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CLEZ XY N TN—29 @ 100, 300 3B & T 1000 mg/kg/day 2, 1 & 12LD SD 7
v Mz, ZEEE 14 Baid s, ik 42 B, HESREmE 4 BETRARSL,
AWEORERSHED L UEERBEBEIC OV TR L.

1. REHZREG B

B OEREIR, B R aAeRE, HHEEMIE, B, ERERE, KH, BER,
R, MEERER L CHEELPRECBN T, ERVEORSICLZEELRD
Sheh oz,
FE2HRAECBWT, ME20CE 0BRGN ER T LROBEEEAD 1000
mgkg BOMHEICRD SN, £/, HTHEORBTHROKEZEIABEDLLN
o ZOBOEIE, EHMTRERET 2 TEWELTH o/,

UEOERPS, CLEZ ALY FTV—29 D5y hAORERFIZLD, BN S
BHEEHNZED SN, WEERIE (NOEL) 2l & b 300 mgkg LS Nz,

2. ERERELEBEM
ﬁﬁ%@ﬁﬁﬁﬂ@,K%ﬁﬁ@@,§%$,%%$,ﬁﬁﬁﬁ,ﬁﬁﬁ,§%$,
HEER, 2%, MEBIUHEREBICELIRDShRd ok, REMIIHLTH,
IAHEEIRS, B RS, M, HAER, A8, BRBXUCHE 4 HEERIC, #BRNE
OF/EIRAT HEMEEDSNRDP o,
LiEd -, R OEMER X CREBYOREIINT 2HEERE, WIhd
1000 mg/kg/day & FEawE hizo
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&

CLEYAY N 7I—29 i, HIRIA > ¥, B, KR, 713r, dABRUGHS
fEDBER, Z0M%  OMBOBEBIELANSNTWALENETH S V. &Y
BOBMIZOWT, v FBLUYY ZOROREICBIT S LDsofElX 10000 mglkg B
E2, £5v MIBWTIE 2000mgkg 2HX % P Lo#EHH D, SMEBEEIFHH
ZEHHShTWD, L LRSS, REHRSHEEOER  REBERECET 2RE
RN~ S R0, ARBRIZ, OECD OBLERBFLZYEREFRRBEDREL
TERBLEZHDTH B,

)

B K
CLEZ AV N7 N—29 235 v MIRERORS L, AWEORERE RS BES L
AR LB RRETT 20

MRLB K%
1. RME

BEBRWBETH D CLEY AL kTN —29 (CAS No. 57455-37-5) &, KBXUEH
BRI, RRKICABRREGKREKT, HRICK,

et hizny N ES (%A% SiO2: 39.60%,

AlOs : 23.76%, FesOs: 0.45%, S:12.08%, NasO : 22.59%) %&W%iERT (2~6°C)
BRTCHREL, HHUE. AVEERYEIZESRTRIZON L, EABHTRET
HorZ L eE L~ (Appendix 1), AMEOFHEIE, Appendix 11Z7RT

CLEZAY N TN—203 KB LUBMHMICTATH > 22 L6 , BE5HX Iwiv%
RAFNENO—2KEHE (AF V)T —2Z 100cp, B MBS KLP3708, FLHIE
T¥mAS4 ; BHERA, Oy MBS 181382, HREMEHARL) RBHEEL, FI
EOHRESHEBY 2D EEOREEICAY L, ARLUARSHE, 1HOSHARI &I
INT U, R E W (2~6C) BATTHERLTHEE L. BFHEXTTREL
EESHEPOBBRYEIX, DR d I HMIZZETH S I L¥RERE W/ (Appendix
2) OT, FWHE I HUAMICHER Lz, PIEICHARINEERERKICONVT, FIEDORE
TR TWAZ L 2R L7 (Appendix 3),
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2. BB L UREERG

8%, SD % [Crj: CDSDIGSIS v &AWz, 7 v &, HEF+—LZ -V
IN—Hant BARRR L — (%) IR EAT T &R 795) 5 8 @D b D Z A (i
57 VS, i 67 ) LU, 13 HMEBREEICHMLI ¥z, BMEHIMPICHRES KUz D
WTIX 10 ABOMBHBE LR TTY, BESIURBERREFREFT, HTRE
MEICREORD SRS DICDWT, REFEMBERICAERZHEL, KESD
FORRMEIEO R 48 1T, Hiid 58 IKEEY, 10 BB TRRICA N, 1 OB
BT MRS 12E2 U, BICOWTIRE S ICHBREERARBOEERL LTE5E
D55 2BOERRERT, FMEAMBEICX VBT RIT o2, 2B, HOREERH
oW RRE RBFTDRP ok, HOBERICOWTIE, #5 42 HITNREHLERA
BRohh» s EAeSMBEIC LD FhEh 5 ILERY L, EEFHL Uk, 5RO
THAE (AEME) &, 382 (354~427) g, M 238 (208~272) g TH 27z 7
v M, BE221+3°C, BE 55110%, MAEK 10 HL LR (A—V7Lyiax
7—A3), B 12 B/ 8 (81 7 BT, P8 7TREKT) ISRELREN) TV
ZFLBWE (B 1 F) ¢, BAEINCZRFTV LV AMESHE T —2 (260Wx380Dx180
H(mm)) WIRZAL, ChEXF LM 5 BOS vy ZICRELTHE Lz, LEL,
HROMI Ukifid, BEvkE (R4 7 0—2, HEF v—I R - YN—HKAR
#, oy hES 16310) EPAhER YD —FHFx—- PRI -
(265Wx426D%200H(mm)) IZINA L, SHEIIREM L AES Bk, R (ERFR
SHEMR Z b w2, OREBETEMRS, 0y NES 040462-4, 0405764, 040861)
BLUHEA FLE lum OH— RV w D7 4 ) —TREEBENREH L = REKE
K) i, Th2hRESRBLCHERKEE, $RI3EK0E (RVI—hEx—-br—v
OHBE) IXb, HRHIZERIEL.

BOMAERINL, S v IBLUTr—U~DOEBLOMAM, BIZENVFEKRITKD
To7z0

SRR, BMEOBREIX 21.6~24.4°C, BEIX 456~59% D #EHE T HEM (Appendix
4) L, E7-f8, SRKBLUREDMBOBERYEDOMFER (Appendices 5, 6,
X, WEFh & Y2 CRE L= ARHENICH 5 T L PRI N LK 2T,
BYORERREZEL T, ABREEOEBEMICEEERITLEDW 2 REERDE
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X, BiroboriIhi, BB, AERE THNOBERVERICBET A
BLU TERBYOFABRREESICBET2EE) TN LUTEREL .

3. BHEBOFE, FRBOBRB LTKREHE

BERIZ, 3 HEB LY 14 BEREZOREC L 2B EEBREAROBRICEA DV
THE LU=, BHS 2IEDS v MIASRYED 2000 mgkg # 3 HHEES L, —HK
BB UCRE~DOEERANEER, L b ICHFAEAESRD S NSNS, £t
DN o WIT, 1 BMEHES 4TEDT v MIABBRYEZ 0, 30, 100, 300
B X 1000 mg/kg/day T 14 HEREES L, BREOBE, REBIURHEED
B, MyEEs & CMEE LR, JRAECICREEROMERIT > KR, K5
AT 3 EMEEIRD SN oz,

LSBT, ZRBICBI2BERBICOVWTR, HBREHNS FS5A4 BT 5 LIRE
@ 1000 mglkg/day ZEmARE L, MUT, 3008 KL 0° 100 mgkeg/day D& 3 A&
BE LTz,

RBEOMRIE, OBEESE (LT, HBH), OBRYWEAD 100 mg/kg/day 5
2 (100 mg/kg #), @E 300 mg/kg/day #%-5EF (300 mg/kg #), D[R 1000 mg/kg/day
BE5# (1000mgkg &) D 48EL L=,

WEAEIL, BERERAKE kg4~ 10mL &L, 7RV HEJUFRESL
FEFEERANT, BEEEENICKRSE Uk, NREICIX, BEE LTHNEZ 1wh%
AF )N N0 — KB ZRRRICRS U, SEkoRERERR, BEHOAERER
RICEM U, B5HIRIE, e R 14 Halh S, #ik 42 B, #EiXseHE
BIUHEREHR 2R THBBOWE 40 E T, RE 42 H~RK46 HM, 1H1H, F
Hif (9:03~12:00) X5 Lk, =1L, HoRERL, #LRKIC 42 HEES
L7

1. BRBIUVRE

D BEpmicBed 5HE

BHHWIZONT, ROEHZHED IVIIRA L. 28, RERFEERE, St
BIRE, 25, HAEEHE, RRE, IERE, IRELFERE, SEEEBITH
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BRI DV T, REED S BEAMBERIC K D RS 5 L2 BT, RAONZ
L%,

(D—RREBIER

BEHETER, BMOERE, A8, TEHFCOWTEE LE, BIRRHIIOVNT,
BEERERRCEAADOIN R 2T e h S, FHE5EN 1 REICBEZTT- .
X512, $i4 2@, BYOEFEPEFEREOEFRMIDOVWTHE L. £k, ik, H
P, WEOWREIZOVWTIE, FREIBE L.

()5l 2 ERERBIER

BEEBEHBLCZORIGE 1, BE T -V HTRBIX T -5 0
P IBA—T 7 4 —)V K (3T0Wx560Dx40Hmm) T, Yy —YH5DOHLBS, 7
—Uh B HTROBWRE, KEEEE Gbig~ikE), F (@), BlA, iLE, Ry
Wy, IRERERSLIREE, ERBRZEH, WiR, D&MWY (5h), wE, THEBHKEBEDRIC
L 3EN, MMEEOEIC X 25N, BE, Bk, B, K8, kK, BRTH (KE
BE), BRM, ORES (GFEM), $T (L39%), BETH (R, BA5ASHT
=), %E GBEOEREY, RERMESHS), BHTE (B%, hy L7 —, BiE),
PURSHERIRRE, HERB L BRSOV THEL, RO 5N =ZLEFFA (Appendix 8)
THE L. BMCIXEEALECHERS 2T, BIEFUNOBDVRHCHMESZ
FTRUET—YOEBALEBEERBOARRULEBILICEZL, IREFEZBEEE SR
BEETICLICKD, BREABHTHRIRETHEL

