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C N

F 4 A=y F 206 @ 0CHEEEE) . 250, 500 38X TN 1000 mg/kg & 1 BEICO X MERER 7 JC
@ Crj:CD(SD) IGS '7/ M 28 HEIRER AR E LT%@%&&%&%#W:O Fio, BEKRTOH
b0k LT 1000 mg/kg WEFEDOHERES 7 ILICDOWT 14 BRBEEZHR L, BEHHPICAR
SNEFMOEBEHIC OVWTHRE L, UTORREEL.,

L —HRRE FE, BHEESJOCRRETIE., R5HMBIOCEEHBVTNL L EO SR

BB L IR ERSC L AEBIRD N,

2. MIEFHIRE T, HED 500 ng/kg BERI L UMERED 1000 mg/kg BEBZ, ~< ho U
v MEDH B WVITEBRMERA~E 7 1 v BOEENED bk,

[EEHRRE T RIS b IERED 1000 mg/kg HBEFICFRRMKAETER L OFHRMEF~E S 0

EUEDIRME. Mic~ES ot BORENRED S,

3. M LFRHBRETIL, 250 mg/kg L EORGFHOBIZ v 2T Y U HBEHOEMERED b
7o

R AR TRAZIZ, 1000 mg/kg R EFEOHEIZER Y VREORMENRD b,

4. HRTIH., BRYWEOATERBRL T, MHED 250 mg/ke UL EOHERHTHEE (5 - [
- B 1) ONEWYRRE R L UL (2205 - BI85 IENIE - 25 OB T OFRead 5\
R EDOEBNRRD b,

B8 BRI T BRpIZ b 25 O B T #ds S OEREP AR IZRRR DR A RO bz,

5. #EEETIL 250 mg/kg L EDRSEOREIS LT 1000 mg/kg T ESFH DM THIREEZ D SE
BARO LN, o, 500 mg/kg L EDRGE THMEOMREE DEfE. 1000 mg/kg HEFHET
HEDIRRBROKMNRD bz,

EE AR T RRICIT 1000 mg/kg BEHOBTHBEEOSES LUOBBER KM, HT

TEEEEOKENRD bl
6. FREMMRFHMATIE., REHFI ICEEHMANTD 1000 mg/kg REFEDOHER & b I

TR ERE ORBITIRO bhviaho Tz,

PEDZ &LV, BT 250 mg/kg Y EOBRESHTHBERDBER LW y-7a 7Y V45HE
FEOIRAE, METIE 500 mg/kg L EOBEH THREEDIRER CEBRMEREIC L 2EEBRD
BRTWVWAZ D, ARREUHETIIEBT DT 4 A=y F 206 OEFEE (NOEL) 1T, HET
250 mg/kg/day i, #ET 250 mg/kg/day B Z b,
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ABABRIL, ORCD BB DR AMAMF LD L LT, 4 28— XLy F 206 D 00k
%ﬁxzm\mmﬁi@wwmym%1ﬁmo%mm%7m@&yw@mm53yhu%E%
FEROBRS L TZOEMERT Lz, $72, RERTOBANDS 0 BL 1000 ng/kg B 5E
DUERESR 7 ILIZDWT 14 HEBIEL i L. REHEFRICA LN EEEOREMRIZ OV THR
L%,

MELR LU

1. #HBRYE

HEHETHDT 4 A=K v K 206(CAS No. : 26630-87-5 35 L TR 129710-76-5) 14> 7=,
CosHpeCINO5S, 43F & 579.5. AR 150°CLLE, ELER 0.5, DEMREL log Pow 3. 91 OKIZEE
TOBRETIMOBITT & M ACFIEOREBE TEREOHERTH S (Appendix 1-1 B L

1-2), 1R T OZEANTZT 4 20—y R 206(2 v
FES VAR E LTK 60.9 wtBBEERTWZZ &b, MIESETHRE L

EHOEPRME L UTHER L, EREOBRDEOKNEREIT0.28% TH D = L HEMLE
(&Y RSN TWD (Appendix 2-1), HRBEIIRIEFBICAN, HET (EEEE 4~9°C)
R LT, #BEY e LT, Ry MOV THL ¢ 28R L, REBHEROBRE
RIEFEZIRF L, RBREIMTOBERYEOREMICOVTIE, BAYBRME %2 VW TREE
Tha. DSHLEE DAHT & 4T\ VBESE L 7= (Appendix 2-2),
2. *EHmE
COREBPEICIE, 0.5% A F BT — AR EER Lz, 0.5%AF v o — 2 KIS
AFNEAE—R 400 cP(7 v FEE : ACN3463, AL T EHRAM) 2R L. AR
FTREUK (v v FES 1 05AL, Y27 A UEIRBRNSH) TR L. RRYEOREER X Ok B
DHEREHE UTHERA L7z, RBMBILELKBEFRICAN., BT R 4~7°C) 1o 5slE 1
BEEZREL L TREL, BRECELTrLFREICERLE,
3. BEBORESL L KLESH
(1) B#EHROFEH
REBTLIHBYELHMTHER., BREL. FIEOREL RS LI 0.5% A F 1k
Na—ZKEREB LT, AREBREHEF 4~6 BIC 1 E., 5 6 @fTV. HEKIIHEY
BEECHICERRERBIC AL, B E TR (I 2. 3~7. 9°C) icf2E L, =8
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CRLTHOHRECER L, BARBIRITERNLS L Lz,
(2) BEHEDILZSMT

BEITHEI T 50 B 50 200 mg/nl DOFFBUEIC OV TEEM DN - 7R, =R
T4 BER, ARFTIRTE T 7 RRIOEEMEAHER S iz (Appendix 3-1), 7. 50 35 L T8 200
mg/mL OFABEEIZ DN TH— SRR SN 7z (Appendix 3-2-1 B LT 3-2-2),

LUFOFIEIZGE-> T, ARBRICAVWEAEE L ORKRAREEOSEBEORIKIZOWT,
WM E DR DR EIT 1=,

F 4 A=Ay K 206 % N,N-PR2AFAFNVAT AT e FICEREE, 0.5% 2 FLErnm
— AIKBRETIML . ESIENN-VAFARVLTAT e RENz '1. 00 mg/mL OEHERIE
FHRE L,

FREOWRYEREIRII N N-PAFUFEALLT AT e Rt HRIEED 1. 00 mg/ml
L2 KO ICRBE R R LT,

HPLC 2 A7 A (B SLBUERT) DBESRFITE T O L D IZRE L,

T A : ReERAEAE (HITACHI GEL #3053). 4 mm X 150 mm
BEhH T R=RUILZRBEEK D D AER (60140 :0.5)
BIE R & : 528 nm

mE 1 1.5 mL/min

BT KR 130 C

Autosampler IHE 1§90 7C

R 0.4V

EARE 110 ul

SIMTHER] 1224y

Autosampler ¥R : 7& F= U 1 FEK (60 : 40)

EREAIR I L OBUBHERIR % HPLC ICEA L, T4 A= Ly F 206 O — 7 EmFEZ HIE
L, BEBROY— 7 MEEBEND, FREBRERLOEHELUTORICIVEHL
776

(FREUERE (mg/ml)] = [EEBREORE (mg/ml)] X [REREKOY — 7 EH/E%E
BROY— 7 EETEHE] XHREK
(% W] = [(HRYERUREE] ~ [(FRDERMBRORTEE] X100

BERROEE. S4%FI50, 1003 X 0200 ng/nl DZATRICSNT, FETFREC
94.3. 100.0 3 L7099, 3%, BHCHBREZ 07.5, 103.0 B I RIT.5%TH Y., WTFhLEE
P (90~110%) TH D Z & PR I 72 (Appendix 3-3-1 B LT 3-3-2),

P EOSITIIBRRER (LEHREMFRITITI N TIT o7,
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4. BEBHE
(1) HERR ;
BBIIE, BEAF ¥ — AR U ARt ERFAET B Z—&EED SD %7 v b (SPF,
Crj:CD(SDYICS) Z AV eo T NIZOBORBRTEEAVON TV EBMRETH Y . HIR
FCOEARBRNEE THLZ ENDIORMERE LT,
MERER 48 IT% 2000 42 8 A 2 AIC 4 AETHA L, SAROEMOEESRFEIL, BT 76
~88 g, BT 73~81 g Thoi,
(2) B&ER X UEHE
BAE. B OBBICOVTE HHVET B —AREY 1 B 1 EBELE, &5, B
FIZEERES 2 @ T, REBIOEMLER S, BMICERETALNE»oT,
(3) LT
B L OBMEHARIE T, BELREM A MR 42 T80 LT, 5 B TRERIZH L 7=,
BER L OBEEME T B (564 B) OFEICESWTBWEERHEEIC X D REEOF
BEEDPE—ITRDEICHD T EToTe, TNOOEBMOKESREIL, HT 120~134 g, M
TIUT~132 g ThY ., FHEERE127.0 g, 1 122.5 ) DE20% N TH o7, Bk 54
N BT RERD H RS LT,
(4) BB LT —J0HH|
i, B TANIME T = PV TEENCHIZ AT, B TRIZENCEMESE ASR
L. BRI ZAT o7, B — Vi, B TRIMEicas T L7 LV CEREEB &
UEWESEZHRL L., &7 —CORMIER Lz, BEoTRIE. EIEIZAST LE T~
HRES, AR LUCDPESFPARL. &7 —VOrEICESR L,
(5) BEE
1) FERE
B2 IRE 232 3°C (ERIFEE 21~24°C) . 1B 55+10% (EHIFE 45~68%) . HBXE
35 10~15 [B] /WFRH] . FRBARERD 12 BER (4FAT 8 BERUT. 4-%% 8 BRIHMT o A THRBA) 0 8h4pfA
FEQRUSE)THB L, BMFEETEORESLIVEELERER L,
2) BEBEBMBLUREFRIE
HEERNC T Z > e BBIAIEPR 7 — 7 (260WX 380D X 180H, mm) (2. #Ed L UEIHL
HEPIXIE, FOTRITIERA L, F— VB L UYHERRIIRESTIRIC 1 B, F0%
2T 1 ERRHR L, ZILTE 2 BREREFEADO LD LZH LT, BERKERDK
XA 1 EER L, BMRETENOERBIUERIESIZ. 1B IEOHEETERL
7, ERIESKEL T, AERESER IV VEREERY | BHEMC TREIZER
L7,
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3) At ,

