administration period)

4) 5) 8) 7)
Occult blood Bilirubin Urobillnogen Color
Sex Dose No. _—
ng/kg - = A e L T T ey P L T LY YDYLP P
0 12 11 1 0 0 0 12 0 0 0O 0 12 0 0 O 0 012 0 0 O
Male 40 6 5 0 1 0 0 6 0 0 0 0 § 1 0 0 0 0 6 0 0 0
200 L} § 0 0 1 0 6 0 0 0 0 6 0 0 0 0 0 0 @ 6 0
1000 12 12 0 0 0 @ 12 0 0 O 0 12 0 0 O 0 0 0 0 012
0 12 10 1 0 1 0 12 0 0 O 0 12 0 0 0 0 012 0 0 0
Female 40 6 5§ 0 1L 0 O 6 0 0 O 0 6 0 0 O 0 0 5 0 1
200 6 5 2 0 1 @ 8 0 0 O 0 e 0 0 0 0 0o 0 0 6 0
1000 12 10 1 0 1 © ? 3 0 O 0 12 0 0 0O 0 0 0 0 012
4) - : <0.03 mg/dL +- ! 0.03 - 0.05 mg/dL. + ¢ 0.08 - 0.15 mg/dL ++ : 0.18 - 0.75 mg/dL +++ : >0.75 mg/dL
5) = : <0.5 mg/dL + :0.5=-1.6mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
8) +- : <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) LY : Light yellow Y : Yellow DY : Dark yellow LP : Light purple P : Purple



B~63586

Table 5-3 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC ¥BC SEC SREC Cast PS co
Sex Dase No.
g/l(g - - + 4+ - 4= + +F wre - - * TE e - - * +% TTT - - - - - T Tr S+ - t- * FE e
0 12 12 0 0 0 0 12 0 0 0 O 012 0 0 0 12 ¢ 0 O O 12 0 0 12 0 0 0 O 12 0 0 0 O
Male 40 6 6 0 0 0 O e 0 0 0 0 0O 6 0 0 0 € 0 0 0 O 6 0 0 68 0 0 0 O 6 0 0 0 O
200 6 6 0 0 0 O 6 0 0 0 0 0O 8 0 0 0 6 0 0 0 QO 6 0 O 0 0 0 0 & 0 % 0 P
1000 12 12 0 0 0 0 12 0 0 0 O 012 0 0 0 12 0 0 0O O 12 0 O 9 3 0 00 12 0 O©0 0 O
L/} 12 11 1 0 0 O 12 0 0 0 0O 6012 0 0 O 11 1 0 0 O 12 0 0O 12 0 0 0 O 12 0 o0 0 O
Female 40 8 1 0 0 O 6 0 0 0 0 0 6 0 0 O €6 0 0 0 O 0o 0 6 0 0 0 O 6 0 0 0 O
200 6 i 0 0 O a 0 0 0 0 0 6 0 0 O e 0 0 0 O 0o 0 0 0 0 O 6 0 0 0 O
1000 12 11 1 0 0 O 12 0 0 0 O 012 o0 0 O 12 0 0 0 O 12 0 O i1 1. 0 0 O 12 0 o0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell += 1 Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ : Severe



B~6586

Table 5-4 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 4 of administration period)

Yater Urine Osmolality

Sex Dose No. intake volume
mg/kg nl/24h mL/24h mOsm/ kg
0 12  Mean a6 10.6 1043
S.D. 5 2.9 222
Male 40 6 Mean 39 8.0 2024
5.D. 6 3.0 462
200 6 Mean S5les 8.0 2208
8.0, 4D 1.8 262
1000 12 Mean 5Ter G.3we 254Te»
5.D. oD 2.7 510D
0 12 Mean 34 9.1 1732
5.D. 9 3.2 356
Female 40 8 Mean 31 S5.200 2448s
S.D. 7 2.2D B78D
200 8  Mean 38 4,48 2541«
(] 1.6D 410D
1000 12 Mean 43« 4.0ws 2453e
8.D. 7D 2.0D 694D

p<0.06 ; =+ ; p<0.01 (Significant difference from control group)
Dunnett's test

oOn



Table 5-5 A 28-day oral toxlelity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