R SHHEERE

RIZBRIZEH, BIXWEHRSIC 1 [, $=REHOHEEIERESHBXUEE
HIRE THIC, BERG (EXy b TBELI VR FICNT 5EIERIE), RHE
Rt (BEEICHE2E D = Ba0ERIS), MEEG BRIChHaoRIS), B
TR (BRncmh=8a0HroR), HERIS (BEEZE £y FTHARS
ok, BEEORIE), BILKS (EEMrSJACHIVWBAMICHE L ROELOKR
5), FBESHRIG (BEOEEZE L £y NTHRARBEOEHORIE), RIS (IR
BRIC i U =B S0RKOKIG) BLWERKS (H_LTHYEEEMIIC LGSR
WRHIZH LB RE) 2R, ROSNRKEEFEA (Appendix 9) Tickk L7z,
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WEMENE, BABIUBEENE
HITERE 41 B, BIEEHETtc 1E, $-EENOEREIERZRSHSITEE
13 Bic, HEZ 30 SRIB L 60 SR, ik 30 Ao ARERR (HREHENEE
B SUPERMEX, ZRI#statt, BIMHRT 2EANRE LV —2FBAL, A
FHEBANOREROMICRBIT 2B BEREZHE), KB UEEOEN (SY -7
w2 A HEEE, MK-380R/FR, SEMMHRS) WCEhFHEME (RRLiCE2
BED, 30 OBXHLEL LEKOBHOE) 2HIE L=, BIEFOMD HFREES)
2, 60 4HREL =
GYHREB L CRER
hER, #ioonTiRES 1 (BE5EKA, BREE), 7, 14, 21, 28, 35 BLE
42 A ICEE 7T BLU 14 H, 3RS 1, 7L 148, @R, 7, 14 BLV
20 HAETICHE 0 BL 4 Bz, £/, BERL UTRTRHEORERIC DN TIEK
READRNED, HERUEICHE L, & 510, ML B BRAICHE Lz, B
B, REREAICEbE T, r—YZLICBHETO 24 BHARRHBREEZWE L 2.
ErEL, BEBORKIEDL, T3y 41 H, HTIIWE 3 H, EEFTIXEE
13 HE Uize RARIRORS 21 B L1828 HIZIX, RROMIZL THWRWHEROHE
ERIIEELRP o7,
(G)ED M RBIRE
iz onT, BiML - BRI Bl 2%, EEIO 2 M % CEBCE D32 B H
ZENDET, Giemsa Falc X AREEHREREER L, SRICX b EAMBREOH
RBEIT> %=,
(N3EEB K TR EEIR
ZHIHT 2B OBERRT (385 15 HOFH) LEEERE—HANT 18 1 OMA
EeberkD, L ENEREL LTRENSHASIN S $ CERAEY ¥/, RS,
IZEY—ERER (9: 30tE) ICRERORRERTY, XER(%) (RRBWE,HEEY)
BOX 10012 BH Lz, REIX, BRERD 3IIBEPOBFOERICKOMBEL, #
FAINBEEEHE LE. 2HREOBE R URRICITY, FROZT HHES
NEEBEBREOHL L. REBLUSHBOBRERERL» S, SHICONWT, ZKEOD)
[(SRaltER,/ 22 BRRALIES) X 100], 4E4RMAR (4R 0 B2 5 SO = T i s hizH
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FTOEK) BLUHER%) (4R HEEREREER X 1001257 H L.

@K DRRE

#izonT, 85 40 Eﬁiw@ﬁﬁbzf)mﬂi@@ 12 Biz, B4 3 R
r=UICIA L, 85 ERICONT, ABOBE, ABREE (ST 1 AT 1 v 7 R,
)84 T)L - SiRadt) ok B pH, I, ¥ 87, B, T hUE, EVIVEYS
rumore) ) —4 L OERREl i kEo®m®E (URI-CELL #, 7> 7V vy
FIANTOFY M, TRELTER) BiTok. I5IC, 18 KERALTRLSN
FRIZOWT, RE, E (Birsh, T IHRERRARM) BW®ICF NI TLBIUA
VL (BREEBMTEE, NAKL-132, HEERH TE41) 2RE L,
()M FIRE

ERBEOBEHD 3V IZEEHEKE TORHOREIERC, =—7 VIR T TRE L
CHEABIRE DM U, BMEHHOFE L DREL, KOAZKS LIz, I
L 7= Ikl 3 %1 L, 20—k EDTA-2K CREE LA U, $IHE B 8mskatces
= (E-4000, ¥R A w2 RS kb, Rk (BRIEFIREAR), MER
B (SYVNVEHRBRF N D LAAEZTE V), AT M2 Yy ME OOVZREGR),
EHRMBRAR, PHRMBRMGERE, FRORMROGREE (UL, 5E#E), am
BB & MRS (ML, ESRIERREAR) 2, £z, BHRERRERL TR
Msk% (Brilliant cresyl blue 3 LCHiER) BXHMIREA®E (May-Giemsa &
L) BREIE LR, 2, MEO—E%2 3.8% 7 VBT bV D AV THRERIEL
B ChmiEee, nmgEEsESE (KC-10A, XKE7 ANV 71t) &b, 70
POy B VR (Quick —BHE) BLUEMES bV RTSRF VR (25 F
CEREMLE) BRIE L.
Q0 MmEELZRE

R L = O —Ep S 5% 2M L, £ EEESIEE (JCABMSRY V>
£ ¥—, BABTHIASH) ITkb, By V2 (Ba—L v &), PVT IV (BCG
%), A/G b (BHEMH), M (GluKY -G-6-PDH? ¥%), L XFn—)v (BHKE,
CES® -COD? -POD® %), U ZV+>54 ¥ (B, LPLY -GK” -GPO® -PODY
R), BEUVEY (PPVEK), RREXR (YL 7—¥ - UVH), 7L 7F=V Jaffe
), AST, ALT, ALP (BlE, JSCC® ), 7-GTP (SSCC # 1), LDH (SFBC #
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) , ChE(BTC2-DTNB® #), AN A (OCPC ¥) BLUME Y > (BRE,
PNP -XOD'® -POD® &) %, £/-EMEESHHNEE (NAKL-132, REEWH T
BRSA) Iokbh, FrUDA, AUVYLABIUER (ML, 148K 2REL
o
1) ZNadd—+¥, 2) Fa—2-6-) VBBKRER, 3) JLXFO0—-IVEXTT
—¥, 4 ALRFO-NVFFIF—E, 5 FFY—E, 6) URTuT A Y-
£, 7 YUkn—iEi—t, 8) L-a-Z/Ven) @t ¥ ¥—+¥, 9) HERERLFER,
10) R B> OFEPHEMES, 1) 75 AEREYFR, 12) TFIIFAVY,
13)5, 5’ -UFAER-2-= O RBER, 14 7VVXZLAY RER71)7—E, 15) ¥
yrFUAFTE—E
QDERBLUREER

KO ERESHYIISRS 42 HOBH, WIWE 5 A, £ BEEHCOVWTIEE
14 HoZHIZ, 2heh—FVHBR T CRIBRL, #F, FHOMKEES X TRE
BB PRIRNICER U=, 2/, SBEHS 5 ICOR, Bk, 208, KR, B,
B, D, FTEEA, FREBBICEBLTCSTOROBRB XUER LEZHE
HER) U, BRHOGBECESHCHEERL (HNER) 2HEHLE. 28, MNHEE
BEE2—ELT, TEABIUFRBRIBEFERICTRL 2. BIZOWTE, ROR
BB X T EOBERBE TN, BRE) (ERE/EAB) X 100127 H L7k,
(12 AR E

SHITONT FRBEEEML, 10%H0H ) VEEE T ) VK (FE, R LK
77 U WTCHIEE) TEEL, RELR.
(B, FEG, TRE, MR, SF M (EEREEARRR), 9, B, O
FERE, M, B0, BB, BERL, RSE, MM K, BIZBR, BBE, R, 7H,
84 (BALE, ML, RBER), AbEAE, B8 (CRBEE), V2 3E (B
B, BRI »fl), AR, Z DAt PAERAY RE BRAL )

HEMGEREIL, NEEEE L1 1000 mgkg BOMMEES 5 IEO Zh SREFEICD
WTEM LR, BRICOWTR, BFERY A 2VRE (XF—YI -1, V, IB&X
VX)) 7o ZOMRER, BRUHEOBREGCLIEEFBICROOSNEDT, HE
HEEDZOMOBHCONTIE, MR 5 OOV TRA L2, SHORIRNRHE
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LI SHI DNTRE LTz, BREZ, BHIH->TNF 7 1 LHIF2ERL, HE #
AEBLTER L, £, BTFERY A 2VRED=DITRERD PAS REFE B
BT
2) HERICETZHE
(DERMK, IS X UHRER
AisE T ORERE, REOERK (EERLECROA) 2R, 28K (B
HEERE/BHRE) X 1001 %, AP ERBROREICI DMAIZHEL, BT L
DML EEH U=, 512, FERICOWT, OBRANZELAROREZBE L=
@) — B BB
B0, —BREBLOETERER L, HERG) [(HERRNERE/WBHERE
X 10018 & O'HE 4 HAEHER(%) [(WHE 4 o4 8/ HERERR 4 R ¥0 X 100 2 H
Lo
QMAE
FHERICONWT, WEOBK U4 Bz, BEMNCEILOREZREL, 1EHZD
DOEYEEEFH L=,
(WOREFRE
FERidZ O8E, £EFAIIHE 4 BICo—F)VRE T THRIOES €, BB L UHE
HIZBITAEBEBREICOWT, RIBMICHERL-.

5. MEHHRIT

BONETHED ZVREEICONT, NBHLOERZ (BRESXUT) 2, K
DHETRE LT, 2B, HERICETZT—FIX, 1EOPHZE 18K L.

(D NSAMN)wIF—F

SRR O HBIZ DWW T, Bartlett DA BIRE Z1T 5 /20 SHD —HRRBEIE—7oh
BOAEAMFEIT, ZOBRERZELROZHE, Dunnett HIC X D XFEFITNT 5
BSHOLBRERIT o2 AED—HRTRVWEBER, /NS A M) v IF—=FICAHN
ZRERICE - (BE, AEMNE, BER, ZHEEMIE, B), BREHE, RR
HIIBIF 2 ERNT—%, MFERET—F, MBELERET -5, REER, R
B, BRE, RBEHM, TR, ERE, 2R, ECRES). 2 HHEOLEK
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oW Tik, FREERTV, ZORRMENS—H2HE Student D t BEE, 7HD
— BT W BAIX Aspin-Welch @O t BE 21T 27z,
2 JUNTAN)WIF—F

LREOHLEIC DWW TIE, Kruskal-Wallis OJEMBREEITY, ZTORREREZR
 ®7=%6, Dunnett BOBREEIC L hxtEEEr ZP 2R L/ (AMRESE, RRE
B eSS —8, KR, HER, MK, WERE, FEREEERS), 2 HE
D LHBIZ DWW T, Mann-Whitney @ U BE 21T 27z,
@ AFIVHNT—F

Fisher OEERREEZAVE (—RIREOHER, FMRERER, BRERFHER
75, HRS L UHEMRERE C BT A REFIORER, RBX, MK, HEXR, R
BYOKLIEE).
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& R
1. REREHMG
1) —AIREER & VBT (Tables 1~4, Appendices 10~13)
BRYELACOFEEAED, BRYERSOLTOHT, #5 2 HUR, &k
BE5AETRHDLN, BAOREIIHEBMEBENICHRT 2HEAICH oz, FETIE, &
HehT, BEREOREIEADN S —BREOELIRD SRR ok, EHEHR
Tix, EFOBFEBMIXED S o7z,

2) PEMIREEFRBIE (Tables 5, 6, Appendices 14, 15)

BEHERE X CEERETOBRE L b, HRYEORSIERT 2ELIIED S
hixhol, 85 2HEORET, N KU TRC—RRRRBHEETR T HEEROER
2EED 100mg/kg BOMIcRZD SN =D, B{LicHEHEBEMEEDSNT, Xk,
ORBR/HEATIIIOL > REMERD SN2 >l Lh b, BRMEORS LK
IMBAGR A2 BRI Z(L L HIlT X iz

3) ERERSHHEERZ (Tables 7, 8, Appendices 16, 17)
BEHRT B X CREHRFORAICENT, BLERDLShRP ok,

4) HHEIME, BAB L HRESR (Tables9, 10, Appendices 18, 19)

5 1A TR EREY TR SR hoRE T, FMEE BhB L TERE
BELHIC, BRRBOSIRD 5. BENBR TRERBMICBH T, £EH
BhoRET, HORERM 30 Mo BREHRICARRBEIRDSNLS, 60
AEOEBEHBICIIEBRZZIRD S hib oz, =, REMHER TRERESMO
mEHRhORET, HEL SHEEBHCARRBEIRD SN,

5) A& (Tables 11, 12, Appendices 20, 21)