AV T X NEBERTERRSHE y BB EREER. CRF-1 * & BRGIEER* AW TH
BRI,

RBICEEELIRETRNODLIFERMEH D VIIMEHOFEL EHLEZT» b
(000405, 000509) DETEHIDOWTHHT Lz, BRHEOSITIIMEEA BARERE S
Z—iTBW T, BMAYREIIMHREEE R T TNIT -, HTER L FEEZ 01k
B r VTR OBEERIEFIEZ T L, DHORE, WThOBRICLIFAES
B2 BEITRY bL7eh o 7 (Appendix 4-1-1~4-2-2),

4) fEk
CFLRTIAEK R, BEMGAKEEE AW THRICERE®7, -

RBRICEREPRIETERNLOS D5 RYE S, 200047 8 19 BB LT 20004 10 A 18
PSRRI U CoAT Lic, 9T B AEERKXSHITB W TIT o 72, SR E LR
B () LB R MR AT OB EREFIRZICER Lz, 2T ORER. WThoERIZ
LA E B 2MHEITRD S72h o7 (Appendix 5-1 8 L1V5-2),

(6) ARBREEDOHERL
CHRBREOMR L SR EHOBHE S E Table 1 1R,
BEREVYT LD 0(0. 5% A F AL v —ZKEEHK) . 250, 500 36 X TF 1000 mg/kg/day D 4 F¥%
REL. 14 AEOEEH L LT 0B IV 1000 mg/ke/day BEZ 5T 7=,
(7) HBRMEDORE
D BEBORE

HERED SD ®T » RMZ 0(0.5% A F 1o —ZKEHK) . 250, 500 358 1000 mg/kg
14 BEBRELETFHERBRGIRESSR—9 98 6 P)VORERE. 1000 mg/ke HE5HICE
WTC, HETHIER S OBR. MO EEENE 2 IHEMER PO e, Zof
IR E R S OREBITFRY bhote, TOZ b, mAERIC 1000 mg/kg %
ZEL. A2 THRLT, 500 3L 250 mg/kg P HERL I OMEAER. ROWNCE
D 0.5% A F NN o —RKERERET DR BEE M A -5 4 B (MR 2RE LT,

2) &5

F4 A=Ay F206 83 MCROVICEBEINDFARELZEREL, BRBRIEVA FF
A NTHEST, LB LE, 28 B, F19 B30 b EFORBICEY 7T 2ANVWTER
(CRERORE LR, LEL. RREBREF»LFR ORFOMIIRE L,

BERBIZS nl/kg & L, EREOFSREBIRE BICER D EVIE B OFEIZESH
TEHLE,




(8) BE. AERLIUBREIERH
1) —RREBEE
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BEFBAZRE 1A, 5 28 B0FREXEHE 1 RE L TEATNEREL, REET
REAREIBIITIRE 28 A OB B OHFRRE T, EELT REAZTIBILEE 14 RO E OFIRRA
T, Hx OBYOEE. SME. FTEZIZOWT, BRORERRIOREEICE 1 EE
£ L7, EEMMTIER 1 B8R L.

2) EEAE

Bx OB OEESY, 851, 2. 7. 14, 21 BX V28 ROBRERT. EE 1. 78X 14
AR EHERTOZRROHRBIC,ETRFE (P MY 72 1401 BMPT-2 36 L TN 1407
MP8-1, 11— 7 A AR EH) & AVTEIE L7,

EEEINER SOEEEMEL U TOHERICIVER L,

BEHM - ABEENE= %528 FAE) - (&5 1 BFE)
REINE= (EERME) /(F&E5 1 BAE)] X100
[EEHIR : FEEME= (E4E 14 BFE) — (E8 1 REE)
EEINE = (FEBMNE) /(E1E 1 BAE)] X100

3) BEEERE

BE1 2, 7, 14, 21 BLV 28 HO®RER], HE 1 7L 14 HOBEELZELX D
B OWTHIE Lz, BEBBITACEYEZHEL Ty —VEICES L. TO®%ITH
EARERERLOREEZUE L. KEEPOEEBLZR UM%, 1 EHOHEBELZEH
UCHEMIR Y Lz, BIEICIXEFRRE GV R U 7 2 1401 B MP7-2 35 X TR 1407 MP8-1, &

— 7 A ZABRRREH) A LT,

4) RRE

BE5 4B RS 26~27 B) B L OEE 2 # (B8 12~13 B) 2,
7y FRARKRH S — T (EN-646, B-1 B, EHBUERD ZAWTER L, REE#ND 3 BHE
i E TR L2 ERIC OV TO~@% . £728 21 HMOER TO6 L 0% Ei
L. M@ HE L, SRBRLUZRITRERTHRICEE L,

afilizo

WTIHRET T

BREBERBLUORERIE

@ pH BRI (IVTAZTAVIAL N ATV FF7400)
@& H (Pro) BRERIE (IWVTAATAYIAL N ATV AT 430)
@ (Glu) BEBRIE M AATAVIA, N ATV FF7400)
@4 k& (Ket) BUBRIRTE (RVTAATAYIA, N ATV A7 400)
®vuvry /) —4 (Uro) BEBRAKIE RVMFAATA9IA, N ATV AT 400)
®r e Bil) BEBRIRIE RITAATAVIAL N ATV AT 400)
OB IS (Occult blood) ERIE RV AT A9 IA, N ATV 377 400)



®#&F (Color)

O@ILE (Urinary sediments)

iR & (U-Vol)

@it E (Specific gravity)

@ISR P ORKE (Water consumption)
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AIREE

g

EEAE

JEIrETE (RECEJESTRt2)av-S, T4a7)
FRARDOERBAEIC XD

| 5) MEFHIRE

EFNOVT, H 16~21 BFIERR. T v M2 —TF VRER T THEELREIIR K V S

L, O~@IZ>WTiZ EDTA-2K(_/ V= 7 F T EZR N .

TAEKRRNESH) THLEL

I E AV, OB L@ 2>WTiE 3.8% 7 =BT MU U A THRIEL, 3000 EiR/4%
T 10 HEOBELSECE LN EMEL AW, B EES L O IREK T,

BELE,
BEERB L UREF

ORI 3k % (RBC)
@~< b7V v MEMHL)

Q~FE S t/i (Hb)
@R M BRZSFE (MCV)
OTFHFHRMERA~TE 7 1 &2 & (MCH)
OEBFRMBR~T 27 1 & I EE (MCHC)
@7 .32 (Ret)

@1/ REL (Plat)

© B fLEk % (WBC)

0B MEKE 43 L (Hemogram of WBC)

@7 u bR (PT)

@IEMEALER S eVl 77 F2F /RS (APTT)

BRIESTE (B BIMEREHECEERE F-820. VAiy/A)

BRIEHE (B BILEREHEEEE F-820. YAiy/R)
VT URAINETBE A

(B By BRE+HERE F-820, VAry/2)

RBC, Ht fE &V EH

(B B BREHEEE R F-820. YAiy/2)

RBC, HbfE & VW & H

(B B BREHEEERE F-820. VA1y)R)

Ht, HbfEX V&

(B By BREHECIEE F-820, YA4y)R)

Brecher ¥ (854%)

BRUEUE (B B BREHEEEE F-820. VAiyIR)
BRIEHIE (B BN BREHECER F-820, VAXvIA)

May-Griinwald-Giemsa ¥ufa (8E#%)
ferRTTAF .

(MR %EE B BB B EEBT Av/) KC-10A, » J25-)
T TV UBRE

(IR B Bl E =BT A KC-10A, N JA4-)

6) ME(LFHIRE

LFNZONWT., $ 16~21 B A%, =—F NV RKENT CHERERL V&RL L, O,
@B L UVOIZ OV TIEASNY v F R Y A~ 2 R U AT 1000 BAT/mL, B AR
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ERASH) 0 20 BALTRER, 3000 EE/4 T 10 pHOELSBETE LN L A
WTRE L7, OB BRI W TIISBRA Y RRE (B 7 U — | R Rt
(IR A BRI L. 3000 rpm T 10 S OELHBETHELAZOFEL AN TRELZ, B85

Nl L OUMEITRER TH#. 20°CLUT THEFRF L7

BRERBBIOHRESIE

@ GOT

@ GPT

@TNHYRAT 7 Z—F(ALP)
@FLER /K KE# 3R (LDH)

® y—GTP

® 72— A (Glu)

O =2 L A5 1 — b (T-Cho)
® KLY ZUEY F(TI6)

@B Y LB (T-Bil)
WHRFZESR UV

@7 v 7F =2 (Crea)
@7~ Y 7 A (Na)

@FY 7 LK)
@77 a—,(Cl)

G L(Ca)
GEEY > (IP)

ORER (TP)

IFCC ¥ (B BhAO#TEER 7150 7. A ST EBUERT)
IFCC tE (B BT EE®E 7150 F2. A SZEUERT)
Bessey-Lowry {&

(BEOATLER 7150 . B STBUERT
Wroblewski & La Due 7%

(B B ATEER 7150 . A SCERUVERR)
ALy NVFINp-=btrT7 =Y REEE
(EEOHTEER 7150 2. H ST BUERD)

