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Pt (P1-1, P1-2) Body weight of males in the treatment period

P2 (P2-1, P2-2) Body weight gain data of males in the treatment
period
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P8  (P8-1, P8-2) Absolute and relative organ weight of females
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P10 (P10) Summary of histopathological findings
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for D & C Red 7 in rats
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9 (9-1~ 94 Body weight of F, females in the lactation period

10 (10-1 ~10-4) | Body weight gain data of F, females in the lactation

period
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23-1 (23-1 ~23-4) Summary of histopathological findings in female rats
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23-4 »# (Total implantation loss)

23-5 »# (Total litter loss)
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lactation
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3 #9

BELCENEREURA 7Y~V VRABO—2E LT D § C Red 7 (LIF DCRT) @
REEEH « SEREBUMEERET 7o 7005 DORT D0 GAESTHE) © 100,
300 H& U 1000 mg/kg % Sprague-Dawley & (Crj:CD) T v PDHEHE (FI13L/#) =
RECHT 2 BEIB LURESH 2 BMEEL TRORS L, SSRETERBEHENL TR 2
B TIRERBEEEL THBRARME 3 B TREL#GE L TREMICHT A RE®R
ESHBLUZOEBENT STRKREREDORE « RECRIFTHEC O VTR LI,

I. RE&SHHE EBYFRR)

1) —#iRAE

ML i, WVThOBRSHICEOLTHRUANIELS . £/l FHEEBsBEINE—
BREORE LD SNEN - T,

2) REBLURER

s bic, RE, REKEEENESLUCREROVT NI ONBERLIERYERS
BLoMTHEEZERBDONEho7,

3) REIsRERA

A # (BEE : R5HE (L2EKRS) #TEB)

a) M FHIRERR

300 mg/kg U EDOHREBICHVWTEORMRMBRBORFELSBIONA SN, L,
FROUEREL. MEBRBME. ATy E. FEROKER. FHROROEEBESL LU/
REICIE. SORIRHET 2EANS N -1 ED S BRAULHR LHETL 72,
C DR EMEREA. 300 ng/kg ULDRER BV THRKFRISEDERZR LA
FERZREDONL M-, AMRHSBORRICOVWTHHBRYEOREERET (L
REDHSNLEh T,

b) M (L EHIRERR

300 mg/kg MEBICBEVWTERY VEIUAL VY LBEOEEIZRED, 1000 ng/ke
BEBECBVTRIVRTo—L, ERY V. ALYT L AV VLBEDEELRLE
LUEREE., GOTEHOFRLELENS DN, MMOREHBICOWVWTIE, HWBRYHE
DOEGICRBEALLHEEINAE(LEIRD oG- 1,



OBEEE (MR, TR, R, HE, R LD

1000 mg/kg BEHIBV T, BROKKEEVSFELSELZRLIEMCE, HR
WMEOESICER L EHESNBELIZRED ShI -7,

dEHRAA R

VTR - BEICHERYE L OMEBENEEI NS HENE(ILRED i -7,
o) REMBFENRERR

BFRE EUR@ESHIMICE T 3 BEREBEOMMA, 300 ng/kg REHD 3HlH LU
1000 mg/kg HEBOLFlICA SN, £OBED 1000 ng/kg HEHICBVWTHEKXT S
ERER U HOME - BDEICHVTIR. #BRYE L ORENEEINIH-NTER
FRRED SILh - 1,

B, #f (MBEIE :WHF4H. 2RRCH. ERSAHEYE (2HERKES LTRESD )
DBEER (WK, FE. BR
MBROEEELLULAEBOFELEDOAN 100 ng/kg REFICEVL T, REED
BEEEDN 1000 ng/kg BEBICBVTERENLA LN, HIOBEERICIR., VTR
CONBELSEBRYERSREOMTERZERED SNEN - T0

b) HIRRAT R

BIRDIBFEN. 100 ng/kg BRSO 2 FlIB XU 1000 ng/kg &EFEHD S Flicdk Stircid
. BEMBRROKED 3 VIZEBEH, 100 HLT 1000 ng/kg REHOE 1Hlic. B
HEDO#%ED 1000 ng/kg HE5HO 1 HISEBD SN

CORBHBFNRERR

BRE - ENREEHRICBII3BARAECHEME L bic, FHOERETFH LEki
L LAREE ERERS L CREE LRABROETES. 100 ng/kg LULEDRESEICE
WTALN, ZOHEBLIUEEIARKENICHAT3ERZRLI. JORNMRERED
BEEERTHIA, 1000 mg/kg BEBRICHVWTHEML /2. MOBERE - BE IOV TI,
HRYEEOMENEEINIBHNTREERRRED Qi 70