B-€586

1) 2) 3)
PpH FProtein Ketone body Glucose
Sex Dose No.
ng/kg 5.05.56.06.5 7.0 T.5 B.0O B.5 8.0 - d= 4 4h Rk AEee - k= b ok bt b - =+ ke SEs b
Male 0 -] 1 0 0 0 0 0 1 8 1 a 2 1 0 0 0 3 1 2 0 ¢ 0 6 0 0 0 O 0
1000 6 5 1 0 0 0 0 0 0 4 1 5§ 1 0 0 0 1] 0 1 5 0 @ 0 6 0 0 0 O 0
Female 0 3] 2 0 o0 1 o o0 2 1 0 6 0 0 0 0 0 § 0 1 0 © 0 6 0 0 0D O 0
1000 6 3 0 0 0 1 0 0 2 0 6 0 0 0 0 0 § 0 1 0 O 0 8 0 0 0 O 0
1) - : <10 mg/dL += : 10 - 25 ng/dL + : 26 - 85 mg/dL ++ ; 86 - 250 mg/dL +++ : 251 - 600 mg/dL  ++++ : >B00 mg/dL
2) - : <5 mg/dL +- 1 b -~ 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ = >125 mg/dL
3) - 1 <30 mg/dL +- 1 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ 1 251 - 750 mg/dL ++++ @ >T50 mg/dL



Table 5-8 A 28-day oral toxicity study of Mordant Black-7 im rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

B-£586

4) 5) 6) T)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. —_—
mng/Kg - d= 4 4 e - 4 4t Eb bkt = b kh A4d e LY YDYLP P
Male 0 € 4 1 1 0 0 6 0 0 0 0 8 0 0 0 ] 0 6 0 0 O
1000 6 6 0 0 0 0 6 0 0 0 0 6 0 0 0 (] c 68 0 0 O
Female 0 6 4 0 0 2 O 6 0 0 0 0 ] o 0 1] c 6 0 0 O
1000 6 4 0 ¢ 2 0 e 0 0 0 0 6 [¢] o cC 6 0 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 + 0.6 -1.5mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL « 1 2.0 -3.5mg/dlL =++ : 3.6 - 7.0 mg/dL  +++ : T.1 = 12,0 mg/dL <++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow LP : Light purple P : Purple



B-6586

Table 5-7 A 28-day oral toxicity study of Mordant Black-7 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.

-‘/k" - - * *F - - - rr Tee - - * % A%e - = * A AN - * = * #E A4 - = + 44 44
Male 0 6 E 1 0O 0 6 0 0 0 0 6 6 0 0 0 o 0 0 0 6 0 0 0 0

1000 6 6 0 0 0 6 0 0 0O O 6 0 6 0 O 0 O 0 0 0 0 0 € 0 0 0 O
Female 0 6 5 1 0 0 0 6 0 0 0 O 6 0 0 0 6 0D O 0 O 0 0 0 0 O 6 0 0 0 o0

1000 6 6 0 0 0 ¢ 6 0 0 0 O 6 0 0 0O 8 0 O O 0 0 0O 0 0 O 6 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell += ! Slight
PS : Phosphate Salts + ¢ Mild
co : Calcium Oxalate ++ . Moderate

+4+4

! Severe



B-6586

Table 5-8 A 2B-day oral toxicity study of Mordant Black-7 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
ng/kg mL/24h mL/24h mOsm/kg
Male 0 6 Mean 35 10.5 2108
S.D. 3 1.8 210
1000 ;3 Mean 37 10.4 1808
5.D. -] 5.1 4686
Female (4] 6 Mean 37 9.0 1743
§.D. 9 3.3 292
1000 8 Mean 33 6.5 2318+
S.D. 8 2.5 365T

# : p<0.056 (Significant difference from control group)
T : Student's t-test



B-6586

A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery perlod of 2 weeks

Table 6-1

Hematology (After administration period)

FIB

HGB HCT MCV MCH MCHC Retic PLT

g/dL

RBC
X10*/ 4L

mg/dL

g/dL %  X10*/#L

PE

No.
ng/kg

Dose

Sex

123.1
12.5

Ll
No

852
47

Mean
5.D.

826
42

Mean

%]

40

Male

43.7
1.6

nwn
nos

15.

Mean 814
35

200

300
36

20.2
2.1

15.

828
24

Me
S

6

1000

14.
0

798
22

40

Female

235
20

17.3
1.4

820
25

6 Mean
5.D.

200

B34
48

Mean
S.D.

8

1000

No significant difference in any treated groups from control group.



B-6586

Table 8-2 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Hematology (After administration period)

¥BC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X103/ ul LYMP NEUT EOS BASO MONO Luc
0 68 Mean 113.9 78.0 18.2 0.2 0.3 4 Oy 1.0
S8.D. 43.6 7.8 7.9 0.3 0.1 0.4 0.5
Male 40 6 Mean 101.4 76.1 20.2 0.8 0.3 2.0 0.8
S.D. 43.8 5.8 5.2 0.5 0.1 0.6 0.2
200 6 Mean 84.9 75.5 20.7 1.1 0.2 1.9 0.8
S.D. 12.8 B.1 7.6 0.5 L+ I 0.3 0.1
1000 6 Mean 85.2 T7.1 19.3 0.8 0.3 1.8 0.9
S.D. 22.9 3.1 2.8 0.2 0.1 0.5 0.4
0 6 Mean 62.3 T6.1 19.7 1.3 0.2 1.9 0.9
8.D. 15.1 3.3 - g 0.6 0.1 0.9 0.2
Female 40 6 Mean 70.2 79.1 16.9 1.0 0.3 1.8 0.9
S5.D. 10.5 6.4 6.7 0.3 0.1 0.7 0.5
200 [} Mean 65.9 T2.8 23.8 1.3 0.3 1.3 0.7
S.D. 18.2 3.8 3.5 0.8 0.1 0.2 0.3
1000 € Mean 70.0 TL.9 24.6 1.1 0.2 1.6 0.8
S.D. 24.2 1L.T7 11.3 0.5 0.1 0.4 0.3

LUC : Large unstained cells
No significent difference in any treated groups from control group.