~F VX —EiE
(BEITER 7150 . R SCBUWERD
FERVE (BB OHTEER 7150 . H SLBIVER)
Wl ) o — LR
(BEDHTEEE 7150 . H STRVERT)
TEY A AR

(B EHTERE 7150 2. B STRUERD
TLT—E A R Tz )Lk

(B BATEER 7150 . A SLBUVERT)
Jaffétk (H B ATHER 7150 2. H s BUERT)
RO
(BERIEIEERT 480 B, a—=17)
FOEIEE
(BEVREIEEEF 480 B, o—=17)
EEBREE

(/v o4 RAU - F—CL-6M, FHEEZE )
OCPC i& (B BYDATEER 7150 ¥, B LBUHERT)
Fiske-SubbaRow ¥

(BEIDHTERE 7150 ., B r8IERR)

BV Ly ME

(BEHTER 7150 . B S28UERD

._10__
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®F 84 & (Protein fraction) C EBAR—RATET— NEELSIKENE
(2 BEEXIKEERE CTE-150, EX)
@ A/G t(A/G) , TAr—R7E7F— MNEEKKENE

(2B BEXIKEIEE CTE-150, ®Ot)

7) ElikE
EFZHONT, HE 28 BHAWIEE 14 BOFRICHR Lz, FIREFL, #oEL
BEL, =7 VREET CRLE., RLBEISE, £2F0%RE - Ml NIRMICEEZ LT,
EFIICOVTUT ORE - AkE 10% PHERERL < U SCEE - RF LT, 08, R
BEON—F—BITEy FY UVRTEE - RTFEL. BEBIORELEKIT T VIETHE
EBT10%TH ) —VITHRF LT,
B, TEE, MR, FREBERMEEED, £26). BB (ER) . BlE. O, REMR.
F. BB, B, . B 285 E5 BB ARk EED) . BB BB
Eip., B, [, MEEXEED) . BR(ELR) . B, R (ER) . BRLKE
). BIRR. BERBLIOEER(ER). R ER) ., FEBEDBICHET . B, R
EKBIOAA—F—RER). ILRUEAIE LTER. os), K8, WERLXOKEBE
(BBEEETr) . FEECGED) . BEEEY o~ THY VAEERS) ., ETRER) . &
THRGER) . BETFREEA) . BHE R 5 X OB (h).
ic, RIS E R 5 TR B ANTD b, 260 BRI AR
LTHRF LT,
8) WEEENE
EHNTDONT, BB EF R (ER-180A, = — « 72 F - FA #RREH) 2 F VTR
TOREOEREHEE Lz, EAOERTOHIEBILOWTIE, EAMNLIZEEL. £D
AEHELEH L,
M, B, DMk, BFER. BER(EA) . BEL. BIE (A, TEE. BE. BREERD
BEte, £H) . BRER) . BRREKER) ., SRR ER)
HaeDBREERLERAICHE LZBPEECE ST, REAEERIL AU TOME
RicEVEHLE,
REAEERIL = (FEEE IMEE) X100
9) REMABFHIRE _
SFIZOVWTEREFICEE - RF LZ28E - i oW\WT, AT 7 4 EEEED L,
~NT REVY Y AT VREEALERL TER LT, SRR BER LT 1000 mg/ke
BEEOLFNZOWTITo 7,

_11_
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5. #atFMIA R

FE, FEENESICHENE, BEE. REEZOEENEE (REEXK) . MKRFENVK
EAMFREDLERO ., ABLFPORE, FEERRSIORETRERERLOBRRIC OV TH
BEOVHER I OEEREZ2BH L. HEEIZ Bartlett OREEZITV., S0 MT L
7. FEXBOBET—EEESBMONIETHEIT L. AE58OBE1E Kruskal-Wallis ORE
HETHAT LTz, —nEBEOBOWORER. AEEN S LNHE AL Dunnett OREEZ FVT
RREE L DB % 4T 072, Kruskal-Wallis (RO OFEE, BEERA LN EHEIT Mann-
Whitney @ U-RRERZ AWK RE L OB ST,

REBEEOCEMNER., REEBIVCAEMKRESHOREIC>WTIE, BEOERE
Kruskal-Wallis ORELE THAT L. BB ENRARLNTZHE I Mann-Whitney @ U-RREEZ AV
THBEE L OB A fTo T2,

723, XRE L OEBREICOWVTIE., AREAKELZ S%BLT1%E L,

DA

1. —f¢iKRE
—CIRRED &% Table 2. INDIVIDUAL DATA 1-1-1~1-2-4 2R,
BEMHE, HEHRAVTRICREW TS, FREHOME L LICEFE IO oh o T,
2. hE
REHERB S Figure 133K 02, Table 3 3L T4, INDIVIDUAL DATA 2-1-1~2-4-2 |23,
(1) B5HH
250 mg/kg REHOMT, BREROFHEEICK B L B L CTHEEEIIRD bR -
s, #5528 B OFEBNER L OBEENBCHEEREHERED bhi,
LR EFITIT, FUEROFEHAE, 85 28 AHOAEEMNER X UEEENZEVFh
CBWTHEEZRRD N2 o T,
(2) EIEHIME
1000 mg/kg REFEOMEREL bz, FEEHOFHEE, B 14 BEAOKEENER L O
EBMBNTRIZBWTHERZERIRD bN2d 0Tk,
3. {EHiE
fBEEE% Figure 313K T4, Table 5B L 06, INDIVIDUAL DATA 3-1-1~3-4-2 [Z5RT,
(1) 55
250 mg/kg REFHDOHETRE 28 BITHREE L L& U THERBINNFED bhiz,
HOREFHICIT, FUEBCEEZEIRD LN 0T,
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(2) EIEHHA
1000 mg/kg R EFEOMREL L2, FRERICHFEEIRD LN 2h o7,
4. REBE
RBEB L OBRRPOHAKEDOREE Table 7~10, INDIVIDUAL DATA 4-1-1~4-4-2 {Z5RT,
BEHM, EEHBOTRICROTH, HHEOSREFICTREL LR L THEEZEORD D
NHEB X7,
5. MERFHBRE
MR D&% Table 11~14, INDIVIDUAL DATA 5-1-1~5-4-4 {277,
(1) BEHHKRTE
250 mg/kg BEHEETIT, MEEL DIBBE L MR L THFEREMERAD bhied o,
500 mg/kg BEHFETIL, MECTHROREB LU~ MV v MEKHEREESRD N,
HETIIERRETRD b eroT,
1000 mg/kg BEFHTIX, T~~~ 27 Y v MEOREREME. M CEHRAKA~E S0y
BEOFBEREENBD b,
(2) EEHIRMETR
1000 mg/kg B BB TIL, MEHEL & ICFHRMOFERES LUOFHFRARANEI 2 U BOFE
RIEENTES b, ETHBREOLOFREREME, T/ a b BOFEREELED
b,
6. MEILFEHIRE
ML FRBREOFHAE % Table 15~18, INDIVIDUAL DATA 6-1-1~6-4~4 |{Z/RT,
(1) BEHIMKTES
250 mg/kg BLEDREROHET, y-27 07 Y UAERICHBRE L B L THBEREENED
bz, 250 mg/kg WEFHOMETIZ, 7 VT ForBEOEELREENTED b,
500 mg/kg BEBETIX, HTH Y VAREOFERHELED b,
1000 mg/kg |EBETIL, MT oy 707V VU REMOFEREMERN., #ETy—GCIPEEOFE
RERERRD LN,
(2) EEHIMKR TR
1000 mg/kg IR EBETIZ. HTHBZOLLNIZEBERRDO N2 o), T 7V E
J FBREOEELREERIVERY VEECEERRENRD N,
7. |
HRRFT R % Table 19 38 L TR 20, INDIVIDUAL DATA 7-1-1~T7-4-2 |Z/R%,
(1) BT |
250 mg/kg YL LD EBEDOHES LT 500 mg/kg LA EDBREFHOUET, 25 - EREORNEHR
Feea 2L, AEOEIMTHENEOFESHEMN L, £k, 250 mg/kg DA EORGREF OMERE
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BT, FELFEBNEDORRELNRTBO S, 2255 - BB X OEENE# oY%
BABBD ORI, 2 - EBOYREL, AEOEIMCHEVFIEAEML . AR
DOHYFREALTIFITLFNFERD bhviz, E 51T, 250 mg/kg EEEOME 1 4] (No. 252) & . 500 mg/kg
U EDBREGHOMBE, 1 HIELH TEE DR TROKFEABED b,
fiZ, 250 mg/kg BEBEORE 1 F](No. 201) IR FRIFEOERERZED biviz,
(2) EIEHIRE TR
1000 mg/kg G OMRE L b I, 250K T & OEENIEH# O YR AR SFICFE
b,
fiiZ, 1000 mg/kg BEBEOHE 1 ] (No. 413) IZHFIE D MALEIE D/ NRINTED ST,
8. BEEERJUBEHEESZEL ENEES L UBRESR)
MR EER UM EEORE T Table 21~24, INDIVIDUAL DATA 8-1-1~8-4-4 |Z7%F,
(1) BEHFR TR
250 mg/kg Y EOTEFH T, BEOFFRBOEN IS JUENERICH BRI LR L TEELSE
BEBD LT, T, 250 mg/kg BEFHOBETRIBOEMERICEERGENED b, —
7. METRAEBREERD b o7,
500 mg/kg BLEDIREH T, MO MRDOME I L UMM ERICH B2 EMEH 5V R EE
RARED LI,
1000 mg/kg 5T, MOMBOMMERICHFELRRERL LN, BMEEIC L BEER
BOONL, T, MOFROHMMNEEFERBEELSALN, BANERICLIEHEERNRED S
- N,
(2) EIMEHIRRE TR
1000 mg/kg BEBETIL, HOFBOMSERICEE L SME. MM EEICEEERNL LN
B, OO EEICIEEER. R ERITERREESED bNE, —F, HOTF
HAEOHN B IO EZOWTHICLEELREERRED b,
0. FEHEBTFHRE
TREARRR FRUMR AT R % Table 25 3 X TR 26, INDIVIDUAL DATA 9-1-1~9-4-2 |[Z7R7,
(1) HEHFETE
1000 mg/kg BEFETIL. T4 A=K v K206 HEOEEIIRD LT, 7 145 No. 404)
L2 B (No. 457, 452) DEIE. AP, TERE CIIBELEMABRSNEZORATH T,
Elo, MEBETYH, HES3FNo. 101, 103, 105) XM 1 5 (No. 156) DATHE, B/ ¥ ICE&ER
BEABR &N,
(2) EVEHIRR TR
1000 mg/kg IR EFHETIE, REMMBRTRLFARICT 4 A= v F 206 BEOFEITRD
Sig . HE 3 Fl(No. 413, 415, 417) Off, K. BR CICBELATAHREINEZDORT
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HY . HETIIEIIRD NPT, ETo, MBETY, M3 H ©No. 114, 115, 116) L3
il (No. 162, 166, 167) Dfif. ATHR. FEig. Bz SICBELRTNB R I,