BEHRP B X CREHRT, AEBXCERERNRICARRELIRD 5hRxr

o7,
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6) {8fHE (Tables 13, 14, Appendices 22, 23)
HRYEOR5ICEE T 2 26X 5 Wik h o=, 100mgkg F O DIElR 20 H
AT 300 mg/kg BEDREDIRS 14 HB X UUEHR 20 H OB RIIN IR & LER TP
BETEBEZIRDSNED, A ERHEBEEERED S d o7,

7) HEOFR#E (Table 15, Appendix 24)
B{ENEDE L CEEHRRORBICBNWT, SREBBEHICERRELIZEDSH
R0

8) Mik=24# (Tables 16, 17, Appendices 25, 26, &5 —4% : Appendices 42, 43)
BEHRE THRESBMOREICBWT, SRVERSEHOROMGRE, ~7
k2 )y MEB L O EMBREIE N AR L LR TR P PEER T L, MERES
FUHMBRBICIZETOMTARENROON, £/, MAEREDLAT I )V b
HOEM TR, 100mgkg BED FHRMERAR B X U FH 7R M BRI €8 58 & 16 TN
1000mg/kg B O PR HRIMBMRMAKBIIERREMERLZ. LI LREHNS, ThEH
HOVHEIZVTHD LTEFOYRT — 2B 2 EHGHEOME (Appendices 42
B chHb, =, AREENICE LT 2HERLED ORI o/, BICBVWTHE,
SEHBEBICERRELIERD bhizh oz, EEHEK TRERENICEVW T,
HThMERBOARRBMEDS L CAMRESRIZBIT 3 IFBERO LR OH BREMES
Bodeshi-, T, BLERDSIhREP 27

9) MLE(L# R (Tables 18, 19, Appendices 27, 28, %5 —% : Appendices 42,
43)

RS HIRR TREZBMOREICEVT, BRVEOREICEN T 2ELIIRDS
hiah o7z, 100 mgkg BOHDF b)Y ARERREMEE R LD, EXEHAD
8 (Appendices 42 1) TH b, ELICHBRMBEM RO Shirdr o7, BHEHRK
KRTHRERBMORBIZBWTX, HOPNVTIVBITA YD LADPERREEERT
Li=h, 2hdIEHDBENOME (Appendices 43 BH8) TdH o7z,
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10) &l#: (Tables 20, 21, Appendices 29~31)

BEYEOBRS IEE T AELIXRD 5 Wi d ol BERWEOKRSE L IXMBIRIC,
HRIICROHLNEFRE UTIE, BEHBK THRERBWOREIIBWT, ETH
B RS (BRIME) A% 100 mgkg B 1 EH X 8 300 mgkg B 1L, HT
HIls D FREEA 1000 mgkg B 11T, £ /=, MEHIRE TREBREDICBWTUL,
HETHEO/NREE (M) 5 1000 mgkg #0 1 IRIZED SN,

11) 3ErEE (Tables 22, 23, Appendices 32~35)
SRR THESEY S L OEEHRR TREBRSM L b, EREOHENERS
JUCHENERICERRELMEIRDS AP D2,

12) FEERMRR LR (Tables 24~26, Appendices 29~31, Photos 1~11)

BEBRYBOHRSICERT 2L LT, H5HEKR TRERBY T, BOEFRYT
TR ORRESEARAS 1000 mgrkg BEOME 5 ILi K UHE 4 ITIZER & Sh, HEHED
RERL HNBERL AR TERELNRO SN £z, D 1 ETRATERETHO
KIESED & W=, BEHEKR TRERDYTIX, §OBERRTERY_LRGEMDH
D 1 IRicoARH SN, HLIPREERANRD SN,

BRYWEORS LI EBR R AL L LT, OB IREILEILE B L WEKRMRE
B, DIEOLHEY - B, FRORIREE, IR EGE (C8) 8 XU#
AR, BROKREY v ABREE, WMk, FEEEREE, HFAEBLT
BRSBTS, B RORE Y VNS ESNEEE Y 1000 mgkg FH B WX
HBRIZOH, BORREEKCRD SNz, £k, BOBBIILEARME LROHT
I MM ORI XSS B X R EERILE N BV RERTED SN,
1000 mg/kg B BIT 2 RRLDBMLOBEICHBER L OZERDShgh o7z, 8l
BT, BHRYE RS LITEEHRICRD S W HAEOREEICIXE FASE,
Bl USSR ICITENE RSB L RS SED S hi.
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2. HEFBLHBN
1) BHMCRIETEE
(1) #FEHIRE (Table 27, Appendices 36, 37)
BHMNTOBED AREFETIIBNT, 261H 4~5 BTREZER L, HRAMIC
HERELIZRDShRD 272,
(2) REERB X U2ZHE (Table 27, Appendix 38)
SRS & MEE RS ORI 5 W, RRRLETIET 3EK, &
BEBLUZBRICERREMZRD SNRP 27z,
(3) HfAM, BHRMBLUHEHKRE (Table 27, Appendix 38)
HAE, BEREBIUCERRICERRELEZRDShA»r o7,
(4) HERPE X USRI (Table 27, Appendix 38)
HERE X ERHMICERRELRRD Shid o7z,
(5) BB L UTHEIRRE (Table 27, Appendix 38)
SHmBLUHEREBICREIZFD5h Aok,

2) FERICRITTRE
(1) &HEMEB L UAE (Table 28, Appendix 39)

—H %7 b ORMHERK, 28K, WE 0 BB XU 4 HOFERKB X UHKE,
MR, MW NcHE 4 HOAERCERRELIZRD SN T, FERO—KIK
RICHABRFTEDShAd ok

(2) 2R (Table 29, 30, Appendices 40, 41)

AEBIUVARBE2E T ORBYIIRD SR ok, ABRERIZOWVWTIE,
FRR QTR E ANEH T 3 4] (BEE 1.6%), 1000 mgkg BT 461 (24%), £
HEIRRRDSN BT 16 (0.5%), 1000 mg/kg BT 16 (0.6%), BLTHEITHR
BHN 100 mghkg BT 1H1(06%)RDSN/=. CNEOHBEREE T 5 REWIZ,
MIEBET 4T (2.2%), 100 mgrkg BET 11T (0.6%), 300 mg/kg #T 0T (0%),
BLU1000 mgkg BT 5T (3.1%) THol=. ULOABEROHEFHABHEL
JUHBER2ET2RBPOREARICE, MBHLERYERSHLOBICAER
=3I L, £=, AERLHEBLZENIERSRD 5N R o7,
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z £
1. RE#SBEEICONT

Y OEERELER, BMER FMAERE, SR, B, BREDE, 4E, RESE,
R, MPBERED L CMEELEREICBNT, ERVEOKRSDX2HEREE
BEDSNhah o7z,

HEHERICED SN EAOERXBYHEEC LD DO TR, BOKE LER
MEOEBIZLDZHDTH o7,

[EE R TREBZREY O OB SR M ORE TR S W= lIEFHSEE 30 2HO
HEESROABRREMEIZONTIEX, ZOTHIE (8901counts) BERTF—FOILHE
#iBH (4406~9305 counts) ETH b, 60 FMOEHRICBERZIRHONT, &5
SRR TRESHEMOES R ICIERRECERD ShTHRNWI e P56, HER
PEO#S X RERAEREL T Nz,

7=, MPEFREBLCOEEERBICBWUIERZERO3HBEH o H,
WIhd B HEHERZRAD SN T, LIrERFT—FICBIT2IEREROEMNT
Horlihd, #RYVHOBMESETRT ZEMTRARV L HETI .

FEEREICBW T, HASENCEHORERARMNIIRY LROEEBZRA 1000
mgkg BOMMEICRD SN, BRYBOBRECLIIFELEZI SN £k, HIBOD
WETEOKBEESHOED SN, BBRYEORE 2BHREM 2 ~RT 28 LE
Zoh3, BEEERSY, ZOMOBELIIERYEOREICLLSBERIRDENR
Polk.

ZOLI, BBRYBEOREHRSCIVRD SN BHREEL, REHMFERAT
1000mg/kg BEDMEHICED Sh=HORFE LEBER TS o7z

ZOBoEZ, BERMTEIMD 1 RERVWCRDSSNT, SR TRE TS N
ELTH D LHBBRI =,

7P, MERTIE, HRCHEESORE, HiiNERBORES X HIMREIHR
2B B IFERIR L DR, HICIE PNV T IV BITH) D LAOEKEFBDSNZ. L
D ULRHS, BIRBHORMEES LANBHEOPRETH 2 LEDTHD, ZOMO
2 BREHER TRORBTIRDLNTES T, LrHEHGEROME (Appendix
42,43 BR) TH ol b, ERYBOREIC L 2EFNEEETRT 5D DT
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2L, ERENELEEISN D,

2. BEmMBAEBEICONT

HEMICH LT, BRLAERIEEL ONBHLEATERRELRROS WY, £
BEICHEBRYERES ER T 2 REZNELIEEED SN o7z,

REoN L TIE, BECETAREBIEBVTHERYEOREICL2REIIEDS
hizgdhr ok, HERE2SOZBESHTOBBIONRBEREALNED, WTHhHEHRR
ERNCRDENZHDTY, TNLORRARKIYUAEFROERT—FICBIT S IEEEH
(B DIEERRE : 0~4.93%, EMBIIRET : 0~2.33%, WITRE : 0~1.72%) KN
DETH Y, BRRICHREBICHEEREG W L SEFHERZTRY £k
TERWEHET I Nz,

U EORRE»PS,CLETAY N TW—290DF v hADOREHRSICL 2 BUEEILE
DN, BEW~OREREG I L 5 HEER (NOEL) iME# & 12 300mg/kg/day
LRI, £, BERBYOEMES KCRBYOREIINT HBEBERIC OV
TlX 1000 mg/kg/day &I /=,

X B

1) (12394 Db/ & 0, p. 1068, {LFTHEARE, R, 1994.

2) BT A=4E MSDS.

3) HEEMS, C.I. BV AV M TNV—29DF v b EAV 5 BEHS B4R, 2005,
HENAF VY —F L 5 — ttREH.

4) Morita, H., et al, (1987). Spontaneous malformations in laboratory animals,
Frequency of external, internal and skeletal malformations in rats, rabbits and

mice, Cong. Anom., 27, 147-206.
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Fig. 1 Body weight changes of male rats treated with C.I. pigment blue 29 in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test
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Fig. 2-1 Body weight change in female rats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test
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Fig. 2-2  Body weight changes of female rats of the satellite group treated with C.I. pigment blue 29 in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test
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Fig.3 Food consumption changes of male rrats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test
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Fig. 4~1 Food consumption change in female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

** : Significantly different from control at 5% level of probability (300mg/kg).
* - Significantly different from control at 5% level of probability (100 and 300mg/keg).
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Fig. 4-2  Food consumption change in female rats of the satellite group treated orally with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test
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Table 1 Mortality rate of male rats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 100 300 1000
No. of animals examined 12 12 12 12
No. of animals that died 0 0 0 0
Mortality (%) 0 0 0 0
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Table 2 Mortality rate of female rats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 100 300 1000
No. of animals examined 17 12 12 17
No. of animals that died 0 0 0 0
Mortality (%) 0 0 0 0
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Table 3 Clinical signs of male rats treated orally with C.I. pigment blue 29 in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

Administration period

Recovery period

Dose (mg/kg) 0 100 300 1000 0 1000
Fate TTK TK TK TK KR KR
Clinical signs Grade No. of animals 122 12 12 12® 5 5
Colored stool(Blue) - 12 0 0 0 5 5
+ 0 1 0 0 0 0
++ 0] (0) 0 [a2” 12:| a2™ o ] (12y* 0 ](0) 0] (0)
+++ 0 0 0 12 0 0

TK : Terminal killing.