B-6586

Table 6-3 A 28-day oral toxlicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Hematology (After administration period)

Differentlal leukocyte counts (X10*/uL)

Sex Dose No.
ng/kg LYMP NEUT EOS BASO MONO Luc
0 6 Mean 81.3 18.3 0.9 0.4 1.8 1.2
§.D. 42.1 4.4 0.1 0.3 0.4 1.0
Male 40 6 Mean 78.1 19.7 0.8 0.4 1.9 0.8
§.D. 36.9 T.3 0.4 0.2 0.6 0.4
200 6 Mean 84.9 16.8 0.8 0.2 1.6 0.5
S.D. 165.86 3.3 0.3 0.0 0.3 0.1
1000 6 Mean 85.6 16.6 0.5 0.3 1.6 0.8
8.D. 17.3 5.6 0.3 0.2 0.5 0.4
0 6 Mean 47.5 12.2 0.8 0.1 1.1 0.6
§.D. 12.1 3.3 0.3 0.1 0.4 0.2
Female 40 6 Mean §6.1 11.4 0.7 0.2 1:3 0.7
S.D. 12.4 2.9 0.2 0.1 0.5 0.4
200 6 Mean 48.0 15.7 0.8 0.2 0.9 0.5
S.D. 13.9 4.6 0.4 0.1 0.3 0.2
1000 6 Mean 51.6 16.1 0.7 0.2 0.9 0.6
§.D. 25.2 T.3 0.2 0.1 0.1 0.3

LUC : Large unstained cells
No significant difference in any treated groups from comtrol group.



Table 8-4 A 28-day orszl toxicity study of Mordant Black-7 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/keg X104/ mL g/dL % fL PEg g/dL %  X10'/aL s s ng/dL
Male 0 6 Mean 883 16.3 46.3 52.9 18.4 35.1 2.3 111.0 14 .4 24.0 311
s.D. 26 0.4 1.1 1.6 0.5 0.3 0.4 9.1 1.5 2.0 30
1000 6 Mean 875 15.8 45.7 52.3 18.1 34.6e 2.8 114.8 16.1 23.2 308
S.D. 43 0.5 1.4 1.1 0.5 0.4T 0.5 T<h 1.9 3.1 19
Female 1] ] Mean 803 14.6 41.0 51.1 18.2 35.6 2.4 124.8 11.8 18.6 262
S.D. 29 0.4 1.3 1.0 0.5 0.3 0.4 15.1 0.1 2.8 21
1000 6 Mean 818 14.7 41.6 50.9 18.0 35.4 2.5 136.2 11.9 20.3 236
S.D. 43 0.5 1.3 1.6 0.8 0.4 0.2 14.8 0.7 3.1 3T

¢ : p<0.05 (Significant difference from control group)
T : Student's t-test



B-6586

Teble 6-5 A 2B-day oral toxlicity study of Mordant Black-7 in rats with a recovery period of 2 wecks

Hematology (After recovery perlod)

WBC Differentlal leukocyte counts (%)
Sex Dose No.
ng/kg ¥10%/ uL Lymp NEUT EOS BASO MONO LUC
Male 0 6 Mean 105.1 T9.5 16.5 1.1 0.4 1.7 0.9
S.D. 17.4 7.1 6.9 0.4 0.1 0.3 0.2
1000 6 Mean 103.8 82.5 14.0 0.7 0.3 1.8 1.0
5.D. 17.9 4.1 4.1 0.3 0.2 0.2 0.5
Female 0 6 Mean 77.1 Tr-k 1B.5 1.4 0.3 1.8 0.9
S.D. 17.3 5.7 5.6 0.5 0.1 0.6 0.4
1000 8 Mean 59.8 75.9 20.0 1.0 0.3 1.8 1.0
S.D. 14.9 3.7 3.8 0.4 0.1 0.7 0.4

LUC : Large unstained cells
No significant difference between treated group and control group.