£

P

F 4 A=y K206 @ 0CHREE) . 250, 500 35 L TF 1000 mg/kg & 1 BEIZ-D X MERER 7 T
@ Crj:CD(SD)IGS 7 » i 28 AEIKERNBE L TEOEMERI L, 72, #EKTOHE
B2:5 03 £ T0 1000 mg/kg G EEOMERES 7 LIZOWT 14 BREBEEZME L. 5T
Lh-BEoEEHIC OV THRHI LT,

—RREBICI, BE5HIM., BEHRVTRICENTY, £BR5OMEL LICEFRRD LN
ehoi,

FE T, SFREHOMEL bICEHEEIOIFEEIRD O o, 250 mg/kg B 5HE
OHETHREHM P OFEHENER L OEERNMKRICEERHERRD bhien, ¥TIIE bR 2
<. HEFED 500 mg/kg LA EDREFH BB 2N 0D, BEFHNERITRWV L HET Uiz,
—%. EEHEPIE. FEEIRD LN o,

BEREIZOWTS, EEL FRIC 250 mg/kg REFOMETIRE 28 HITHEHREOHFE2HEMD
DO, METIIEMD 22, HEHED 500 ng/kg PLEDREFIT OB &R, #F
HFHERIT VN L, —F5. EEAMPIE. FEEISEDLhR1oT,

RBE IR, BREHR. EEHAVTIICEN TS, SREBOMIEL b ITHBRMERSDOE
BIIRD LN o1,

MEFAIRE T, 250 mg/kg REFHOMME L LITHFEETRO N2 >7, 500 mg/kg ¥
BEECI. BICRAREBS L O~ b2 U vy MEOFEREENRD b, 1000 mg/kg BEFET
b B~ b2 Yy MEOREREME., MICFHRLERANE S 0 E o BOFBERIEMEIFED S
nie T BDEAGIET 4 A= X1 K 206 & FERIZT %D Ponceau 3R, Yellow AB 72
Yo7 ERTHEE., REMEDHEVRRALR ERRESN TN D Lhb, Faq RS2
Ly F206 CERELTHRRLZBMEE X b, ZOELIT. BESHBRTRCLRETSZ
Lil{BHbhi,

—%. EEHRR TERZ 1000 mg/ke BEFH OB THBRE S LLOERARHE (FHE 1. 3%,
EELEEE 0~3%) B350 bR, ZOE(ITAEBFRNEBEHEN (EHE 0. 9%, BEELE
HHE 0~3%) DETHEZ b, BEFHNERIRVNESZZIONT.

M L2HRE I, B5HEKE TEICHED 250 ng/kg LEOBREEIZ, v 07 ) V4rELL

DESRIBENRD DN, TOSERGES 2T Y OFETHHBITHDZ L, 500 mg/kg BL
FOBRERCTHRBORSEENME L HIVREERNERL TS Z &b, REEEDKTICL
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BREEEMENRB L b, UL, AMEREB LY VS BKEStele S8R < . REARE
FIRZEICBW T HREMREOIRT 2 "3 22 (LITRO bRV &M b, Z OB iTREH7
LOLEZ N,

fic, MEORERIZ I LT F=RE, VYU LBE., o727 Y UHE, y-GTP &M
COFEBEPBAESNZN, ZOFBEIRSEEOBMCE BLTRR2VWI &, TEFE. &
e S ICREBABENIC O EERRD bNRNI L, WTRLEEZNESIRVWESZ LS
N, £, EEMEKRTEICIE 1000 mg/kg REFHOMT NI 7Y &Y FBREOHFEREEN
ROLNER, ZOFRERT —FOEBHENOLOTHY . EEFNERITLVWESZ 2D
N, —7. 1000 mg/kg WEFHOM TER Y VBEOFEREEFPBOLNER, 74 A/ —X
Ly K206 {5 OB TH D RN RB ST,

TR T3, 250 mg/kg A E DR EFEOMERE L b ITWHLE (B - BB ONFPOHRER L
OVERR (2215 - =5 - FEEEPRTR - &5 OB T#) OFREH 2 WITHRADEERAD b, =
DEACIZTELE DR ORI SN EHBEME T O LODORFHERBRLIZLOTHY | HEREFHIC
LEMEBRBOONRNZ LD, ZOBRROEMEFIZIFEEFNERIZVLEZONE, £
B O Tk L OV IE @ h LR BRI T R bR D 1000 meg/kg BEBICFEROEAL
BROONTH, ZOREBBNSNZERDERRFL TN D LEE 2 0N,

=77, BEHRAE TET 250 me/kg BEBEORE 1 HHICAERFRBOBER L. EHEHIRIR TR
1000 mg/kg REFHOHE 1 FUATIE O /MAZEZED /N GREAR R IX R R OBRHME L) A b
2B, WITNHYUHFINCOHERBO LN TWEZ Enh, BRMED 2 VITERFEMDOTILEE 2
bHiviz,

FEEETIL. 250 mg/kg LLEDOBREFOMHR L O 1000 ng/kg HEBHOM T, FFEOBESTB &
@ﬁﬁiimﬁ%&%ﬁ%émuéﬁﬁﬁﬁﬁBntomf%o%éwmammm@&ﬁﬁm§
BEERHDLNTVD Z LIZHOWTI, ARRICB T 2 HOMBEOEFENIETH D Z LI
B 2oWEELEAONLR, HRMEOREBE LB ETHZ LIXTE ek ol, £z, 250 mg/kg
BEFHOHEIBBEOBNEEOEENRL ONEN, BEEOHEMIG U TR 27,
1000 mg/keg REFHDOMETIIR DM I X O ERICEERR E 2 IHEESRBD bhz, To
REBFEZHALNIIT DI LI TERP ST,

—% . EEHIRIAE TR, 1000 ng/kg B EFEOHE TRBOMMNERIEESBO N, =
OEE, BEHERTHRICHREREDRESIC IV AEBEORETAREREN TS Z Ehb,
FURAA—R Ly F206 L EBEBLEL N,

REABFORE T, ARFCEROLRONTZEL - BiFR L OBEENEAS., EEENO
HoNn i, FRBRBLVREE, EE2ETOALNEHRICYL, REHMB LUOEESHMNT
NIZHEBYERECBET MRIIHRED b ieh o,
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UEDZ L XD, HETIX 250 mg/ke Y EOBRER CIHBEROSELZ DNy 27 Y VAHE
EeDIBAE. #ETIE 500 mg/kg L EOREH THREED KM CHBRHEREIC L IZENED
LEATWDZ D, KRBREETIIBITIZT 4 A=Ay K206 OEFEE (NOEL) 1T, H#T
250 mg/kg/day A, T 250 mg/kg/day £ EZ bz,

& TR

1) TA4AN=RALy F 206 07y MBI D 28 AMKERARESEEMERBROLHOTHAR
(SR—9986P) : KKHREE. K\t (LEWELMERFURT (2000)

2) WA /T EE FR AU R, e B BEH UE R Frranv— FRZ20EF
BIRER L DFEEE. HAZEME. p. 978. (1978)
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Figures

Figure 1 Body weight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206 (DR206) (SR-9986)

Figure 2 Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206 (DR206) (SR-9986)

Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206 (DR206) (SR-9986)

Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206 (DR206) (SR-9986)
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Figure 1 Body weight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery
test of Disperse Red 206 (DR206) (SR-9986)
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Figure 2 Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery
test of Disperse Red 206 (DR206) (SR-9986)
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Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14- day recovery test
of Disperse Red 206 (DR206) (SR-9986)
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Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test

of Disperse Red 206 (DR206) (SR-9986)
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Table 1 Experimental design for 28-day repeated dose oral toxicity test and 14- day recovery test of Disperse Red 206 (DR206)

in rats (SR-9986)
Concentration
of DR206 Volume Number of animals’ (Animal number)
Group mg/mL mL/kg Male Female
<Administration period>
Conlrolb 0 5 7 (101~107) 7(151~157)
DR206° 250 mg/kg 50 5 7 (201~207) 7(251~257)
DR206 500 mg/kg 100 5 7 (301~307) 7 (351~357)
DR206 1000 mg/kg 200 5 7 (401~407) 7 (451~457)
<Recovery period>
Control 0 5 7(111~117) 7(161~167)
DR206 1000 mg/kg 200 5 7(411~417) 7 (461~467)

a: Crj:CD(SD)IGS rats were dosed orally for 28 days from the age of S weeks.
b: Rats in the control group were dosed with 0.5% methylcellulose solution. A
c: DR206 was suspended in 0.5% methylceliulose solution.