KR : Killed by design after 14-day recovery period.

~ : Negative. + : Slight. ++ : Moderate. +++ : Severe.

a : Include 5 rats of recovery group.

#* : Significantly different from control at 1% level of probability.
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Table 4-1 Clinical signs of female rats treated orally with C.I. pigment blue 29 in the combined repeated

dose toxicity study with the reproduction/developmental toxicity screening test

300

TK
12

Dose (mg/kg) 0
Fate TK
Clinical signs Grade No. of animals 12
Colored stool(Blue) - 12
+ 0
++ 0:| 0
+ 0

12

|

12 | 12"

TK : Terminal kill on day 5 after perturition.
- : Negative. + : Slight. ++ : Moderate. +++ : Severe.
*% : Significantly different from control at 1% level of probability.
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Table 4-2 Clinical signs of female rats of the satellite group treated orally with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period Recovery period
Dose (mg/ke) 0 1000 0 1000
Fate KR KR KR KR
Clinical signs Grade No. of animals 5 5 5 5
Colored stool(Blue) - 0 5 5
+++ 0 5™ 0 0

KR : Killed by design after 14—day recovery period.
- : Negative. +++ : Severe.

%% : Significantly different from control at 1% level of probability.



Table 5-1

toxicity study with the reproduction/developmental toxicity screening test

< Before administration period >

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of
male rats treated orally with C.I. pigment blue 29 in the combined repeated dose

Dose(mg/kg) 0 100 300 1000
[tems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 11 11 11 10
Temporally in handling 1 1 1 2
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 11 12 12 12
2 or more 1 0 0 0
Color: Pale yellow 2/2 2/2 2/2 -
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Appearance:Normal 1/1 - 1/1 1/1

.12.
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Table 5-2

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

male rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 100 300 1000

Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12

from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth—-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces

Vocalization Not detected 12 12 12 10
Temporally in handling 0 0 0 2

Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
l.ocomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Color: Pale yellow 4/4 1/1 2/2 1/1

Defecation Not detected or 1 12 12 12 11
2 or more 0 0 0 1

Appearance:Normal 1/1 1/1 1/1 2/2
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Table 5-3

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

male rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 100 300 1000
[tems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 11
Temporally in handling 0 0 0 1
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 4/4 3/3 2/2 1/1
Defecation Not detected or 1 11 12 12 12
2 or more 1 0 0 0
Appearance:Normal 1/1 4/4 1/1 1/1

.14.
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Table 5-4

toxicity study with the reproduction/developmental toxicity screening test

< On week 3 of administration period >

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of
male rats treated orally with C.I. pigment blue 29 in the combined repeated dose

Dose(mg/kg) 0 100 300 1000
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 11 11 11 11
Temporally in handling 1 1 1 1
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 i2 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 3/3 2/2 - -
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Appearance:Normal 1/1 2/2 2/2 3/3
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Table 5-5

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

male rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 4 of administration period >

Dose(mg/kg) 0 100 300 1000
[tems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 11 12 12 9
Temporally in handling 1 0 0 3
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 2/2 - 1/1 1/1
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal
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Table 5-6

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

male rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 5 of administration period >

Dose(mg/ke) 0 100 300 1000
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 11 12 11 8
Temporally in handling 1 0 1 4
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color:Pale yellow 3/3 - 1/1 2/2
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Appearance:Normal 1/1 1/1 1/1 -
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Table 5-7

toxicity study with the reproduction/developmental toxicity screening test

< On week 6 of administration period >

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of
male rats treated orally with C.I. pigment blue 29 in the combined repeated dose

Dose(mg/kg) 0 100 300 1000
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 11 10
Temporally in handling 0 0 1 2
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 2/2 - 2/2 1/1
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Appearance:Normal 2/2 1/1 - -
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Table 5-8 Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of male rats treated orally with C.[. pigment blue 29 in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of recovery period >

Dose(mg/kg) 1000
[tems No. of animals 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 4
Temporally in handling 1 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow 2/2 1/1
Defecation Not detected or 1 4 5
2 or more 1 0
1 —

Appearance:Normal

f—y
~
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Table 5-9 Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of male rats treated orally with C.I. pigment blue 29 in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose(mg/kg) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eve discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 4
Temporally in handling 1 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal ) 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 4 5
2 or more 1 0
Color: Pale yellow 2/2 1/1
Defecation Not detected or 1 5 5
2 or more 0 0
Appearance:Normal 1/1 -
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Table 6-1

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< Before administration period >

Dose(mg/kg) 0 100 300 1000

Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12

from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces

Vocalization Not detected 12 10 12 11
Temporally in handling 0 2 0 1

Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Color: Pale yellow 1/1 1/1 5/5 1/1

Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal
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Table 6-2

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 100 300 1000
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth—-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 9
Temporally in handling 0 0 0 3
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 2/2 1/1 2/2 2/2
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal
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Table 6-3

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 100 300 1000
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 6 10 11
Temporally in handling 0 6™ 2 1
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 1/1 1/1 1/1 1/1
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal

*% : Significantly different from control at 1% level of probability.
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Table 6-4

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

female rats treated orally with C.l. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 3 of administration period >

Dose(mg/kg) 0 100 300 1000
[tems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 11 10 12 11
Temporally in handling 1 2 0 1
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 i2 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 1/1 2/2 2/2 2/2
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal
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Table 6-5

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 4 of administration period >

Dose(mg/kg) 0 100 300 1000
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 10 11 9
Temporally in handling 0 2 1 3
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color:Pale yellow 2/2 1/1 1/1 3/3
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal
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Table 6-6

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 5 of administration period >

Dose(mg/kg) 0 100 300 1000
[tems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 11 11 12 12
Temporally in handling 1 1 0 0
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color: Pale yellow 4/4 3/3 1/1 -
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal
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Table 6-7

Incidence of detailed clinical signs in the FOB (Functional Observation Batteries) of

female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

< On week 6 of administration period >

Dose(mg/kg) 0 100 300 1000
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 11 11 12 12
Temporally in handling 1 1 0 0
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12
2 or more 0 0 0 0
Color:Pale yellow 2/2 2/2 1/1 -
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0 0

Appearance:Normal
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Table 6-8 Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< Before administration period >

Dose(mg/kg) 0 1000
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow 1/1 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-9 Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow 1/1 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-10  Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 1000
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected b 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

.30.

Study No. 03-306




Table 6-11 Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.l. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 3 of administration period >

Dose(mg/kg) 0 1000
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 )
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 5
2 or more - 0 0

Appearance:Normal
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Table 6-12 Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 4 of administration period >

Dose(mg/kg) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 )
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5

2 or more 0 0

Color: Pale yellow 1/1 -
Defecation Not detected or 1 5 5

2 or more 0 0

Appearance:Normal
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Table 6-13  Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 5 of administration period >

Dose(mg/kg) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected ] 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow 1/1 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-14  Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 6 of administration period >

Dose(mg/kg) 1 1000
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal b 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal h 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow 1/1 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

.34.

Study No. 03-306




Table 6-15  Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 1 of recovery period >

Dose(mg/kg) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 3] 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected ) 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal ) 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow 1/1 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-16  Incidence of detailed clinical signs in the FOB (Functional Observation Batteries)
of female rats of the satellite group treated orally with C.I. pigment blue 29 in the
combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test

< On week 2 of recovery period >

Dose(mg/kg) 0 1000
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

-36.

Study No. 03-306
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Table 7-1 Incidence of responses in the sensory/reflex function test of male rats treated orally with C.I. pigment blue 29

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Dose(mg/kg) 0 100 300 1000
[tems No. of animals examined 5 53 5 5
Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Pinna reflex Normal 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 7-2 Incidence of responses in the sensory/reflex function test of male rats treated orally with C.I. pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

.g¢-

On week 6 of administration period On week 2 recovery period
Dose(mg/kg) 0 1000 0 1000
[tems No. of animals examined 5 5 5 5
Hearing reaction Normal 5 5 5 5
Eve sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Pinna reflex Normal 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5

90€-20 'ON £pn3g
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Table 8-1 Incidence of responses in the sensory/reflex function test of female rats treated orally with C.I. pigment blue 29

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Dose(mg/kg) 0 100 300 1000
Items No. of animals examined 5 5 5 5
Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Pinna reflex Normal 5 5 ) 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 8-2 Incidence of responses in the sensory/reflex function test of female rats of the satellite group treated orally with
C.1. pigment blue 29 in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

-0F-

On week 6 of administration period On week 2 recovery period
Dose(mg/kg) 0 1000 0 1000
[tems No. of animals examined 5 5 5 5
Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Pinna reflex ‘ Normal 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5

908-£0 "ON 4Apnig




Table 9-1 Mean value of landing foot splay, grip strength and motor activity of male rats treated orally
with C.I. pigment blue 29 in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 6 of administration period>

-1¥p-

Dose No. of Landing foot Grip strength(g) Motor activity (counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.
0 5 10.6 635 356 7321 8056

+ 1.0 * 85 + 129 + 047 += 1225
100 5 9.6 753 358 7747 11746
+ 1.3 += 127 + 89 + 1755 + 3323
300 5 9.4 623 258 7292 8455
+ 2.8 + 146 + 62 + 2103 + 2283
1000 5 9.9 725 405 6639 8842
+ 1.6 + 230 + 100 + 1528 + 4044

90€-£0 "ON 4pmig

Each value is exprssed as mean+S.D.
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Table 9-2  Mean value of landing foot splay, grip strength and motor activity of male rats treated orally
with C.I. pigment blue 29 in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<A : On week 6 of administration period, B : On week 2 of recovery period>

Dose No. of Landing foot Grip strength (g) Motor activity (counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.
0 5 10.4 695 328 8248 10437
+= 2.6 + 235 *+* 73 + 379 + 2172
A
1000 5 10.4 630 378 8901 * 12211
= 21 + 247 += 60 + 434 + 1750
0 5 10.3 446 421 6877 8522
*+ 19 + 122 + 155 + 1305 + 2499
B
1000 5 9.9 644 * 423 7233 8133
+= 2.0 + 150 + 55 + 1849 + 2270

90€-€0 "ON 4pm)g

Each value is exprssed as mean=*S.D.
¥ : Significantly different from control at 5% level of probability.
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Table 10-1  Mean value of landing foot splay, grip strength and motor activity of female rats treated crally
with C.I. pigment blue 29 in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Dose No. of Landing foot Grip strength(g) Motor activity (counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min.

0 5 6.6 567 344 7641
+ 0.9 + 146 + 162 *+ 541
100 5 6.8 580 307 7895
+ 1.6 + 85 + 69 *+ 1578
300 5 7.7 538 323 8762
+ 1.3 + 150 + 104 * 739
1000 5 1.7 558 251 7052
+ 2.8 + 213 + 101 + 2140

Each value is exprssed as mean=+S.D.
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Table 10-2 Mean value of landing foot splay, grip strength and motor activity of female rats of the satellite group treated

orally with C.I. pigment blue 29 in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test

<A : On week 6 of administration period, B : On week 2 of recovery period>

Dose No. of Landing foot Grip strength (g) Motor activity (counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.
0 5 8.1 485 217 8769 12310
+= 1.9 + 155 + 34 + 1060 + 3290
A
1000 5 6.7 663 268 8882 13688
+= 24 + 176 + 78 = 942 + 2628
0 5 7.5 410 295 7982 10789
+ 2.6 += 90 + 88 + 878 + 3946
B
1000 5 6.2 631 ** 340 7629 10897
+= 1.3 + 98 + 49 + 637 + 2840

Each value is exprssed as mean=®S.D.