B-6586

Table 6-6 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Hematology (After recovery period)

Differentlal leukocyte counts (X10*/uL)

Sex Dose No.
ng/kg LYMP NEUT ECS BASO MONO Luc
Male 0 6 Mean 83.8 iT.2 1.1 0.4 1.8 0.9
5.D. 16.9 7.7 0.4 0.1 0.2 0.2
1000 6 Mean 85.9 14.4 0.7« 0.4 1.8 1.0
S.D. 16.3 4.7 0.3T 0.1 0.4 0.5
Female 0 8 Mean 59.8 14.3 1.0 0.2 1.3 0.7
S.D. 15.1 5.8 0.2 0.1 0.3 0.4
1000 6 Mean 45.3 12.1 0.6e 0.2 1:1 0.7
S.D. 10.8 4.5 0.3T 0.1 0.5 0.4

: Large unstained cells
p<0.05 (Significant difference from control group)
Student's t-test

.
"o g
P <



B-6586

Table 7-1 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Blood chemlstry (After administration period)

AST ALT LDH T—GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
ng/keg 1U/L u/L 1U/L 1u/L 1U/L mg/dL ng/dL mg/dL mg/dL mg/dL
0 6 Mean 63 29 59 1 660 68 56 96 0.1 133
5.D. 8 4 12 0 17T 12 22 15 0.0 ]
mMale 40 6 Mean 66 26 51 1 579 49 51 88 0.1 119
S5.D. 6 2 6 (1] 35 ] 19 13 0.0 14
200 €6 Mean 85 27 51 1 643 54 62 80 0.1 124
S.D. 4 3 ) 0 43 11 24 15 0.0 10
1000 ;] Mean 87 30 63 1 643 -1.] 46 102 0.1 118
S.D. ] 3 17 1 140 15 23 18 0.0 7
] 6 Mean 75 25 52 2 409 (1] 1T 106 0.1 101
S8.D. 21 3 16 1 T < | 5 8 0.0 12
Female 40 8 Mean 83 24 45 1 423 62 20 108 0.1 112
S.D. 10 3 8 1 81 15 9 25 0.0 15
200 6 Mean 64 24 41 1 350 70 19 117 0.1 108
S.D. 8 4 9 0 98 18 11 31 0.0 10
1000 6 Mean 66 25 55 1 337 51 11 97 0.1 102
S.D. 7 El 9 0 107 13 2 19 0.0 10

No significant difference in any treated groups from control group.



Table 7=2 A 2B8-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Blood chemistry (After administration period)

BUN CENN Na K C1 ca P TP ALB A/G
Sex Dose No.
mg/kg ng/dL mg/dL. mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 13 0.25 144 5.0 107 8.7 8.3 6.0 3.0 1.02
S.D. 2 0.02 1 0.3 2 0.3 0.8 0.2 0.1 0.05
Male 40 6 Mean 12 0.25 144 8.1 108 9.7 T.4s 6.0 3.1 1.08
S.D. 1 0.03 1 0.2 h £ 0.1 0.4D 0.2 0.1 0.08
200 6 Mean 12 0.25 144 5.1 108 2.7 7.8 6.0 3.1 1.05
S.D. 2 0.03 2 0.2 1 0.3 0.3 0.1 0.1 0.04
1000 6 Mean 15 0.24 143 5.2 108 8.7 8.2 6.1 3.1 1.03
B.D. 2 0.03 2 0.4 1 0.3 0.6 0.2 0.1 0.03
Q 6 Mean 18 0.30 143 4.7 109 9.8 7.7 6.2 3.2 1.04
5.D. 3 0.04 1 0.3 2 0.2 0.5 0.1 0.1 0.08
Female 40 6 Mean 18 0.27 144 4.8 109 9.9 8.3 6.1 3.2 1.08
§.D. 1 0.03 1 0.3 1 0.3 0.8 0.2 0.1 0.10
6 Mean 18 0.26 144 5.2+ 110 9.8 T 6.2 a.2 1.08
8. 3 D.0S 1 0.3D 1 0.3 0.4 0.3 0.2 0.12
1000 8 Mean 17 0.26 143 5.1+ 110 8.7 8.2 6.3 3.3 1.08
5.D. 2 0.03 1 0.2D 1 0.2 0.2 0.4 0.2 0.06

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



B-6686

Table 7-3 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

AST ALT LDH T —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose  No.
mg/kg Iu/L 1u/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 64 28 63 1 524 62 53 104 0.1 137
S.D. S 6 16 1 82 10 14 10 0.0 i8
1000 6  Mean 85 25 61 1l 504 54 56 95 0.1 136
5.D. 2 2 11 1 119 8 15 14 0.0 21
Female 0 6  Mean 58 22 48 1 348 68 20 122 0.1 134
S.D. 4 3 12 0 108 15 8 24 0.0 18
1000 6 Mean T0 26 53 1 302 70 20 127 0.1 123
5.D. 14 8 14 0 63 15 9 19 0.0 13

No significant difference between treated group and control group.