Table 2 General appearance of rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206 (DR206)(SR-9986)

: Day of administration Autopsy Day of recovery  Autopsy

Sex Group Findings 1-28 day 1-14 day
Male  Control Number of animals examined 14 7 7 7
No abnormal findings 14 7 7 7
DR206 250 mg/kg  Number of animals examined 7 7 - -
No abnormal findings 7 7 - -
DR206 500 mg/kg  Number of animals examined 7 7 - -
No abnormal findings 7 7 - -
DR206 1000 mg/kg Number of animals examined . 14 7 7 7
No abnormal findings 14 7 7 7
Female Control Number of animals examined 14 7 7 7
No abnormal findings 14 7 7 7
DR206 250 mg/kg  Number of animals examined 7 7 - -
No abnormal findings 7 7 - -
DR206 500 mg/kg  Number of animals examined 7 7 - -
No abnormal findings 7 7 - -
DR206 1000 mg/kg Number of animals examined 14 7 7 7
No abnormal findings 14 7 7 7

- Blank value



Pt

Table 3 Body weight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of
Disperse Red 206 (DR204) (SR-9986)

Number of Body weight (9) on day of administration Day 1-28
Group animals 1 2 1 14 21 28 g 4
Control 14 Mean 144.6 152.4 193.8 249.9 303.6 337.1 192.4  133.088
S.D .1 b4 6.9 9.2 12.9 17.3 16.2  11.198
DR206 250 mg/kg 7 Mean 144.9 153.4 197.4 258.7 317.3 358.4 213.6%  147.376%
5.D. £.5 5.0 8.4 9.7 13.5 16.2 12.4 5.629
DR206 500 my/kg 1 Mean 143,7 151.9 194.6 253.4 308.9 49.6 205.9 143,027
S.D, 4.8 5.5 11.4 17.8 23.1 25.8 21,7 11.481
DRZ06 1000 mg/kg 14 Mean 144.2 151.9 194 .4 253.9 307.0 344 ,2 200.0  138.726
S.D. §.7 5.0 7.6 131 18.0 21.9 20.5 14.021
Body weight (g¢) on Body weight gain
Number of day of recovery Day 1-14
Group animals 1 7 14 g %
Control 7 Mean 243.0 373.7 305.7 52.7  15.3%
S.D 14.8 18.0 18.5 4.6 0.995

Body weight gain (%) = {Body weight gain / body weight on day 1) x 100.
*: Significantly different from the control at p = 0.05.



Table 4 Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of
Disperse Red 206 (DR206) (SR-9986)

Body weight 9ain

Number of Body weight (9) on day of administration Day 1-28
Group animals 1 2 7 14 21 28 g %
Control 14 Mean 134.2 138.6 157.6 179.9 2007 214,68 80, 59.971
S.D 3.9 3.8 5.9 9.9 11.3 14.8 16.6 10,769
DR206 250 mg/kg 7 Mean 134.9 139.9 160.9 181.1 204.0 2191 62.351
S.D. 4.6 4.0 8.1 9.6 14.4 16.0 12 7.228
DR206 500 my/kg T . Mean 134.9 138.4 158.0 178.7 196.6 210.9 76.0  56.264
S.D. 8.5 8.9 11.5 14.7 17.6 18.0 11.4 6.628
DR206 1000 mg/ky 14 Mean 1344 138.4 156.9 179.4 200.6 216.6 60.887
S.D. 6.2 6.8 12.0 1.8 19.6 23.6 18 11.659
v Body weight (g) on Body veight gain
Number of day of recovery Day 1-14
Group animals ] 7 14 9 ¥
Controt T Mean 220.4 238.4 247.3 26,9  12.11M1
5.0 4.9 10.5 7.9 4 1.742
DR206 1000 my/kg 7 Mean 217.0 236.3 2464 29.4  13.529
S.D. 17.1 19.9 21.6 1.2 2.976

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100.




Table 5 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day
recovery test of Disperse Red 206 (DR206) (SR-9986)

Number of Food consumpt ion (4/day) on day of administration
Group animats 1 2 7 14 21 28

Control 14 Mean 18.64 19,29 21,65 23,40 25.80 26.49
DR206 250 mg/kg l Mean 18.14 19.14 22.03 26.66  21.53 28.83+
DRZ06 500 mg/kg 7 Mean 18.14 19.14 21,46 23,70 26.29 27.34

DR206 1000 mg/kg 14 Mean 18.71 18.50 21.44 261 26.09 26.69
1.1

Food consumption (g/day)

Number of on_day of recovery
Group animals 1 7 14
Control 7 fiean 25.00 271.24 26.31
S.D 2.83 1.04 1.26

%: Significantly different from the control at p= 0.05.



Table 6 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day
recovery test of Disperse Red 206 (DR206) (SR-9984)

Nunber of Food consumption (9/day) on day of administration
Group animals 1 2 7 14 21 28
Control 14 Mean 16.00 16.00 16.99 17.13 18.03 1
S.D. 0.88 0.96 1.05 1,12 1.33 1.81

DR206 250 mg/kg 7 Mean 17.29 15.86 17.31 17.27 18.31 18.64
DR206 500 mg/kg 7 Mean 17.14 15.14 17.20 16.67 17.63 17.73

DR206 1000 mg/kg 14 Mean 16.64 15.57 17.37 17.68 18.74 18.98

Food consumption (g/day)

Number of on_day of recovery
Group animals 1 7 14
Control 7 Mean 17.71 19.61 i
S.D. 1.1 1 1.17

OR206 1000 ma/kg 7 Mean 18.57 20.46 20.29
S.D. 2.30 1.79 1.89




Table 7 Urinary findings of male rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR206) (SR-9986)

Ketone Urobili- Bili-
Number of pH Protein . Glucose body nogen rubin Occult blood Color
Group animals 70 75 80 85 + + ++ - - 0.1 EU/dL - = ++ A
Control 14 0 0 2 12 1 13 0 14 14 14 14 13 | 14
DR206 250 mg/kg 7 0 1 3 3 3 4 0 7 7 7 7 7 0 7
DR206 500 mg/kg 7 0 0 1 6 0 6 1 7 7 7 7 7 0 7
DR206 1000 mg/kg 14 1 0 5 8 2 i 1 14 14 14 14 14 0 14
Urinary sediments
Epithelial cell Urine
Small Specific gravity volume Waler
Number of RBC WBC Squamous Round round Cast 1.011-1.021-1.031- 1.041- 1.050< (ml./21hr., consumption
Group animals - - + — + — + — — 1.020 1.030 1.040 1.050 meantS.0).) (g, mecantS.D.)
Control 14 14 13 1 5 9 14 0 14 14 ] 0 2 7 4 13.0445.48 26.644.8
DR206 250 mg/kg 7 7 7 0 0 7 6 1 7 7 0 | 1 1 4 14.7148.14 31.6213.5
DR206 500 mg/kg 7 7 6 1 2 5 7 0 7 7 0 0 0 3 4 11.00£1.80 27.942.5
DR206 1000 mgtkg 14 14 13 i 4 10 14 0 14 14 0 1 3 7 3 13.0443.99 30.145.8

Color: A = Palc yellow or yellow.
Values are number of animals with findings.



Table 8 Urinary findings of female rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR206) (SR-9986)

Kelone Urobili- Bili- Occult

Number of pH Protein Glucose body nogen rubin blood Color
Group animals 65 75 80 85 - + + - — 0.1 EU/dL - - A
Control 14 0 3 3 8 9 2 3 14 14 14 14 14 14
DR206 250 mg/kg 7 0 1 2 4 3 2 2 7 7 7 7 7 7
DR206 500 mg/kg . 7 1 2 0 4 6 0 i 7 7 7 7 7 7
DR206 1000 mg/kg 14 0 1 2 11 6‘ 5 3 14 14 14 14 14 14

Urinary sediments
Epithelial cell Urine
Small Specific gravity volume Water

Number of RBC WBC Squamous Round round Cast 1.011- 1.021- 1.031- 1.041- 1.050< (mi./21hr., consumplion
Group animals — - + - + - - — 1.020 1.030 1.040 1.050 mean+S.D.) (g, mean£S.1.)
Control 14 14 13 i 7 7 14 14 14 0 2 4 5 9.644:3.96 20.14:6.5
DR206 250 mg/ky 7 7 5 2 0 7 7 7 7 0 1 4 i 11.14+4.87 23.747.7
DR206 500 mg/kg 7 7 6 1 2 5 7 7 7 0 0 3 2 8.79+£3.15 19.924.0
DR206 1000 mg/kg 14 14 14 0 6 8 14 14 14 1 1 4 4 10.21+4.03 18.547.3

Color: A = Pale yellow or yetlow.
Values are number of animals with findings.




Table 9 Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of Disperse Red 206 (DR206) (SR-9986)

Ketone Urobili- Bili-

Number of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 75 80 85 =+ ++ - - 0.1 EU/dL - - + + A
Control 7 0 2 S 2 1 7 7 7 7 6 0 7
DR206 1000 mg/kg 7 1 1 5 1 0 7 7 7 7 6 1 7

Urinary sediments
Epithelial cell Urine
Small Specific gravity volume Waler

Number of  RBC wBC Squamous Round round Cast 1.021-1.041- 1.050< (ml./21hr., consumption
Group animals - - + ++ - + - — — 1.030 1.050 mean+S.1).) (g, mecanxS.D.)
Control 7 7 6 1 0 5 2 7 7 7 1 2 4 13.07+5.94 2694114
DR206 1000 mg/kg 7 7 4 2 ] 6 1 7 7 7 0 4 3 14.7943.19 34.144.0

Color: A = Pale ycllow or yellow.
Values are number of animals with findings.