*% : Significantly different from control at 1% level of probability.



Table 11 Body weights of male rats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test
(@
Dose Days of administration Gain ( Days of recovery ) Gain
(mg/kg) 1 7 14 21 28 35 42 1~42 42 (0) 49 (7) 56 (14) 42~56
0 382 405 430 452 474 497 514 131 526 540 548 22
+= 16 + 18 += 22 + 23 += 30 + 31 + 36 += 27 + 28 + 35 + 32 + 5
(12) (12) (12) (12) (12) (12) (12) (12) 6] )] (5) (5)
100 381 403 423 441 464 481 497 116
+ 17 + 18 + 23 + 24 + 27 + 29 + 32 + 24
o.é (12) (12) (12) (12) (12) (12) (12) (12)
300 382 405 425 445 465 485 491 108
+ 21 + 22 + 28 += 30 + 31 += 33 += 37 + 24
(12) (12) (12) (12) (12) (12) (12) (12)
1000 384 411 430 454 478 498 510 126 508 523 528 19
+ 15 + 18 + 21 + 23 += 25 += 27 + 31 + 22 + 44 + 46 + 48 + 13
(12) (12) (12) (12) (12) (12) (12) (12) ) 5) (5) (5)

Each value is expressed as mean+S.D.

908-80 'ON Apn3ig

(n): No. of animals.
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Table 12-1 Body weights of female rats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

(g)
Dose Days of premating Gain Days of pregnancy Gain Days of lactation  Gain
(mg/kg) 1 7 14 1~14 0 7 14 20 0~20 0 4 0~4
0 236 247 258 22 263 239 338 423 160 313 340 28
+ 17 + 18 += 21 £ 8 + 25 += 29 += 30 +* 32 %= 10 + 31 + 34 = 10
12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)
100 239 249 264 25 269 310 348 431 162 325 348 24
+ 14 + 11 += 17 = 9 + 19 += 20 + 23 += 29 =+ 16 + 24 X 28 += 7
(12) (12) (12) (12) 12) (12) (12) (12) (12) 12) (12) (12)
300 238 252 266 28 275 313 355 449 174 343 360 17
+ 15 + 18 += 21 x 9 += 23 + 24 += 27 &£ 35 £ 15 + 27 £ 35 + 15
(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)
1000 236 249 261 25 269 304 344 426 158 331 351 20
+ 13 + 16 += 19 = 10 += 20 += 20 + 25 £ 33 £ 20 + 29 £ 32 += 7
(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

908-80 ON Apnig

Each value is expressed as mean=*+S.D.
{(n): No. of animals.
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Table 12-2 Body weights of female rats of the satellite group treated orally with C.I. pigment blue 29 in the combined repeated study
dose toxicity with the reproduction/developmental toxicity screening test

(®
Dose Days of administration Gain ( Days of recovery ) Gain
(mg/kg) 1 7 14 21 28 35 42 1~42 42 (0) 49 (7 56014 42~5H6
0 244 256 272 283 288 303 311 67 311 323 323 12

-+

+ 16 * 13 * 12 * 15 * 19 * 14 * 15 11+ 15 £ 18 * 17 =* 4
() (5) (5) ® (5) (5 (%) 5 (5) () (5) (5)

1000 239 256 272 287 299 303 305 66 305 313 314 9
+ 10 * 22 + 20 * 26 =+ 37 * 33 * 29 22 29 =+ 28 * 32
(5 (5) (5) (®) (5) (5) 6) (5) (5) &) (5) ®

+
H+
H+
-~

Each value is expressed as mean®S.D.
(n): No. of animals.



Table 13

Food consumption of male rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( g/rat/day )
Dose Days of administration ( Days of recovery )
(mg/kg) 1 7 14 21 28 35 41 43 (1) 49 (7) 55 (13)
0 33 32 33 36 35 34 34 36 32 34
+ 4 + 3 + 9 + 4 + 3 + 2 + 3 + 3 + 1 + 2
(12) (12) (12) (12) (12) (12) (12) ) (5) (5)
100 34 32 32 35 34 33 36
+ 2 + 4 + 3 + 4 + 3 + 3 + 4
(12) (12) (12) 12) (12) (12) 12)
= 300 34 32 32 36 36 35 31
' + 3 + 3 + 9 + 4 + 2 + 2 + 11
(12) 12 (12) (12) (12) (12) (12)
1000 34 33 34 37 36 35 35 32 32 31
+ 2 + 4 + 3 + 4 + 4 + 4 + 4 + 6 + 4 + 5
(12) (12) (12) (12) (12) 12) (12) 6)) 5) (5)

Each value is expressed as mean=*S.D.
(n) : No. of animals.

908-80 'ON 4pmig
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Table 14-1 Food consumption of female rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Days of premating Days of pregnancy Days of lactation
(mg/kg) 1 7 14 0 7 14 20 0 3
0 24 24 22 18 27 29 29 28 55
+ 4 + 3 + 3 + 5 + 4 += 3 + 4 + 7 + 7
12) (12) (12) (12) (12) (12) (12) (12) (12)
100 23 24 22 20 28 30 34 * 31 58
+ 3 *+ 3 + 2 + 3 + 4 + 2 + 3 + 5 + 5
(12) (12) (12) (12) (12) (12) (12) (12) (12)
300 23 26 25 * 21 27 31 34 * 33 59
+ 3 = 4 + 3 + 4 + 3 + 4 + 3 + 6 + 6
(12) (12) (12) (12) (12) (12) (12) (12) (12)
1000 23 23 24 20 28 30 32 32 55
+ 4 + 2 + 3 + 4 + 9 + 4 + 4 + 5 + 8
12) (12) (12) (12) (12) (12) (12) (12) (12)

Each value is expressed as mean=+S.D.
(n) : No. of animals.
% : Significantly different from control at 5% level of probability.
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Table 14-2

Food consumption of female rats of the satellite group treated orally with C.I. pigment blue 29 in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test

( g/rat/day )
Dose Days of administration ( Days of recovery )
(mg/ke)
1 7 14 21 28 35 42 (0) 49 (7) 55 (13)
0 25 21 24 26 27 21 25 26 20
+ 2 + 5 + 2 + 2 += 2 + 4 + 4 + 3 + 4
) 5) (5) %) 5) (5) (5) (5) (5)
1000 23 24 26 25 28 25 22 24 22
= 4 + 3 = 4 + 5 + 3 += 5 += 3 + 5 + 4
5) )] 5) 6 (5) 5 (5 5) 5)

Each value is expressed as mean®S.D.
{(n) : No. of animals.
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Table 15-1 Urinary findings of male rats treated orally with C.[.pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< On day 40 of administration period >

Dose No. of Color Cloudy Volume® Specific®’ Na® Na® K K pH
(mg/kg) animals PY — +  (mL/18hr) gravity (mEq/L)  (mEq/18hr) (mEq/L) (mEq/18hr) 60 65 7.0 75 8.0 8.5
0 5 5 5 15.9 1.055 130 2.03 162 2.38 2 3
* 5.4 +0.010 + 13 + 0.56 + 57 +0.28
100 5 5 5 12.7 1.059 149 1.81 214 2.58 1 4
+ 42 +0.013 + 33 + 0.28 + 49 +0.36
300 5 5 5 12.0 1.059 168 1.85 212 2.26 1 4
+ 5.5 +0.017 X 46 + 0.35 + 65 + 0.28
1000 5 5 5 11.4 1.062 130 1.46 215 2.33 2 3
+ 35 +0.008 + 16 + 0.41 + 44 +0.15
Dose No. of Protein Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals —  * + -+ + — 4 =+ 0.1 1 2 — 4+ o+
0 5 2 2 1 5 3 1 1 4 1 5 5
100 5 4 1 5 5 5 5 5
300 5 5 5 3 2 5 5 5
1000 5 1 3 1 5 2 3 5 5 5
a):Mean®S.D.

Color : PY(pale yellow).

Cloudy : —(negligible), +{(cloudy).

Protein : —{negligible), +{15~30mg/dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL).
Glucose : —(negligible), +(0.1g/dL), +(0.25g/dL).

Ketone body : —(negligible), +(5mg/dL), +(15mg/dL), ++(40mg/dL).

Occult blood : —(negligible), *{trace), +(slight), ++(moderate), +++(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), + (slight), ++(moderate).
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Table 15-2

Urinary findings of male rats treated orally with C.l.pigment blue 29

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< On day 40 of administration period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — . o — + o+t ++ +++ — + ++ F++ - ++ o+
0 5 4 1 5 2 5 5
100 5 5 5 2 5 5
300 5 5 5 1 1 5 5
1000 5 5 5 3 5 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/kg) _animals — ko - 4+ o+ = 4+ — + - + -+ — + o+
0 5 2 3 5 5 5 5 5 5
100 5 5 5 5 5 5 5 5
300 5 4 1 5 5 5 5 5 5
1000 5 3 2 5 5 5 5 5 5
— : Not observed, -+ : A few in some fields, ++ : A few in all fields, +++ : Many in all fields.
Crystals . Epithelial cells. Casts.
Mg(ammonium magnesium phosphate). Sq(squamous). G(granule).
Cal(calcium carbonate). R(round). H(hyaline).
Ams(amorphous). S(spindle). Wiwaxy).
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Table 15-3 Urinary findings of male rats treated orally with C.I.pigment blue 29

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose No. of Color Cloudy Volume® Specific®! Na® Na® K® K? pH
{mg/kg) animals PY Y — +  (mL/18hr)  gravity (mEq/L) (mEq/18hr) (mEq/L) (mEq/18hr) 60 65 70 7.5 8.0 8.5
0 5 2 3 5 10.4 1.062 134 1.37 234 2.37 5
* 3.0 +0.007 + 19 + 0.34 = 31 +0.40
1000 5 2 3 5 9.8 1.064 160 1.56 237 2.27 5
+ 3.4 +0.006 + 21 * 0.60 + 19 +0.58
Dose No. of Protein Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ + o+ — * 4+ = S = T 4 A et 0 1 2 - + 4+
0 5 3 2 5 4 1 5 5 5
1000 5 2 3 5 4 1 5 5 5
a):Mean=*S.D.

Color : PY(pale yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), +(15~30mg/dL), +(30mg/dL), ++{(100mg/dL), +++(300mg/dL.).
Glucose : —(negligible), +(0.1g/dL), +(0.25g/dL.).

Ketone body : —(negligible), =(5mg/dL), +(15mg/dL), ++(40mg/dL).