B-6686

Table 7-4 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Blood chemistry (After recovery perlod)

BUN CRNN Na K Ccl Ca P TP ALB A/G
Sex Dose No.
ne/EE mg/dL mg/dl. mmol/L w@mol/L mmol/L mg/dL ng/dL g/dL g/dL
Male 0 6 Mean 14 0.28 144 4.6 106 9.9 7.0 6.3 3.2 1.01
§5.D. 1 0.02 1 0.2 1 0.2 0.2 0.2 0.1 0.06
1000 6 Mean 13 0.25 145 4.7 107 8.8 7.3 8.2 3.1 1.04
S.D. 2 0.03 2 0.2 8 0.3 0.6 0.2 0.1 0.07
Female 0 6 Mean 16 0.32 143 4.1 109 10.1 5.6 6.5 3.3 1.04
S.D. 1 0.08 1 0.2 1 0.1 0.7 0.2 0.2 0.05
1000 6 Mean 15 0.30 143 4.3 110 10.0 5.7 6.6 3.5 1.11
S.D. 1 0.02 1 0.2 1 0.3 0.5 0.2 0.1 0.068

No significant difference between treated group and control group.



B-G586

Table 8-1 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of Z weeks
Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidoey Adrenal
Dose (R+L) (R+L)
BE/KE €  E(g/100g EW) mg(mg/100g BW) £(g/100g BV) g(£/100g BW) glg/100g BW) g(g/100g BY) ngimg/100g BW)
0 No. 6 6 8 6 6 8 (]
Mean 377 1.86 508 1.26 10.82 0.74 2.74 65
8.D. 33 0.09 162 0.12 1.63 0.17 0.26 15
Absolute 40 No. 8 6 8 6 6 & B8 8
Mean 375 2.06 501 1.21 10.16 0.867 2.81 60
S.D. 38 0.08 188 0.12 0.91 0.06 0.18 6
200 No. B 6 (] 6 8 6 (] 8
Mean 378 2.02 472 1.25 10.45 0.68 2.98 66
s§.D. 21 0.04 B85 0.08 0.92 0.10 0.15 ]
1000 No. [:] 6 6 6 [} L] (] 6
Hean 359 2.0L 444 1.28 10.45 0.74 3.2400 64
8.D. 16 0.09 €8 0.08 0.37 0.10 0.35D 13
0 No. -3 [ (] (] 6 6 [:]
Me. 0.53 133 0.33 2.86 0.19 0.73 17
§.D 0.05 a 0.03 0.26 0.03 0.04 3
Relative 40 No. 8 6 6 U] L3 6 6
Mean 0.55 134 0.33 2.72 0.18 0.76 16
§.D. 0.04 53 0.01 0.06 0.02 0.10 2
200 0. 8 8 (] ] 8 6

Mean 0.54 126 0.33 2.78 0.18 0.79 18
S.D. 0.02 18 0.02 0.14 0.02 0.05 2
1000 5 (-] 6 8 ] 8 6 8
Mean 0.56 124 0.36 2.92 0.21 0.90ee 18

§.D. 0.02 10 0.02 0.07 0.02 0.08D

«+ ; p<0.01 (Significant difference from control group)
D : Dumnett's test



B-6586

Table B-2 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Absolute and relative organ welght (After administration period)
Male

Testis Epididynis

Dose {RsL) [RL)
ug/kg E(E/100g BW) pg(mg/100¢ BW)
0 No. 8 6
Mean 3.15 854

S.D. 0.19 87

Absolute 40 No. 6 6
Mean 3.10 1718

S.D. 0.25 81

200 No. 6 8
Mean 3.22 824

8.D. 0.23 a1

1000 No. 6 8
Mean 3.12 789

S.D. 0.38 72

0 y 8 ]
Mean 0.84 227

S.D. 0.06 17

Relative 40 No. 8 8
Mean 0.83 209

S.D. 0.08 25

200 < 6 (]
Mean 0.86 220

S.D. 0.08 17

1000 No. 6 (]
Mean 0.87 220

s.D. 0.12 21

No slgnificant difference in any treated groups from control group.