Table 10 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of Disperse Red 206 (DR206) (SR-9986)

Ketone Urobili- Bili- Occult
Number of pH Protein Glucose body nogen rubin blood Color
Group animals 65 70 75 80 85 - =+ + — — 0.1 EU/L - - A
Control 7 1 ] 2 1 2 1 6 0 7 7 7 7 7 7
DR206 1000 mg/kg 7 1 1 2 3 0 1 4 2 7 7 7 7 7 7
Urinary sediments
Epithelial cell Urine
Small Specific gravity volume Walter
Number of RBC wWBC Squamous Round round Cast 1.031- 1.041- 1.050<  (ml./21hr., consumption
Group animals — — + -+ ++ — + - - - 1.040 1.050 meantS, 1)) (g, meantS.D.)
Control 7 7 3 1 2 1 2 S 7 7 7 2 3 2 9.36+3.31 19.649.2
DR206 1000 mp/kg 7 7 5 1 0 1 4 3 7 7 7 1 4 2 10.002:3.42 19.917.1

Color: A = Pale yellow or yellow.
Values are number of animals with {indings.




Table 11 Hematological findings of male rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR206) (SR-9986)

Number of RBC Ht Ho MeV MCH MCHC ~ WBC Platelet
Group animals 104/pL % g/dL fL bg g/db  10%/uL 10%/uL
Cantrol 7 Mean  805.9  45.46 1574 56.39  19.53 3.6k 1047 123.43

OR206 250 m9/kg 7 Mean 184.6 b 57 15.49 56.90 19.77 3%4.77 123.0  122.01
S.D. 62.7 2.69 0.83 1.74 0.80 0.63 20.8 13.61

DR206 500 mg/kg 7 Mean 757.9%%  43.77# 15,03 57.
S.b. . 19.0 1.16 0.43 1

OR206 1000 mg/ky 7 Mean 790.4 43.69%% 15,16 55.27 19.17 34.70 119.0 120,19
.D. . 4

Differential count of WBC %

Reticu- Neutrophil
Number of locyte - PT APTT Stab  Seg- Eosino- Lympho-
Group animals % sec sec form  mented  phil Basophil Monocyte cyte Others
Control 7 Mean 33.3 18.69 28.49 1.1 6.1 0.7 0.0 0.4 91.6 0.0
S.D. 8.9 2.21 1.29 0.9 2.9 1.1 0.0 0.5 2.8 0.0
DR206 250 my/kg 7 Mean 333 19.66 29.9 0.7 7.1 0.1 0.0 0.7 91.3 0.0
S.D. 6.7 377 2.66 1.0 2.9 0.4 0.0 1.1 3.7 0.0
DR206 500 my/ky 7 Mean 35.9 21.9 28.89 0.6 4 1.0 0.0 1.1 91.9 0.0
S.D. C 6.6 4,77 2.62 0.8 2.2 1.5 0.0 0.7 2.3 0.0
DR206 1000 mg/ka 7 Mean 2.6 20.26 30.19 1.3 7.3 0.1 0.0 0.6 90.7 0.0
S.D. 1.2 1.67 342 1.4 4.2 0.4 0.0 0.8 5.3 0.0

»: Significantly different from the control at p <= 0.01.



Table 12 Hematological findings of female rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR206) (SR-9986)

Number of RBC Ht Hb MCV MCH MCHC WBC Platelet

Group animals 104/t % g/dl. fL ng g/dl  10%/uL 104/l
Control 7 Mean 786.9 b4 43 15.74 56.50 20,00 35.44 87.6 112,71
S.D 9.6 1.93 0.62 1.3 0,33 0.60 28.0 14,99

DR206 250 mg/ky 7 Mean 788.0 44,16 15. 64 56.03 19.87 35,44 7.3 120,11
S.D 42.2 2.48 0.65 1.72 0.43 0.72 23.3 .83

DRZ206 500 mg/ky 7 Mean 184.9 43,07 15.33 54.89 19.53 35.61 73.9  119.9
S.p 24.0 1.90 0.48 0.92 0.32 0.73 21.3 13.78

DR206 1000 mg/ky 7 Mean 195.4 43.49 15.44 54.69 19.44% - 35.50 1 Henl
S.D. 2.2 1.59 0.30 1.66 0.48 0.75 30.1 10.57

Differential count of WBC %

Ret icu- Neutrophil
Number of Locyte PT APTT Stab  Seg- Eosino- Lymphao-
Group animals ¥, sec sec form  mented phil Basophil Monocyte cyte Others
Control 7 Mean 22.1 15.87 21,47 1.4 5.0 0.4 0.0 0.6 92.6 0.0
S.D. 4.2 1.44 .23 1.1 1.0 0.5 0.0 0.8 1.0 0.0
DR206 250 mg/kg 7 Mean 2.7 15.51 21.26 1.0 6.1 0.9 0.0 0.4 91.6 0.0
S5.D. 3.0 0.44 1.89 0.6 2.5 0.9 0.0 0.8 3.5 0.0
DR206 500 mg/ky 7 Mean 19.6 14,91 22,00 1.3 6.7 0.9 0.1 0.9 90.1 6.0
S.D. 3.0 0.76 0.85 1.0 2.6 0.7 0.4 0.9 3.7 0.0
DR206 1000 my/kg 1 Mean 22.0 15.40 22.97 1.1 6.3 0.3 0.0 1.0 91.3 0.0
S.D 6.1 0.93 1.88 0.9 3.1 0.5 0.0 0.8 3.3 0.0

%: Significantly different from the control at p= 0.05.




Number of RBC Ht Hb MCY MCH MCHC WBC Platelet .

Group animals 10%/pL ] g/dL fL ng g/dl 103/l 10%/uL
Control 7 Mean  829.3 45,39 15.99 54,73 19.29  35.23 1269 112,97
S.D 43,2 2.04 0.66 0.61 0.31 0.48 30,7 6.81

DRZ06 1000 mg/kg l§ Mean 855.6 44.97 15.91 52.57%%  18.60%% 35,39 107.3  122.30
S.D. 21.9 1.58 0.60 0.87 0.22 0.42 21.0 11.76

Differential count of WBC %

Ret icu- Neutrophil
Number of locyte PT APTT Stab  Seg- Eosino- Lympho-

Group animals % s€c sec form  mented  phil Basophil Monocyte  cyte Others
Control 7 Mean 25.0 18.11 25.91 1.0 6.0 0.3 0.0 1.0 91.7 0.0

S.D 4.0 1.71 0.6 3.7 0.5 0.0 0.8 3.4 0.0
DR206 1000 mg/ky 1 Mean 25.0 17.61 26.26 0.9 5.3 1.5% 0.1 1.1 91.3 0.0

5.0 4.7 19 2.53 0.7 2.5 1.0 0.4 0.9 3.5 0.0
#: Significantly different from the control at p = 0.05.
x#: Significantly different from the control at p <5 0.01.



Table 14 Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of Disperse Red 206 (DR206) (SR-9986)

Number of RBC Ht Hb MCV MCH MCHC WBC Platelet

Group animals 104/l % a/dl. fL ng g/dl 10%/L 104/l
Control 7 Mean 776.7 42.81 15.77 55.14 20.33 36.83 7.1 108.64
S.D 31.9 1.32 0.52 0.85 0.4k 0.39 22.6 12.42

DR206 1000 ma/kg 7 Mean 718.7 41.41 16.97%  53.19%%  19.23xx  36.17 7.7 11447
S.D. 34.9 2.22 0.64 1.15 0.59 0.7% 25.4 10.75

Differential count of WBC X%

Reticu- Neutrophil
Number of locyte PT APTT Stab  Seg- Eosino- Lympha-
Group animals ¥ sec sec form  mented phil Basophil Monocyte c¢yte  Others
Control 1 Mean 21.4 1 19.26 1.1 5.1 0.9 0.0 0.3 92.6 0.0
S.D. 7.7 1.00 0.98 0.7 2.5 1.5 0.0 0.5 2.8 0.0
DR206 1000 mg/kg T Mean 25.4 15.56 19.61 1.4 6.6 0.4 0.1 0.6 90.9 0.0
S.D 9.0 0.92 1.3 0.5 4.1 0.5 0.4 0.5 b4 0.0

. Significantly different from the control at p= 0
#%. Significantly different from the control at p = 0.




Table 15 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR206) (SR-9986)

Protein fraction (%)

Number of TP A/G Globulin 60T GPT ALP LDH v -GTP T-Bil  Glucose
Group animals g/dL ratio  Albumin Q9 2 B ‘s /L IU/L WL /L /L mg/dL mg/dl
Control 7 Meah 5.3 1.151 53.59 23,41 9,50 11.73 1.77 6.7 25.0 458.4 2971 0.63 0.041 152.0
S.D 0.1 0.086 1.78 1.7 0,84 0.63 0.64 6.6 5.5 81.3 54.5 0.10 0.004 211
DR206- 250 ma/kg 7 Mean 5.39 1.164 53.90 23.43 9.93 11.74 1.00% 60.1 22.0 §05.1 212.3 0.61 0.037 150.9
S.D. 0.23 0,067 1.42 1.04 0.66 0.60 0.64 3.8 5.8 53.2 43.4 0.12 0.008 20.2
DR206 500 mg/kg 7 Mean 5.26 1.216 54,93 21.81 9.96 12.31 0.99% 69.6 231 451.6 %41.9 0.7 0.036 140.6
S.D. 0.21 0.082 1.1 0.82 0.97 0.50 0.40 4.4 6.7 63.5 5 0.13 0,005 18.9
DR206 1000 mg/kg 7 Mean 1.137 53.31 22,1 10.73% 12,39 0.80%+  47.0 22.3 458.0 297.0 0.9 0.03%7 144.9
S.D 0.046 1.02 1.30 0.77 0.66 0.26 3.4 30 97.3 59.6 0.79 0,005 21.1
Number of T-Cho T6 UN Crea Na K cl Ca Ip
Group animals my/dL mg/dl mg/dL my/dL mEa/L mEg/L mEq/L mg/dL mg/dL
Control 7 Mean 61.3 1 15.59 0.434  142.57 4,656 106.1 9.43 8.19
S.D 6.5 6.2 (.12 0.065 1.74 0.291 1.9 0.17 0.78
DR206 250 mg/kg 7 " Mean 58.7 35,7 14.63 0,294 142.43 4. 631 104.9 .63 8.1
S.D. 13.2 12.3 1.25 0.031 1.10 0.248 0.9 0.29 0.60
DR206 500 mg/kg 17 Mean 64 .4 %7 14,41 0.3719 142,86 4,679 106.7 9,54 8.40
S.D 14.3 12.9 1.42 0.020 1.1 0.158 1.6 0.30 0.65
DR206 1000 mg/kg 1 Mean 65.4 30.6 15.37 0,397  142.29 4,714 106.4 9.29 8.23
S.D. 12.2 15.6 1.3 0.02 1.47 0.257 1.1 0.16 0.57
%: Significantly different from the control at p = 0.05.
%: Significantly different from the control at p = 0.01.