Occult blood : —(negligible), *(trace), + (slight}, ++(moderate), +++(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), + (slight), ++(moderate).
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Table 154

Urinary findings of male rats treated orally with C.I.pigment blue 29
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals + ++ -+ — + ++ ++ +4++ — + ++ 4+ — ++ 4
0 5 5 2 3 5 5
1000 5 5 4 5 5
Epithelial cells Casts Fat
Dose No. of Sq R G H W globules
(mg/kg) animals 4+t — 4+ ++ ++ — + — + — + — +  ++
0 5 3 5 5 5 5 5
1000 5 2 5 5 5 5 5
— : Not observed, + : A few in some fields, ++ : A few in all fields, +++ : Many in all fields.
Crystals . Epithelial cells. Casts.
Mg(ammonium magnesium phosphate). Sq(squamous). G(granule).
Calcalcium carbonate). R(round). H(hyaline).
Ams{amorphous). S(spindle). W(waxy).
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Table 16-1

Hematological findings of male rats treated orally with C.I.pigment blue 29

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) animals (10*/ u L) (g/dL) (%) (fl) (pg) (%) (%) (sec) (sec)

0 5 846 15.9 46.0 55 18.8 34.6 29 13.3 23.0

+ 52 + 0.5 =+ 1.8 + 2 + 0.7 + 0.4 + 8 + 05 =+ 1.8

100 5 834 14.5 ** 42.9 52 % 17.4 ** 33.8 28 13.2 22.0

+ 44 + 0.8 + 1.9 + 2 += 0.7 + 0.8 =+ 4 + 0.5 =+ 1.5

300 5 820 14.8 * 43.4 53 18.0 34.1 26 13.7 22.8

+ 46 += 0.8 + 1.7 + 1 += 0.3 + 0.8 * 6 += 0.7 + 0.8

1000 5 835 14.8 * 43.8 53 17.7 % 33.8 28 13.1 22.1

+ 25 + 0.3 * 14 + 2 + 0.3 + 1.0 =+ 5 + 0.5 =+ 1.6

Differential leukocyte counts (%)

Dose No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ n L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10%/ . L)

0 5 92 0 1 0 16 80 3 0 121

+ 26 +* 0 + 1 += 0 + 6 =+ 5 + 1 + 0 -+ 14

100 5 59 * 0 1 0 26 70 3 0 115

+ 10 += 0 += 1 += 0 + 13 * 15 += 2 += 0 + 12

300 5 58 * 0 2 0 19 75 4 0 139

*+ 13 += 0 = 2 £ 0 + 7 + 8 +* 3 = 0 + 20

1000 5 60 * 0 1 0 14 82 3 0 1490

+ 10 += 9 = 0 *= 0 * 2 + 2 * 1 += 0 + 13

Each value is expressed as mean*S.D.
* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 16-2 Hematological findings of male rats treated orally with C.l.pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) animals (10%/ 1 1) (g/dL) (%) (fL) (pg) %) {%o) {sec) (sec)

0 5 880 15.4 45.8 52 i7.5 33.7 24 13.3 24.1

* 31 + 0.3 + 1.2 * 1 + 0.4 + 0.7 + 3 = 0.8 + 1.1

1000 5 915 16.1 * 47.0 51 17.6 34.2 26 13.3 24.7

+ 20 + 0.3 + 1.6 + 1 + 0.2 + 0.6 + 4 += 0.5 + 1.0

Differential leukocyte counts (%)

Dose No. of WBC Neutro. Plat.
(mg/kg) animals 0%/ u L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10%/ 1)

0 5 84 0 2 0 22 72 4 0 131

=+ 12 *+*= 0 =+ 1 = 0 + 7 + 5 =+ 2 += 0 + 19

1000 5 84 0 0 * 0 17 79 4 0 136

+ 25 +* 0 + 1 + 0 =+ 4 + 3 + 1 + 0 + 11

Each value is expressed as mean=S.D.
* : Significantly different from control at 5% level of probability.



Table 17-1 Hematological findings of female rats treated orally with C.[.pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/ 1) (g/dL) %) (fL) (pg) (%) (%o) (sec) (sec)
0 5 698 13.4 39.9 57 19.2 33.5 65 13.9 18.9
+ 46 + 0.8 + 2.1 + 1 + 0.4 * 0.7 + 7 + 0.3 + 1.2
100 5 710 13.6 39.9 56 19.2 34.1 67 13.6 19.2
=+ 33 =+ 0.2 * 1.0 + 2 + 0.8 + 0.7 * 8 + 0.8 + 1.9
300 5 681 12.9 38.3 56 18.9 33.6 59 13.7 17.9
+ 44 + 0.6 + 1.5 + 2 *+. 0.6 + 0.7 + 3 + 0.5 =+ 2.7
1000 5 693 12.6 37.1 54 18.2 33.9 58 13.7 18.7
. =+ 45 *+ 1.2 + 3.1 + 4 + 1.3 * 0.6 + 9 * 0.4 + 0.9
3
Differential leukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ 4 L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10%/ 1 1)
0 5 86 0 0 0 26 71 3 0 173
+ 8 *+*= 0 +x 0 = 0 * 7 + 6 *x 2 += 0 =+ 21
100 5 79 0 0 0 26 70 3 0 169
=+ 22 += 0 += 1 * 0 + 15 + 14 +*= 3 += 0 + 18
300 5 71 0 1 0 21 76 1 0 171
* 14 = 0 + 1 * 0 + 10 +* 11 +* 2 += 0 +* 41
1000 5 65 0 1 0 20 76 3 0 183
+ 7 += 0 + += 0 + 5 + 8 =+ 2 *+* 0 + 40

Each value is expressed as mean*S.D.
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Table 17-2

Hematological findings of female rats treated orally with C.Lpigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg)  animals (10%/ p L) (g/dL) %) (fL) (pg) (%) (%o) (sec) (sec)

0 5 821 15.6 45.0 55 19.1 34.8 25 12.9 19.1

+ 30 + 0.5 + 1.5 = 1 += 0.7 + 1.0 * 6 + 0.2 + 1.9

1000 5 850 15.9 45.8 54 18.7 34.8 23 12.9 18.1

+ 17 *+= 0.5 + 1.6 =+ 2 £ 0.6 * 05 + 5 + 0.4 x 0.9

Differential leukocyte counts (%)

Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ n 1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 0%/ u L)

0 5 47 0 2 0 14 82 2 0 129

+ 23 +*= 0 *= 2 *+ 0 + 3 * 3 st 1 += 0 + 9

1000 5 44 0 1 0 17 80 0 136

+ 14 = 0 += 1 *+= 0 =+ 6 =+ 6 * += 0 = 6

Each value is expressed as mean+S.D.



Table 18-1

< After admonistration period >

Blood biochemical findings of male rats treated orally with C.I.pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose No. of LDH AST ALT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals {u/L) (Iu/L) (IU/L) (1IU/L) (IU/L) (IU/L) (g/dL) (g/dL) (mg/dL)

0 5 420 86 45 451 0.51 47 6.08 3.02 0.99 69

+ 85 + 9 g 3 + 97 + 0.13 + 14 + 0.20 + 0.03 + 0.08 + 11

100 5 435 84 45 433 0.58 54 5.75 2.76 0.92 64

+ 111 + 9 =+ 5 + 90 + 0.09 + 14 + 0.31 + 0.23 + 0.06 + 6

300 5 489 93 46 448 0.58 46 5.71 2.73 0.92 72

+= 133 + 18 + 11 + 88 + 0.17 + 8 + 0.52 + 0.24 + 0.04 + 16

1000 5 515 85 40 483 0.66 54 5.86 2.94 1.01 64

i + 171 + 8 =+ 5 + 112 + 0.28 =+ 18 + 0.15 + 0.15 + 0.06 b 8

©
Dose No. of T.G. Glu. BUN Crea. T-Bil Ca P Na K Cl

(mg/ke) animals (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mg/dL} (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)

0 5 b4 152 14.6 0.47 0.30 9.7 6.9 145 4.54 107

+ 27 + 12 += 1.3 + 0.04 + 0.06 + 0.2 + 0.5 + 0 + 0.12 + 0

100 5 53 158 14.8 0.43 0.29 9.4 7.0 144 * 4.58 106

+ 22 + 10 + 1.3 + 0.05 + 0.04 *+= 0.2 += 0.2 + 1 + 0.29 + 1

300 5 42 149 15.1 0.43 0.28 9.3 6.5 144 4.76 107

o 24 + 10 + 1.2 + 0.02 + 0.04 += 0.4 += 0.3 =+ 1 + 0.25 + 1

1000 5 41 146 14.1 0.44 0.29 9.5 7.0 145 4.77 106

+ 3 + 11 * 1.6 + 0.02 + 0.03 * 04 + 0.6 + 0 + 0.36 + 1

90€-80°0N Apnig

Each value is expressed as mean®S.D.
* : Significantly different from control at 5% level of probability.



Table 18-2 Blood biochemical findings of male rats treated orally with C.I.pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >
Dose No. of LDH AST ALT ALP vy -GTP ChE T.P. Alb, A/G T-Cho.
(mg/kg) animals (Tu/L) (Tu/L) (IU/L) (TU/L) (Tu/L) (IU/L) (g/dL) (g/dL) (mg/dL)
0 5 319 74 37 362 0.75 41 6.14 2.98 0.95 60
+ 185 £ 11 = 3 = 68 £ 036 =+ 9 =+ 026 = 011 £ 005 £ 13
1000 5 301 80 42 292 0.72 54 6.19 2.95 0.91 59
+ 116 = 9 = 5 £ 48 =+ 053 = 16 £ 029 *= 019 =+ 006 =*= 17
Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 39 165 14.5 0.44 0.30 10.0 6.4 146 4.83 105
o + 22 x££ 13 £ 17 £ 004 = 004 £ 03 X 03 = 1 * 026 = 1
=)
1000 5 49 161 15.5 0.44 0.27 9.7 6.6 146 4.94 105
+ 27 x* 28 +x 13 == 001 =% 007 £ 03 == 04 = 2 £ 040 == 2

Each value is expressed as mean3:S.D.

* : Significantly different from control at 5% level of probability.
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Table 19-1

Blood biochemical findings of female rats treated orally with C.I.pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After admonistration period >

Dose No. of LDH AST ALT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (IU/L) (1u/L) (IU/L) {u/L) (IU/L) (Iu/L) (g/dL) {g/dL) (mg/dL)
0 5 353 85 65 346 0.82 286 6.19 3.20 1.07 77
+= 168 + 13 £ 14 £ 145 =+ 024 £+ 65 = 044 £ 040 £ 014 = 4
100 5 342 92 69 318 0.75 317 6.15 3.29 1.19 80
+ 145 + 13 =+ 8 * 130 =+ 027 = 99 £ 013 =+ 016 =+ 008 =X 19
300 5 327 88 63 431 0.73 226 5.87 2.97 1.02 72
+ 124 £ 12 +*+ 14 + 255 =+ 018 =+ 45 £ 0.09 X 008 =+ 003 =+ 12
1000 . 5 459 96 63 276 0.64 282 6.07 3.11 1.05 74
& + 131 + 30 *+ 19 + 67 + 0.11 + 81 + 0.22 *+ 0.24 + 0.12 + 12
[
Dose No. of T.G. Glu. BUN Crea. T-Bil Ca P Na K Cl
(mg/kg) animals (mg/dL}  (mg/dl)  (mg/dL) (mg/dL) (mg/dL)} (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 105 147 23.6 0.50 0.25 10.3 8.1 146 5.04 103
x 52 £ 13 + 45 £ 005 £ 004 =+ 04 =+ 08 = 2 =+ 017 = 2
100 5 131 136 24.1 0.48 0.24 10.2 7.9 146 4.79 103
+ 28 + 15 *+ 41 = 003 £ 002 == 04 =X 08 = 2 £ 015 =% 2
300 5 95 146 23.6 0.51 0.24 10.2 8.8 145 5.12 104
+ 3 =+ 14 *+ 25 £ 003 £ 002 = 02 £ 05 =+ 2 £ 033 #+ 2
(@]
(a3
g_ 1000 5 126 132 23.8 0.50 0.24 9.9 7.5 146 4.90 105
; + 57 = 8 =+ 22 =+ 001 £ 005 *= 02 =+ 1.1 -+ 1 &= 030 =+ 2
o
2 Each value is expressed as mean3S.D.
g * : Significantly different from control at 5% level of probability.
2] %% : Significantly different from control at 1% level of probability.