B-G6586

Table B-3 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Drain Thymus Heart Liver Spleen Kidoey Adrenal
Dose (RsL) (R+L)
Bg/kg g  g(g/100g EW) pg({mg/100g BW) glg/100g BW) glg/100g BW) glg/100g BW) g(g/100g BY) mg(mg/100g BW)
0 No. ] ] 6 6 B B [:] ]
Mean 227 1.91 481 0.79 B8.12 0.40 1.63 68
S.D. 6 0.08 85 0.07 0.25 0.08 0.10 11
Absolute 40 No. 6 8 [ 6 ] 1] B 6
Mean 228 1.87 448 0.81 6.14 0.48 1.68 69
s.D. 17 0.08 127 0.09 0.63 0.05 0.14 12
200 No. 6 8 6 6 B 6
Mean 225 1.88 414 0.81 6.36 0.50 1.75 67
§.D. 10 0.07 150 0.07 D.68 0.08 0.20 9
1000 No. 6 ] ] (] B [ L]
Mean 217 1.88 458 0.76 8.15 0.48 1.75 68
8.D. 14 0.03 117 0.05 0.81 0.13 0.12 10
0 No. ;] 6 6 ] 6 8 6
Mean 0.84 204 0.35 2.70 0.22 0.72 30
S.D. 0.04 39 0.03 0.09 0.04 0.04 5
Relative 40 No. 8 [ [ 8 6
Mean 0.83 198 0.35 2.89 0.20 T4 30
S.D. 0.08 0.0 0.03 0.03 5
200 No. 8 6 (] 8 8 8
Mean 0.84 183 0.36 2.83 0.22 0.78 30
s.D. 0.05 63 0.0 0.24 0.04 0.08 4
1000 No. 6 8 6 6 8 8 [
Mean 0.87 210 0.35 2.84 0.22 0.81ee 32
8.D. 0.08 43 0.02 0.23 0.05 0.08D 4

es ; p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table B-4 A 28-day oral toxlecity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose (RsL)
ug/kg Bg(mg/100g BW) mg(mg/100g BW)
0 No. 6 8
Mean 84.8 421
S.D. 9.8 118
Absolute 40 No. [} 6
Mean 80.7 430
S.D. 7.0 100
200 No. 6 ;]
Mean 85.9 461
s.D. 13.6 82
1000 No. ] [:]
Mean 87.1 433
§.D. 11.2 86
0 No. 6 6
Mean 37.4 185
S.D. 5.0 51
Relative 40 No. ] ]
Mean 35.8 188
S.D. 4.5 41
200 No. 8 ]
Mean 38.4 205
S.D. 1.0 41
1000 No. 8 8
Mean 40.1 200
S.D. 2.9 ar

No significant difference in any treated groups from control group.
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Table 8-5 A 2B-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Absolute and relative organ welght (After recovery period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R<L)
me/ kg [ 4 g(g/100g BW) mgimg/100g EW) gi{g/100g BW) glg/100g BW) glg/100g BW) glg/100g BY) wng(mg/100g BW)
Absolute 0 No. 8 -3 8 € (] 8 é 6
Mean 420 2.05 439 1.30 11.50 0.88 2.95 63
§.D. 16 0.07 80 0.08 0.83 0.18 0.13 11
1000 No. -] 8 ] € 6 [ 6 8
Hean 420 2.02 461 1.35 11.02 0.85 3.05 87
8.D. 55 0.11 78 0.18 1.50 0.08 0.36 8
Relative 0 No. B 6 6 L] 6 6 6
Wean 0.49 104 0.31 2.74 0.186 0.70 15
§.D. 0.02 17 0.02 0.16 0.04 0.02 3
1000 No. 8 ] 6 L] 6 6 6
Me&n 0.49 112 0.32 2.62 0.16 0.73 16
sS.D. 0.06 28 0.04 0.05 0.02 0.07 2

No significant difference between treated group and control group.
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Table B8-8 A 28-day oral toxicity study of Mordant Black-7 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)
BE/KE g(g/100g BW) og(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.17 1071
5.D. 0.35 53
1000 No. 1] 6
Mean 3.18 1045
5.D. 0.27 118
Relative 0 No. -] 6
Mean 0.75 255
s$.D. 0.08 11
1000 No. 6 6
Mean 0.78 251
5.D. 0.08 35

No significant difference between treated group and control group.
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Table B8-7 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Absclute and relatlive organ weight (After recovery period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
BE/kg g gl(grloog BW) wmgimg/100g BW) glg/100g BW) glg/100g BY) glg/100g BW) gl(g/100g BW) =mg(mg/100g BW)
Absolute 0 No. 8 6 [ [ 6 6 6 6
Mean 269 1.98 481 0.90 7.52 0.57 1.86 80
S.Dh. 15 0.068 171 0.03 0.50 0.07 0.10 13
1000 No. 8 -1 6 (] 6 6 [ 6
Mean 257 1.92 an 0.90 7.21 0.51 1.80 81
S.D. 29 0.06 7 0.09 0.85 0.09 0.20 18
Relative 0 No. B 8 [} 6 6 6 6
Mean 0.74 17 0.33 2.80 0.21 0.69 30
S.D. 0.04 61 0.01 0.18 0.03 0.05 5
1000 No. 6 6 6 L} L] 6 (]
Mean 0.75 144 0.35 2.81 0.20 0.74 32
8.D. 0.07 24 0.03 0.12 0.02 0.06 5

No significent difference between treated group and control group.
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Table 8-8 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

Absolute and relative orgam welght (After recovery period)