Table 16 Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR206) (SR-9986)

Protein fraction (%)

Number of TP A/G Glabul in 6aT GPT ALP LDH ¥ -GTP T-Bil  Glucose
Group animals g9/dL ratio  Albumin Q@ Q2 B Y /L /L /L 10/L /L mg/dl mg/dL
Control 7 Mean 5.67 1.421 58.71 20.04 8.17 11.19 1.89 58.4 20.6 236.9 322.4 0.99 0.053 124 .1
S.D. 0.26 0.127 2.16 1.16 1.21 1.7 4.8 6.0 50.4 43,1 0.21 0,013 12.8
DR206 250 mg/ky 7 Mean 5.70 1,381 57.97 20,83 8.30 11.30 1,60 641 20.0 219.3 323.0 1.0 0.05 1
S.D. 0.24 0.149 2.52 1.29 0.98 0.68 0.43 6.5 4.0 61.3 5.0 0.2 0.008 12.8
DR204 500 mg/kg 7 Mean 5.41 1.476 59.49 19.46 8.07 11.50 1.49 5.6 19.7 229.0 319.3 0.91 0.046 122.6
S.D. 0.40 0.195 3.00 2.55 0.80 0.81 0,44 6.4 2.1 63.6 62,8 0,13 0,005 19.0
DR206 1000 mg/kg 7 Mean 5.64 1.440 59.06 18.80 8.60 11.99 1.56 66.6 22.7 274.3 273.9 1.36% 0,05 124.9
S.D. 0.19 0.102 1,66 1.73 0.22 0.66 0.40 11.6 6.0 4.5 48.8 0,38 0,010 8.2
Number of T-Cho 16 UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL ma/dL mEq/L mEg/L mEq/L mg/dL mg/dL
Control 7 Mean 59.6 12.3 16.81 0.430  142.21 4§ 567 108.1 9.47 6.93
S.D. 9.2 6.0 2.00 0.032 0.70 0.164 1.5 0.42 0.76
DR206 250 ma/kg 7 Mean 63.6 13.6 17.26 0.676%  142.57 §.629 107.1 9,34 6.71
S.D. 14 5.8 1.80 0.028 1.62 0.110 1.1 0.32 0.81
DR206 500 mg/kg 7 Mean 69.0 12.1 17.06 0,444 141,57 §.864%  108.6 9,29 6.9%
S.D. 14.1 4.3 2.46 0.036 1.30 0.268 1.0 0.28 0.80
DR206 1000 my/kg 7 Mean 68.4 18.4 15.24 0.447  143.00 4,607 108.7 9,33 6.84
S.0. 23.3 7.0 1.89 0.028 1.26 0.274 31 0.23 0.61

%: Significantly different from the control at p= 0.05.




Table 17 Biochemical findings of male rats in Y4-day recovery test following 28-day repeated oral dose of Disperse Red 206 (DR206) (SR-9986)

.................................................................................................................................................................................

Protein fraction (%)

Number of TP A/G Globul in GoT GPT ALP LDH v -GTP T-Bil  Glucose
Group animals 9/dl ratio  Atbumin Q@ 1 a z B v /L /L Iu/L /L 10/L mg/dL mg/dL
Control 7 Mean 5.47 1.127 52.96 23,19 10.47 .77 1.61 40,4 22.9 370.3 338.3 0 0.053 159.9
5.0 0.20 0.126 2.78 2.58 0.95 34 1.14 6.3 4.6 71.3 85.1 0.17 0.0M 18.5
DR206 1000 my/kg { Mean 1.124 52.97 23.23 10.57 11.80 1.43 65.4 25.6 362.0 277.6 0.46 (.054 158.9
S.D 0.14 0.090 1.93 1.28 0.88 3 7.5 4.6 42.3 75.2 0.2 0.008 22.6
" Number of T-Cho 16 UN Crea Na K cL Ca Ip
Group animals mg/dL mg/dL mg/dL mg/dL mEq/L inkq/L mEa/L mg/dL mg/dL
Control 7 Mean 56. 3.7 17.30 0.449 143,43 4,527 106.3 9.2 6.91
S.D 16.5 10.8 2.31 0.051 0.73 0.203 1.6 0.10 0.42
DR206 1000 mglké 7 Mean 56.9 - 3 16.61 0.467  163.% 4,531 105.9 9.40 7.13
S.D 12.4 15 { 0.059 1.57 0.341 0.9 0.26 0.5



Table 18 Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of Disperse Red 206 (DR206) {SR-9986)

Protein fraction (%)

Number of TP A/G Globulin GOT GPT ALP LDH v -GTP T-Bil  6lucose
Group animals g/dL ratio  Albumin a ¢z o] v /L WL /L /L /L mg /gl ng/dL
Control 7 Mean 5.67 1.399 58.37 18.74 8.10 12.00 2.79 5.1  19.7 198.7 292 .4 0.70 0.071 146.7
S.D 0.22 0.093 1,59 1.4 0.57 0.87 0.92 6.0 3.8 53.8 55.9 0.19 0.015 12.8
DR206 1000 mg/kg 7 Mean 5.67 1.431 58.91 19.14 7.76 11.90 56.9 18.1 218.9 268.6 0.86 0,071 132.6
S.D 0.29 0.117 1.96 2.09 0.6 1.37 1.00 6.2 2.0 45,5 5.2 0.23 0,021 14.7
Number of T-Cho 76 UN Crea Na K cl Ca IP
Group animals mg/dl mg/dL mg/dL mg/dL mEg/L. mEa/l. mEg/L ma/dL mg/dL
Control 7 Mean 70,4 18.6 17,44 0.450  141.93 4.283 108.6 9.29 5.5
S.D 7.5 7.0 2.01 0.032 1.27 0.252 1.7 0.36 0.58
DR206 1000 mg/kg 7 Mean 59.3 11.6% 16,44 0,479  141.57 4,491 108.9 9.43 6.16%
S.D. 1.6 4.8 2.04 0.072 1.13 0.155 2.3 0.19 0.3

#: Significantly different from the control at p == 0.05.




Table 19 Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206 (DR206) (SR-9986)

End of administration End of recovery
‘ DR206 (mg/kg) DR206 (mg/kg)

Item Control 250 500 1000 Control 1000

Number of animals examined 7 7 7 7 7 7
Organ ; Findings

Jejunum and ileum : Pale red discoloration 0 1 4 5 0 0
Red purple contents 0 1 2 4 0 0
Cecum : Dark green discoloration, contents 0 6 7 7 0 0
Liver : Small size, lateral left lobe 0 0 0 0 0 |
Thyroid : Aplasia, unilateral 0 1 0 0 0 0
Subcutis, systemic : Pale red discoloration 0 0 6 7 0 7
Intra-abdominal adipose tissue : Pale red discoloration 0 7 7 7 0 7

Values are number of animals with findings.



Table 20 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206 (DR206) (SR-9986)

End of administration End of recovery
DR206 (me/k) DR206 (mg/ke)

Item Control 250 500 1000 Control 1000

Number of animals examined ' 7 7 7 7 7 7
Organ : Findings

Jejunum and/or ileum : Pale red discoloration 0 1 | 3 0 0
Red purple contents 0 0 1 3 0 0
Cecum : Dark green discoloration, contents 0 7 7 7 0 0
Subcutis, systemic : Pale red discoloration 0 1 7 7 0 7
Intra-abdominal adipose tissue : Pale red discoloration 0 6 7 7 0 7

Values are number of animals with findings.




Table 21 Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR204) (SR-9986)

Body Liver Kidney Spleen Heart Lung Brain Pituitary gland
Number of veight 4

Group animals . g g % 9 ¥ g 4 g ¥ g % g ¥ mg 107%%
Cantrol 7 Mean 309.7 9,446 3,051 2.436 0.786 0.630 0.203 1.096 0.35 1.197 0.386 2.024 0.656 11.16 3,603
S.D 21.6 0.686 0.087 0,193 0.046 0.074 0.016 0.106 0.017 0.124 0.024 0.067 0.041 1.08 0.25
DR206 250 mg/kg 7 Mean 3253 11.191%%  3.4%30xx 2,713 0.836 0.729 0,224 1.124 0.346 1,299 0.399 2.037 0.627 1.1 3,426
S.D. 1.5 0.807 0.175 0.194 0.048 0.059 0.024 0.108 0.028 0.130 0.03 0.063 0.026 {.381
DR206 500 mg/kg 7 Mean 316.6  10.691%  3.377#%  2.630 0.831 0.687 0.217 1.070 0.240 1,250 0.396 2,031 0,644 1 3,376
S.D. 26.6 1,009 0.149 0.231 0.041 0.110 0.03% 0.078 0.019 0.089 0.017 0.070 0.056 1.13 0.183

DR206 1000 mg/kg 7 Mean 305.6  10.874%  3.560%x  2.473 {.809 0.650 0.213 1.047 0.341

1.
5.0, 22.3 1.044 0.266 0.295 0.073 0.061 0.021 0.086 0.020 0.