Table 19-2 Blood biochemical findings of female rats treated orally with C.I.pigment blue 29

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose No. of LDH AST ALT v-GTP ChE T.P. A/G T-Cho.
(mg/kg) animals (Iu/L) (Iu/L) (Iu/L) (Iu/L) (1U/L) {g/dL) {mg/dL)

0 5 394 151 56 1.11 520 6.77 1.35 101

+ 282 *+ 165 =+ 32 + + 0.53 + 117 + 0.23 + 0.11 + 13

1000 5 396 99 51 0.94 525 6.49 1.19 89

+ 142 + 60 + 44 =+ + 0.24 + 114 + 0.25 =+ 0.12 + 26

Dose No. of T.G. Glu. BUN T-Bil Ca P K Cl

(mg/kg) animals (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) (mg/dL) {(mg/dL) (mEq/L) (mEqg/L)

0 5 24 125 15.9 0.26 10.1 57 5.06 106

%' + 3 * 11 + 24 + 0.03 0.4 0.3 -+ 0.46 + 1

1000 5 19 126 16.1 0.25 9.7 5.7 4.49 * 108

+ 4 + 12 *+* 25 + 0.03 0.1 0.4 =+ 0.29 + 1

Each value is expressed as mean=*+S.D.

* : Significantly different from control at 5% level of probability.

90£-£0°ON Apnig
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Table 20 Incidence of necropsy findings of male rats treated with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period After recovery periocd

Dose (mg/kg) 0 100 300 1000 0 1000

Fate TK TK TK TK KR KR

Organs ! Findings No. of animals 7 12 12 7 5 5
Epididyms : Nodule - 7 11 11 7 5 5
+ 0 1 1 0 0 0

Testis ~ : Small - 7 12 12 7 5 4
+ 0 0 0 0 0 1

— 1 Negtive. + : Slight.
TK : Terminal killing. KR : Killed by design after 14-day recovery period.
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Table 21 Incidence of necropsy findings of female rats treated with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period After recovery period
Dose (mg/kg) 0 100 300 1000 0 1000
Fate TK TK TK TK KR KR
Organs : Findings No. of animals 12 12 12 12 5 5
Thymus : Reddish area 12 12 12 11 5 5
0 0 0 1 0 0

— @ Negtive. + @ Slight.

TK : Terminal killing. KR : Killed by design after l4-day recovery period.
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Table 22-1 Absolute and relative organ weights of male rats treated orally with C.].pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus  Thyroid Pituitary Adrenal  Testis ?g;i:lzl Epididymis
(mg/kg) () (@ (& (& (® (@ (g (mg) (mg) (mg) (& (g (8
0 468 2.09 11.86 3.02 0.86 1.51 0.36 32.6 14.4 73.7 3.60 2.22 1.34
Absolute +34  +0.08 +1.43 +0.13 +0.10 =0.10 +0.14 +3.8 +0.9 *21.5 +0.14 +0.14 +0.08
(7) () )] )] %) (5) 5 (5) 5) e M 6)) ()]

100 464 2.01 11.55 3.14 0.86 1.49 0.27 30.5 12.7 59.2 3.31 2.25 1.31
+28 +0.05 +0.98 +0.33 +0.15 +0.19 +0.07 *+2.1 +1.2 +3.3 =*0.39 +0.23 +0.12

(12) (5) (5) (5 (5 ) )] ® (5) )] (12) 5) (12)

300 461 2.04 11.39 3.21 0.84 1.38 0.28 31.1 14.7 58.3 3.53 2.23 1.37
+33 +0.05 +1.46 *+0.35 +0.12 +0.06 +0.06 +3.5 +3.1 +6.6 +0.35 +0.38 +0.11

(12) (5) )] (5) (5) (5) 5) 6] ®) )] (12) 5 (12)

1000 475 2.05 11.76 3.21 0.75 1.58 0.33 36.6 14.0 59.2 3.60 2.42 1.38
+16  *0.05 +0.94 +£0.21 +0.13 +0.08 +0.04 +4.1 *+1.6 +7.1 +0.13 +0.29 +0.08

¢)) (5 (5) 6] ) 6] 5) 6] (5) 5) ¢)) (5 (7

0 468 0.45 2.54 0.65 0.19 0.32 0.08 7.0 3.1 15.7 0.77 0.48 0.29
Relative @ +34 #+0.02 =*0.19 *0.06 *0.02 =*=0.01 +0.02 +0.9 +0.2 +4.5 +0.07 +0.05 +0.02
7 (5) 5) 5 (5 16)] (5) GY) )] () (n (5) N

100 464 0.44 2.51 0.68 0.19 0.32 0.06 6.7 2.8 12.9 0.72 0.49 0.28
+28  *0.02 +0.09 *+0.07 +0.03 *0.02 +0.01 +0.8 +0.3 +1.1 +0.09 £0.07 +0.02

12) 16)] (5) )] (5) (5) 6] (5) %) )] (12) 5) (12)

300 461 0.45 2.47 0.70 0.18 0.30 0.06 6.8 3.2 12.8 0.77 0.49 0.30
+33  +0.03 +0.10 *0.05 +0.02 *+0.03 £0.01 +0.9 *0.4 +1.9 +0.07 +0.08 +0.02

12) &) (5) ) (5) ® ) GY) ®) 5) (12) (5) (12)

1000 475 0.43 2.48 0.68 0.16 0.33 0.07 7.7 2.9 12.5 0.76 0.51 0.29
+16 +0.02 +0.15 +0.04 +0.03 =*0.01 40.01 +0.8 +0.3 +1.5 +0.03 +0.06 +0.03

m (5) (5) (5) )] &) (5) (5) (5) 3 M (5) (N

Each value is expressed as mean *+ S.D.
(n) : No. of animals.
@ : Relative organ weight per 100g body weight.
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Table 22-2 Absolute and relative organ weights of male rats treated orally with C.I.pigment blue
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >
Dose B.W. Brain Liver Kidney  Spleen Heart Thymus  Thyroid Pituitary Adrenal  Testis %i[:iicnlzl Epididymis
(mg/kg) (® (@ (® (® (® (® (® (mg) (mg) (mg) (@ (g (®
0 508 2.05 12.03 3.37 0.78 1.48 0.37 326 14.3 57.5 3.52 2.57 1.43
Absolute +28 £0.10 *£1.08 #+0.16 009 *0.05 +0.08 +3.5 *0.4 +6.4 *0.21 +0.36 +0.07
(5) (5) (5) (5) (5) (5) )] (5) 6] (5) (5) (5) (5)
1000 492 2.06 11.89 3.23 0.75 1.41 0.27 30.1 13.8 62.0 3.35 2.65 1.44
+41 *£0.09 *=1.70 *0.29 +0.13 *0.05 +0.06 +3.6 *+1.8 +109 *£0.57 +0.49 +0.25
(5) (5) 5 )] 5 6] 6] (5 (5) (5) (5) ) (5)
0 508 0.41 2.37 0.66 0.15 0.29 0.07 6.4 2.8 11.3 0.69 0.51 0.28
Relative @ +28 *£0.03 *0.16 *£0.04 *0.01 +0.02 +0.02 +0.8 +0.2 +14 £0.05 =0.06 +0.02
(5) (5) ® (5) (5) (5) (5) ) 6)) (5) (5) 5 (5)
1000 492 0.42 2.41 0.66 0.15 0.29 0.06 6.1 2.8 12.6 0.68 0.54 0.29
+41 £003 *£0.18 #0.04 +0.02 *0.02 +0.01 *+0.4 *0.4 +2.1 +0.12 *=0.08 +0.04
5 (5 6)] ) ) (5 6] (5) 6)) )] (5) (5) 5

Each value is expressed as mean &= S.D.
(n) : No. of animals.
@ : Relative organ weight per 100g body weight.
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Table 23-1 Absolute and relative organ weights of female rats treated orally with C.lL.pigment blue 29
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal

(mg/kg) (® ® (& (g (® (® ® (mg) (mg) (mg)
0 310 1.92 10.84 2.01 0.70 1.03 0.28 26.7 20.3 80.1
Absolute +39 +0.09 +1.09 +0.50 +0.14 +0.12 +0.05 *2.5 +3.2 +13.2
) 6] (5) ) 6)) ®) 5) ) &) &)

100 326 1.94 11.09 2.15 0.67 1.05 0.27 26.6 18.7 75.3
+36 +0.06 +1.12 +0.23 +0.10 +0.06 +0.04 +26 +2.0 +17.5

(5) )] (5 ) (5) 5) ) (5) Q)] (5)

300 319 1.91 ° 10.64 2.03 0.71 1.04 0.30 25.6 19.5 79.4
+16 +0.07 *+1.17 +0.15 *+0.11 +0.08 +0.10 *1.7 +2.0 +12.3

6) (5) 5 (5) (5) ) (5) () ) (5)

1000 311 1.88 10.03 1.95 0.62 1.04 0.32 24.0 18.8 69.8
+25 +0.09 +0.62 +0.19 +0.15 +0.10 +0.10 +2.4 +1.6 +11.9

(5) (5) (5) (5) 5) (5) ) () 5) (5)

0 310 0.62 3.51 0.64 0.22 0.33 0.09 8.7 6.5 25.9
Relative @ +39 +0.07 +0.17 +0.08 +0.03 +0.02 +0.01 +0.9 +0.3 +3.9
(5) (5) (5) (5) (5) () (5 ) () (5)

100 326 0.60 3.40 0.66 0.21 0.32 0.08 8.2 5.8 23.8
+36 +0.06 +{0.18 +0.06 +0.03 +0.03 +0.02 +0.7 +0.4 +9.0

5) )] (5 5) (5) 5) ()] ®) () (5)

300 319 0.60 3.33 0.64 0.22 0.33 0.09 8.0 6.1 24.9
*16 *0.03 *0.27 +0.04 +0.04 +0.03 +0.03 *0.7 +0.5 +4.1

(5) (5) (5) (5) (5) (5) 5) (5) (5) (5)

1000 311 0.61 3.23 0.62 0.20 0.34 0.10 7.7 6.1 22.7
+25 +0.05 +0.22 *0.02 +0.05 +0.02 +0.03 +0.5 +0.9 +5.1

) ) ) (5) 5 5) 5) () 5) (5)

Each value is expressed as mean £ S.D.
(n) : No. of animals.
@ : Relative organ weight per 100g body weight.



Table 23-2 Absolute and relative organ weights of female rats of satellite group treated orally C.I.pigment blue
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >

Dose B.W. Brain Liver Kidney Spleen Heart Thymus Thyroid Pituitary Adrenal
(mg/keg) ) (® (® (g (® (2 (& (mg) {mg) (mg)

0 297 1.92 7.49 1.95 0.55 0.94 0.33 25.6 18.7 81.6
Absolute +17  *#0.05 +045 *£0.23 *0.04 *0.11 +0.06 *3.7  *23 84
(5) (5) (5) &) () (6 (5) (5) (5) (5)

1000 291 1.86 6.97 1.76 0.53 0.94 0.30 24.6 18.2 70.7
+30 *0.06 *0.78 +0.20 *0.12 *£0.09 *0.08 +3.3 *35 *£13.0

(5) 5) (5) (5) (5) 5) 5) ) ) ®)

0 297 0.65 2.53 0.66 0.19 0.32 0.11 8.7 6.3 27.5

Relative @ +17  £0.03 £0.09 £0.05 £0.004 +0.02 +0.02 =*1.1 +0.7  *21
6)) (®) (5) (5 (®) (5) ®) (5) (5) ®

1000 291 0.65 2.40 0.61 0.18 0.32 0.10 8.5 6.2 24.5

+30 *0.07 *026 *£0.06 *005 £0.03 £0.02 *1.1 +0.7 +5.4
(5) 5 (5) 5 (5) (5) (5 ® (5) (5)

90€-20°0N Apn31g

Each value is expressed as mean + S.D.
(n) : No. of animals.
@ : Relative organ weight per 100g body weight.
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Table 24-1 Incidence histopathological findings of male rats treated with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period After recovery period

Dose (mg/kg) 0 100 300 1000 0 1000

Fate TK TK TK TK KR KR

Organs : Findings No. of animals 5 b 5 5 5 5
Lung : Mineralization, artery ~ 4 # ha 5 # #
+ 1 # ’ 0 # #

Accumulation, foam cell - 4 & # 4 # #

1 # pas 1 # #

Heart : Myocardial degeneration/fibrosis - 4 # # 4 pr #
+ 1 # # 1 pr #

Liver : Microgranuloma - 4 # ps 4 # prs
+ 1 # # 1 # #

Necrosis, focal - 4 # # 5 4 #

+ 1 # # 0 s #

Degeneration, fatty, - 4 # # 5 # #
hepatocyte, diffuse + 1 # # 0 i #

Stomach : Squamous hyperplasia, limiting ridge - 5 5 5 0 5 5
0 0 0 5 *k 0 0

- ¢ Negtive. + @ Slight. #: Not examined.