Female

Ovary Uterus

Dose (R+L)
wg kg sg(mg/100g BN) mg(me/100g BW)
Absplute 0 No. 8 6
Mean 102.8 571
S.D. 22.6 65
1000 No. 8 8
Hean 100.1 554
§.D. 20.5 B85
Relative 0 No. 8 B
Mean 38.5 213
$.D. 10.0 23
1000 No. 6 ]
Mean 39.4 218
5.D. 9.3 45

No signiflicant difference between treated group and control group.
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Table 8-1 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Gross pathological findings (After administration period)

Organs Sex: M M M F F F
Dose (mg/kg) - 0 40 200 1000 0 40 200 1000

Findings Number: € 6 6 6 8 6 6
Epididymis

Small 0 1 0 1 - - - -~
Kidney

Discoloration, dark 0 ! 6 8 0 -] 6 6
Pituitary

Cyst 0 1 0 0 0 0 0 0
Stomach

Focus,raised, forestomach 0 0 0 0 0 0 0 1

Focus,dark red,glandular stomach 0 0 0 0 0 0 2 0
Testis

Small 0 1 0 1 - - - -

M : Male, F : Female
- : Not applicable
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Table 9-2 A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 wecks
Gross pathological findings (After recovery period)

Organs Sex: H M F F
Dose(mg/kg) : 0 1000 0 1000
Findings Number: 6 8 6 6
Kidney
Discoloration,.dark 0 2 0 5
Lung{bronchus)
Focus,dark red 0 1 0 0
Lytﬁh node,pancreatic
odule 0 0 0 3
Stomach
Focus,raised.serosal 0 0 i 0

M : Male, F : Female
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Table 10-1 A 28-day oral toxieity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Organs g: M M F
Doae(uﬂks 2 0 40 200 1000 0 40 200 1000
Findings r: 6 (1 6 6
Adrenal
Number examined [} 4] 0 6 G 0 0 8
Not remarkable 6 0 0 6 (] o] 0 6
Bone+Bone marrow,femoral
Number examined 6 0 0 6 6 0 0 6
Not remarkable L] 1] 0 6 6 ] 0 6
Bone+Bone marrow,sternal
Number examined 6 ] Q 8 6 ] 0 6
Not remarkable 6 0 0 8 6 ] 0 3
Cerebrum
Number examined 6 ] 0 8 6 0 0 6
Not remarkable 6 0 0 6 6 V] 0 6
Cerebellum
Number examined 6 ] 0 6 6 1] 0 ]
Not remarkable 6 ] 0 6 6 0 0 3
Epidi
Number examined 6 1 (1] -] - - - -
Not remarkable 5 0o 0 4 - - - -
Cell infiltration,interstitial 1 ] 0 2 - - - -
minimal 2 0 0 2 - - - -
Hyposperaia 0 1 0 0 - - - -
severe 0 1 0 0 - - - =
Cell debris,lumen 0 1 0 1 - - - =
minimal 0 0 0 1 - - - -
mild 0 1 0 0 - o - =
Eye
Number examined 6 0 0 6 6 0 0 6
Not remarkable 8 0 (1] 5 8 0 1] 8
Dysplasia,retinal,focal 0 0 0 1 0 0 0 0
minimal 0 0 0 1 0 1] (1] 0
Granuloma,calcific,.conjunctiva 0 0 0 1 0 0 0 0
minimal 0 o L] 1 0 0 0 0
Heart
Number examined 8 0 0 B 8 1] 1] 6
Not remarkable 5 0 0 4 6 1] Q 6
nyocarditiu.focal 1 0 0 2 0 0 0 0
minima 1 ] 0 2 0 ] 0 0
Intestine ,duodenum
Number examined 6 V] ] 6 6 ] 0 ]
Not remarkable ] 0 0 B8 6 0 0 6
Inteatme «Jejunum
ber examined 6 0 (4] B [ (1] 0 8
Not remarkable 6 0 0 6 e 0 0 [
Intestine,ileun(Peyer's psatch)
Number examined 6 0 0 6 6 0 0 [
Not remarkable 6 0 0 6 6 0 0 [
Intestine,cecun
Numbe r examined 6 -3 6 8 [ ] 6 [
Not remarkable 4 - 1 0 5 4 1 0
Cell inl‘lltration.nucoeal 1 0 [} 0 0 0 1 0
minimal : 4 ] 1] Q0 0 [+] 1 0

: Male, F : Female
- : Not applicable
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Table 10-2 A 28-day oral toxiclty study of Mordant Black-7 in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Organs M M F F
Dose[nclkz) 0 40 200 1000 0 410 200 1000
Findings s [} 6 6 6 6

Intestine,cecun (cnutinued}
Byperpi::ia.nucusa

mild
Intestine,colon
ber examined
bt o TR
I a,mucosa
inimal

]
mild
Intestine,rectum
Number examined
Not remarkable
Hyperplasia,mucosal
minimal
mild
Kidney
Nunber examined
Not remarkable
Regeneration, tubular
mlnllal