Number of Thymus Thyroid Adrenal Testis Epididymis

Group animals mg 107% mg 107 mg 107%% g % 9 %
Control, 7 Mean 556.0 178.284 17.87 5.781 47.3 15,229 2.764 0.89 0.673 0.217
S.D 152.7  40.521 4,57 1,457 1.2 1.717 0.285 0.099 0.050 0.020

DR206 250 ma/kg 7 Mean 549.6 169,439 18.44 5.673 61.0%  18.683 2.757 0.850 0.657 0.204
S.D. 63.9 23,590 2.95 0,934 12.6 3,370 0.129 0,057 0.052 0,017

DR206 500 my/kg 7 Mean £65.4 141,116 17.14 5,447 53,7 17.071 2.819 0.89% 0.659 0.209
. S.D. 56.1 17.890 2.62 0.951 7.3 2.675 0.231 0.081 0.070 0.020
DR206 1000 mg/ky 7 Mean 411.0% 135.047+ 20,71 6.797 52.4 17.126 2.881 0.946 0.677 0.223%
S.D. 87.1 30,054 2.81 0.888 8.0 1.990 0.207 0.063% 0.053 0.01?

% Significantly different from the control at p= 0.0
x%. Significantly differen; from the control at p= 0.0



Table 22 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of Disperse Red 206 (DR206) (SR-9986)

..........................................................................................................................................................................................

Body Liver Kidney Spleen Heart Lung Brain Pituitary gland
Number of we ight
Group animals g g % g % g % g ¥ g ¥ g X mg 107°%
Controt { Mean 192.6 5.950 3,083 1,726 (.89 0.441 0.229 0.724 0.377 0.911 0.474 1.870 0.976 12.17 6.264
S.D 14.8 0,664 0.173 0.180 0.088 0.064 0.0364 0.037 0,021 0.034 0.039 0.071 0,09 3.04 1,087
DR206 250 mg/kg 7 Mean 202.1 6.399 3,170 1.683 0.834 0.423 0,209 0.730 0,363 0.956 0,474 1,867 0.926 12.81 6.333
5.D. 13.4 0.355 0.147 0.101 0.051 0.081 .03 0.027 0.021 0.062 0,014 0.074 0.048 1,44 0.490
DR206 500 mg/kg 7 Mean 193.0 b.424 3,331 1.630 0.846 0.427 0.221 0.691 0.359 0.936 0.484 1.88% 0.979 11.59 6.014
S.D. 16.9 0.622 0.202 0.129 0.049 0.072 0.025 0.101 0.025 0.108 0.031 .09 0.079 1.03 0.467
DR206 1000 mg/kg 7 Mean 199.9 6.784 L.31% 1,729 0.869 0.446 0.221 0.733 0.367 0.926 0.466 1.881 0.953 11.53 5.789
S.D. 26.3 1.366 0.228 0.188 0.062 0.092 0.025 0.077 0,020 0.098 0.028 0.052 0.110 1.75 0.671
Number of Thymus Thyroid Adrenal QOvary
Group animals g 107%% mg 107%% g 1073% g 107%%
Contral 7 Mean £39.9 229.140' 12.13 6.310 33,561 4.1 48.577
' S.D. 20.8 14,119 1.83 0.912 12 5,259 17.8 5,713

DR206 250 mg/kg 7 Mean  439.9  217.094 13,23 6.561 68.4 34,027 84,6 41.966
S.D. 66.8  25.038 1.5 0.832 5.4

DR206 500 mg/kg f Mean 373.9% 192.241 12.71 6.576 64.9  33.837 87.4  45.371
S.D. 85.4  27.938 2.33 1.001 1.4 - 4,901 12.1 5.937

DR206 1000 mg/kg [ Mean 379.k% 186.820¢ 1383  6.973 66.6  33.280 80.4 40,380«
S.h. 125.7 38,785 1.77 0.954 123 4.373 1.3 b.434

% Significantly different from the control at p = 0.05.




Table 23 Absolute and relative organ weights of male rats in 14-day recovery test following 28~day repeated oral dose of Disperse Red 206 (DR206) (SR-9984)
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Body Liver Kidney Spleen Heart Lung Brain Pituitary gland
Number of weight
Group animals g g ¥ g % g ¥ g ¥ g % 9 . mg 107°%
Control 1 Mean 365.3  10.493 2.877 2.757 0.754 0.693 0.189 1,144 0.316 1.217 0.350 2.074 0.569 11.67 3,201
S.D 210 0.904 0.255 0.248 0.061 0.057 0.016 0.085 0.035 0.066 0.014 (.085 0.930 81 0.232
DR206 1000 mg/kg 7 Mean 3837  11.496% 3,000 2.949 0.770 0.630 0.163%% 1,209 0.314 1,356 0,351 2.093 0.547 12.56 3.283
S.D. 25.3 0.586 0.107 0.267 0.057 0.061 0.014 0.084 0.010 0.12 0.024 0.048 0.024 1.20 0.350
Number of Thymus Thyroid Adrenal Testis Epididymis
Group animals g 1077% g 107°% mg 107%% g % g %
Controt 7 Mean 461.4 125.783 17.53 4,841 57.0 15,733 2.939 0.807 0,904 0.247
S.D. 78.7  16.150 3,03 1.095 9.6 3.450 0.155 0.084 0.042 0.014
DR206 1000 mg/kg 7 Mean 495.1  129.570 20.64 5.351 5.7 14,340 2.959 0.774 0.964 0.251
S.D. 69.1  19.815 4,58 0.97% 6.5 2.183 0.128 0.040 0.072 0.026
#: Significantly different from the control at p = 0.05.
##. Significantly different from the control at p = 0.01.



Table 24 Absolute and relative organ weights of female rats in 1é-day recovery test following 28-day repeated oral dose of Disperse Red 206 (DR206) (SR-9986)

Body Liver Kidney Spleen Heart Lung Brain Pituitary gland

Number of weight : )
Group animals g g % g % g ] g % g X g X ng 107%%
Control 7 Mean 221.7 6.481 2.847 1.759 0,773 0,486 0.213 0.7 0.340 {.994 0,437 1.913 0.840 14,57 6.400
S.D 6.4 0.401 0.194 0.12¢ 0.049 0.053 0.024 0.047 0.022 0.032 0.021 0.110 0.042 1.08 0.452

Number of Thymus Thyroid Adrenal Qvary
Group antials mg 1073% mg 1077 mg 10734 ng 107%%
Contral 7 Mean 382.9  168.25 13,80 6.051 63.3  27.85% 85.9  37.727
S.D. 62.9 21,727 3.58 1.523 5.4 3,032 11.0 4,902

0R206 1000 my/kg 7 Mean 393.3  172.55 14.16 6.264 69.0  30.551 93.1  41.401
S.D. 70.5 26,513 1.81 0.866 6.9 4144 12.1 7.498

#: Significantly different from the control at p < 0.05.
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Table 25 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206(DR206) F(SR-9986)

End of administration , End of recovery
‘ DR206(mg/kg) DR206(mg/kg)

Item __Control 250 500 1000 Control 1000

Number of animals examined 7 0 0 7 7 7
Organ: Findings Grade

Lung: Accumulation, foam cell + 0 - - 0 1 2
Cellular infiltration, lymphocyte + 0 - - 0 0 I
Pancreas: Atrophy, acinar cell + 0 - - 0 1 0
Liver: Microgranuloma + 1 - - 0 0 0
Fibrosis, focal + 0 - - 0 0 1
Kidney: Regeneration, tubular epithelium + 1 - - 0 0 0
Cast, hyaline + 0 - - 1 0 0
Hyaline droplet, proximal tubular epithelium + 0 - - 0 1 2
Prostate: Cellular infiltration, lymphocyte + 1 - - 1 0 0

There were no abnormal findings in the trachea, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus, forestomach, glandular
stomach, duodenum, jejunum, ileum, cecum, colon, rectum, heart, thoracic aorta, urinary bladder, testis, epididymis, seminal vesicle, coagulating gland,
cerebrum, cerebellum, spinal cord, sciatic nerve, spleen, thymus, bone marrow(sternum and femur), submandibular lymph node, mesenteric lymph node,
pituitary gland, thyroid, parathyroid, adrenal, eyeball, Harderian gland, skeletal muscle, sternum, femur, skin or mesenterium.

Grade; +: slight change.
Values are number of animals with findings.
-. blank value.



Table 26 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Disperse Red 206(DR206) (SR-9986)

End of administration End of recovery
DR206(mg/kg) DR206(mg/kg)
Item Control 250 500 1000 Control 1000
Number of animals examined 7 0 0 7 7 : 7
Organ: Findings Grade
Liver: Erythrophagia, Kupffer cell + 1 - - 0 0 0
Fatty change, periportal + 0 - - 1 0 0
Microgranuloma + 0 - - 0 l 0
Kidney: Mineralization, papilla + 0 - - 0 1 0
Pituitary gland: Cyst, pars distalis <+> 0 - - i 0 0
Eyeball: Atrophy, retina + 0 - - 0 i 0

There were no abnormal findings in the lung, trachea, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus, forestomach, glandular
stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, heart, thoracic aorta, urinary bladder, ovary, uterus, vagina, cerebruin, cerebellum, spinal cord,
sciatic nerve, spleen, thymus, bone marrow(sternum and femur), submandibular lymph node, mesenteric lymph node, thyroid, parathyroid, adrenal, Harderian gland,
skeletal muscle, sternum, femur, skin, mammary gland or mesenterinm.

Grade; +: slight change, <+>: presence in "presence or not" basis.
Values are number of animals with findings.

-: blank value.
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