TK : Terminal killing. KR : Killed by design after 14-day recovery period.

¥x . Significantly different from control at 1% level of probability.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, intestine, adrenal,

urinary bladder, seminal vesicle, spinal cord, sciatic nerve, bone marrow, mammary gland and lymph node from animals
of control and 1000 mg/kg groups.
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Table 24-2 Incidence histopathological findings of male rats treated with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period After recovery period

Dose (mg/kg) 0 100 300 1000 0 1000

Fate TK TK TK TK KR KR

Organs : Findings No. of animals 5 5 5 5 b 5
Kidney : Cellular infiltration, - 4 H s 5 # i
lymphocyte, cortex + 1 pra s 0 # #

Hyaline droplet, -~ 0 # prd 0 # #

proximal tubular epithelium + 5 prd H 5 1 #

Cyst, solitary - 4 prd # 4 # #

+ 1 # # 1 # #

Basophilic tubules - 3 # b 2 # #

+ 2 # s 3 # #

Mineralization, tubular, cortex - 4 brd e 5 # #

+ 1 # H 0 # #

Thymus : Hemorrhage - 4 # H 5 # #
+ 1 # b 0 # f#

Spleen : Hematopoiesis, extramedullary - 0 # H# 0 # s
+ 5 # # 5 # #

Deposit, pigment, brown - 0 # hx 0 # #

+ 5 # # 5 # #

- : Negtive. + : Slight. #: Not examined.

TK : Terminal killing. KR : Killed by design after 14-day recovery period.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, intestine, adrenal,

urinary bladder, seminal vesicle, spinal cord, sciatic nerve, bone marrow, mammary gland and lymph node from animals
of control and 1000 mg/kg groups.
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Table 24-3 Incidence histopathological findings of male rats treated with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test
After administration period After recovery period

Dose (mg/kg) 0 100 300 1000 0 1000
Fate TK TK TK TK KR KR
Organs : Findings No. of animals 5 5 5 5 5 5

Testis : Atrophy, seminiferous tubule - 5 # # 5 # 0/1
++ 0 # # 0 # 1/1

Hyperplasia, interstitial cell - 5 b8 # 5 pr 0/1°
+ 0 # # 0 b1 1/1
Epididymis : Granuloma, spermatic - 5 0/1° 0/1° 5 # #
+ 0 /1 0/1 0 & #
++ 0 0/1 1/1 0 # #
Prostate : Cellular infiltration, 3 b3 H 5 b4 #
lymphocyte, interstitium + 2 # # 0 # #

- : Negtive. + @ Slight. ++ : Moderate. #: Not examined.

TK : Terminal killing. KR : Killed by design after l4-day recovery period.

a : Examined the organ with macroscopical abnormality.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, intestine, adrenal,

urinary bladder, seminal vesicle, spinal cord, sciatic nerve, bone marrow, mammary gland and lymph node from animals

of control and 1000 mg/kg groups.
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Table 25 Incidence histopathological findings of female rats treated with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period After recovery period

Dose (mg/kg) 0 100 300 1000 0 1000

Fate TK TK TK TK KR KR

Organs ! Findings No. of animals 5 5 5 5 5 5
Lung ! Mineralization, artery - 4 # # 5 # #
+ 1 # # 0 b pud

Liver : Necrosis, focal ' - 4 it i 5 # #
+ 1 # # 0 # i

Stomach : Squamous hyperplasia, limiting ridge - 5 5 5 1 5 4
+ 0 0 0 4 * 0 1

Edema, submucosa, forestomach - 5 5 5 4 5 5

+ 0 0 0 1 0 0

Kidney : Cast, hyaline - 4 # # 4 prd #
+ 1 # # 1 # #

Basophilic tubules - 4 # # 5 # #

+ 1 # # 0 # i

Thymus : Hemorrhage - 5 # # 4 t #
+ 0 i # 1 # #

Spleen : Hematopoiesis, extramedullary - 0 # # 0 # #
+ 3 # # 3 # s

++ 2 # # 2 # #

Deposit, pigment, brown - 0 # # ¢ # #

+ 5 # # 5 # #

- © Negtive. + @ Slight. ++ : Moderate. ¥ :@: Not examined.

TK : Terminal killing. KR : Killed by design after l4-day recovery period.

* . Significantly different from control at 5% level of probability.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, intestine, adrenal, urinary bladder, ovary,
uterus, spinal cord, sciatic nerve, bone marrow, mammary gland and lymph node from animals of control and 1000 mg/kg groups.
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Table 26 The number of cells in seminiferous epithelia assessed by the individual examination in male rats treated orally with
C.l.pigment blue 29 in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test
Dose No. of Stage J1-HI Stage V Stage VI Stage X II
(ng/kg) animals G P T G P T G R/P T G Z/P
0 5 Mean 0.72 2.43 7.62 0.77 2.74 7.32 0.11 3.52 7.59 0.10 5.69
S.D.  0.08 0.22 0.92 0.07 0.31 0.47 0.02 0.28 0.23 0.01 0.44
1000 5 Mean 0.68 2.23 7.14 0.72 2.50 7.25 0.09 3.73 7.64 0.08 5.26
S.D.  0.08 0.23 0.42 0.06 0.29 0.68 0.01 0.38 0.37 0.01 0.22
G : spermatogonia.
P : pachytene spermatocyte.
R : preleptotene spermacyte.
Z : zygotene spermacyte.
T : round spermatid.
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Table 27 Reproduction results of rats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 100 300 1000
Estrous cycle (days, Mean %= S.D.) 4.1 = 0.2 4.0 %= 0.1 41 *= 0.4 4.1 = 0.2
No. of pairs mated 12 12 12 12
No. of pairs with successful copulation 12 12 12 12
Copulation index (%) 100 100 100 100
Pairing days until copulation (days, Mean = S.D.) 24 % 1.2 28 = 1.3 2.3 = 1.0 2.3 = 1.0
No. of pregnant females 12 12 12 12
Fertility index (%) 100 100 100 100
No. of corpora lutea (Mean *+ S.D.) 16.8 = 1.7 173 £ 1.5 17.0 £ 1.8 156 = 2.2
No. of implantation sites (Mean £ S.D.) 158 *+ 1.6 159 * 1.6 16.6 = 1.8 147 = 2.7
Implantation index (%, Mean *= S.D.) 94.8 * 6.6 92.4 = 74 97.7 = 5.7 93.8 £ 8.7
No. of pregnant females with parturition 12 12 12 12
Gestation length (days, Mean * S.D.) 22.3 £ 0.5 22.3 += 0.5 22.4 £ 0.5 22.6 = 0.5
No. of pregnant females with live pups 12 12 12 12
Gestation index (%) 100 100 100 100
No. of pregnant females with live pups on day 4 12 12 12 12

Copulation index =
Fertility index =
Gestation index =

(No. of pairs with successful copulation/No. of pairs mated) X 100.

(No. of pregnant females/No. of pairs with successful copulation) X 100.

(No. of females with live pups/No. of pregnant females) X 100.



.GL-

90€-£0 'ON Apn3ig

Table 28 Litter results of rats treated orally with C.I. pigment blue 29 in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 100 300 1000
No. of pups born 15,0 £ 1.6 149 £ 1.2 15.7 = 1.6 13.6 = 3.1
Delivery Index (%) 949 = 5.0 942 = 7.8 949 = 7.5 91.7 = 11.0

No. of pups alive
on day 0 of lactation

Total 14.7 = 1.7 149 = 1.2 153 + 1.5 13.3 = 29
Male 6.8 £ 2.2 6.8 = 2.7 79 £ 2.2 6.3 £ 25
Female 79 = 3.1 8.1+ 2.2 7.4 £ 2.5 7.0 £ 1.7
Live birth Index (%) 97.7 = 3.5 100 £ 0 98.0 = 5.1 98.5 = 3.8
Sex ratio(Male/Female) 0.88 0.85 1.07 0.87
No. of pups alive
on day 4 of lactation
Total 146 = 1.6 14.8 = 1.1 153 £ 1.5 13.3 £ 2.9
Male 6.8 £ 2.2 6.8 = 2.6 7.9 £ 2.2 6.3 X 25
Female 7.8 £ 2.9 8.1 = 2.2 7.3 £ 25 7.0 £ 1.7
Viability Index (%) 995 £ 1.7 99.5 = 1.7 995 = 1.8 100 = 0
Body weight of live pups (g)
on day 0
Male 7.1 = 0.6 7.0 = 0.5 7.2 £ 0.7 74 + 09
Female 6.7 £ 05 6.7 = 04 6.8 & 0.7 7.1 + 0.8
on day 4
Male 11.2 £ 1.1 11.3 = 1.0 11.3 = 1.2 12.1 = 1.8
Female 109 = 1.2 10.7 = 1.0 106 £ 1.3 11.6 = 1.8

Delivery index = (No. of pups born/No. of implantation sites) X 100.

Live birth index = (No. of live pups on day 0/No. of pups born) X 100.
Viability index = (No. of live pups on day 4/No. of live pups on day 0) X 100.
Sex ratio = Total number of male pups/Total number of female pups.

Each value is expressed as MeanS.D.,except sex retio.
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Table 23  External findings of pups from pregnant rats treated orally with C.I. pigment blue 29 in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 100 300 1000
No. of pups examined 180 179 188 162
No. of pups with 0 0 0 0
external malformations® ()] © (0) )

External malformations”

0
() V) (0) (0)

# : No. of pups (Mean=+S.D. of individual litter percentages).



Table 30  Visceral findings of pups from pregnant rats treated orally with C.I. pigment blue 29 in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

-LL-

Dose(mg/kg) 0 100 300 1000
No. of pups examined 180 179 188 162
No. of pups with 0 0 0 0
visceral malformations 0) (0) 0) 0)
No. of pups with 4 _ 1 0 5
visceral variations® (2.2+4.2) (0.6x2.0) (0) (3.1+6.0)

; .. 8
Visceral variations

Thymic remnant 3 0 0 4
in neck (1.6x3.0) (0) (0) (2.4%+4.9)
Persistent left - 1 0 0 1
umbilical artery (0.5*+1.8) (0) (0) (0.6£2.2)
Convoluted ureters 0 1 0 0
(0) (0.6+2.0) (0) (0)

90€-80 "ON Apnig

# : No. of pups (Mean*S.D. of individual litter percentages).
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