Ensino?hllic droplet,tubular cell

ild
celliinflitratlon ,interstitlial
mini
Brown gisnent ,tubular cell

Livar
Number examined
Not remarkable
Microgranuloma
minimal
{(bronchus)
umber examined
Not remarkable
Minerslization.arterial wall
minimal
Accumulation.alveolar macrophage
minima
Pneuxcnia,.focal
minimal

Lymph node.mesenteric
Number examined
Not remarkable
L, node,submandibular
ber examined
Not remarkable

B ;G HHFOCOoOOoUd £2aND OOCOCCOCOONMNAN COOAM COCORR O
00 QOO QOOLDOUO0 OO0V OOOOCOOOMHMHUIN COQO0OGG COOOOm ONN
00 00 O0ODODOD O00C COHHOOOONNADN OO0O0ONMM OMKON ou;
A0 M QOHEDNADN HLANR OCOOOHNWHAUIMG HOMUIG ANDOD DR
e N OOODOoOMDT ALAND DOHHOOODHHLAD O00OOO OCOM OH—
00 OO0 QOOLDOLOQ OO0OC QOUMFOOCONNAD COOORO OCOOG ONN
o0 00 CO00OLO0 OO000 HHOOOOOOKMADN OOOOM OhbhNG Obs
OO O OOOLOLARD UUIHG OMFHQOOQOMHON FANEG MMRBUIHA AN

M : Male, F : Female



Table 10-3

Histopathological findings (After administration period)

A 28-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks

E-B588

Organs
Findings

Sex:
Dose(mg/kg):
Number :

CR

M
1000
6

eo

-
com

b3
=
oM

-
<
=
(=

Ovary
Number examined
Not remarkable
Pnrathgroid
Number examined
Not remarkable
Pltultary
Number examined
Not remarkable

Aharriﬁt craniopharyngeal tissue

m

Prostate
Number examined
Not remarkable

Cell infiltration,interstitial

minimal
Sciatic nerve
ber examined
Not remarkable
Skeletal muscle, femoral
ber examined
Not remarkable

Deguneration{necrosis.nusculsr

minima
Spinal cord, thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Stomach
Number examined
Not remarkable
Erosion,glandular stomach
minimal

mil
Eyperglasil.squamous.focal
mild

Testis
Number examined
Not remarkable
Atrcghy.sa.lniferuus tubular
m
severe
Thyroid
Number examined
Not remarkable
Cyst. ultimobranchial
minimal
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M : Male, F . Fenale
- * Not applicable
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Table 10-4 A 2B8~-day oral toxicity study of Mordant Black-7 in rats with a recovery period of 2 weeks
Histopathological findings (After administration periocd)
Organs Sex: M M M M F F F F
Dose(mg/kg) : 0 40 200 1000 0 40 200 1000
Findings Number : 6 8 6 8 8 8 6 )
8
Number examined 6 +] 0 8 6 0 0 6
Not remarkable 8 0 0 [ 8 0 0 8
Trachea
Number examined 6 0 0 8 -3 0 0 8
Not remarkable ] 0 0 6 6 0 0 6
Ur!narg bladder
Number examined -3 Q 0 [} 6 0 0 6
Not remarkable 6 ] 0 8 8 0 0 6
Uterus
Number examined - - - - ] 0 0 6
Not remarkable - - - - 6 0 0 6

Male, F
Not applicable

: Female
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Table 10-5 A 2B-day oral toxlecity study of Mordant Black-T in rats with a recovery period of 2 weeks
Histopathological findings (After recovery period)

Organs Sex: M F F
Dose(mg/kg) : 0 1000 0 1000
Findings Number : (3] 6 6
Intestine,cecum
Number examined [} [} 6 6
Not remarkable S 6 ] 6
Cell infiltration,mucosal 1 0 Al 0
minimal 1 (4] 1 0
Intestine,colon
Number examined 6 6 6 6
Not remarkable (4] 6 6 8
Intestine,rectum
Number examined 6 8 8 (-]
Not remarkable 6 6 6 6
Kidney
Number examined 6 6 6 6
Not remarkable 4 5 4 4
Regeneration, tubular | 1 2 2
minima 1 2 2 2
Eosinophilic droplet, tubular cell 1 0 0 0
minimal 3 0 0 (o}
Lung(bronchus)
Number examined 0 1 0 0
Pneumonia, focal 0 1 0 0
minimal 0 d 0 0
Metaplasia,osseous 0 3 1] 0
minimal 0 1 0 0
Lymph node,pancreatic
Number examined 0 0 '] i
Lymphadenitis 0 0 0 1
mild 0 0 0 1
Stomach
Number examined 0 0 1 0
Cyst,inclusion 0 0 ¥ 0
mild 0 0 1 0

M : Male, F @ Female
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