OI. #EREEH
1. EFEFERRERR
1) RECARAR
WRYMEOKRS LORENEDLNARENRE. WTHOREHICTEVWTHED SN



hotze

2) S £ IR

HRYEAORS LOMENEDNIEZEF R, WTFhOREHIISVLTHED LN
Motz

3 BEH. BRME & CBRR

FERID R, BRI X CEREICHER L SERYELSHE OB THRELT
B BRI Feo

4 HERS X CERRN

| HERS L CEENRE bICHER L SHRYEE S L M TEREREN S

2 f:o

2. HERRR

1) &FH

ROEHR [ (ERBU/EBREH) X 100] | AR [ (HELARB/ZFRER X
100] . HEOHS X4 HOAFERICHBH EESHRYERSHLOMTEEREEZRIR
HoNIEh -7,

2) &
WTFhORERBICEVWTHHAEROKTICHBE L XEBRMERSHLOMTHERE
BED SN -7

3) R

HE 0 HOAXRBEER, ACRBLUMT4AICE T 52BERDOIRICEVWTHRME
DREIER LI EHEEINIARBLITABRDORFTREBD o ldh - i

. &

RUED & DCRT (&, T 300 mg/kg. HETIE 100 mg/ke LI EDIZIE 6 BRI
DIAREREICE>T, EELTHES v FOBICHENEEZRL, ETIXZDE1L
KERTIESONZMBECFNREBEOESH ED SN, LAHLL 1000 mg/ke
DREITL->THRSGFUAERE T IEUHRLRBRREE S £EREEHENTR BT
ALRDOSNIENoTce TNODIENSARAREHT T, DORT OREHEEEMHIC
B4 sBEEBEI., #TWE 100 ng/kg/day. T2 100 mg/kg/day RiGETHH . F



fo. EREFEEFEMICET S ENE. L i 1000 ng/kg/day EHEEIN 5,
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OBCD Ik ABENENMEORLUSRICHEDIBURAESTEDO—BELTDEC
Red 7 OREHEEGHY - EEREBUHFESER (LT, #E6EHB) 270, EHL&YOnE
H#F v MRIFTREKSBHLTOTICANE « REFERIOVTRIA LD TEOER%:
HET 5, |

D & CRed 7 (3-tFu+y-4-[(4-FFV-2-RN74 722D 7] -2-F74 U ANEVEE D HbyYALE .
5% : Pigment Red 57:1, C.1. 15850, Lithol Rubine BCA) i&. BE—1{t&#ID Z+}iohig
THBDECRed 6 LEDIC. XKEFDAR K-> T2 EHoOEBUHBHAR. SR
YHER., #aPUEAREOFHART - PRFI N, HBHLE L TEER B L 0L
G (RABANERATI/RERL) ~OHEHNRRBINTO LAY TH 5, R{LEYIC
DWTid. v PAOEOKREICLSL Do fEAY 5000 mg/kg LLETHOY. Fv bBL
UV RT3 BREERSONTOI LY REHBNICEBHTH A I E0HEINT
WABN, —H TS v POSHAKERERICHE VT 50 ng/kg/day DS TE 2 HROK
RWNBET L2 &Y, 1000 ng/kg D22EXEZEORS (MBS - 5B 8) TEE
DEEHMING . EREEOHEMN. REEORBHEBENELN T v MicALhBEI &Y
BEBHEINTV S, HiC, BHENUTEORNCL->TT v FOBRICREEBFHZE
{t. (chronic progressive nephrosis DIEE) RH 5N BT L@ D & CRed 6 iIToW0T
bHEINTHDY | XMAMICRERELENREL TIEUIEEEIN S,



HEME B LU A®E

1. #BRWHE

D&CRed 7 (my FES. ; CAS No. 5281
-04-9; 54, C.1.Pigment Red 57-1; LL'F DCRT) B, A2 F & :442.4 (BEXK 15
FEEST) « BE  £998% (wtX) . A##mE LT NaCl, H.0, CaCl., Ca(QH). %
B&, K. TEIN VIR EAERBOKRBOMETH S (Amnex 1) » RERME T,
FEREE TER - BEXARATTEHEEL. 5% 776774 KiBK (778744 : o v P &S,
JD03 (BEER) ; EHBAEREK: oy FES, L05019 (LOKIE) ) KBBLT, 0T
NORARICEVTH 1 BIORSKED 10 nt/kg ICRHBLICEREABL. &EREKE
Lico BARIL-BESREKE, RRBEGTTERHREL. BRR 7T HURNICKRS L, #AL
BPOHBYEIE. ZE - BLORERETTOLRCEL THRIEETHD ., H—HHE
HENBIEEEELL (Annex 2) , Fio, HHLALEEREICE. SIHRERD
DCR7T MEFBIN T I EERRA L7 (Annex 3) o

2. R ICEERE

SAERICIE, S THEBICTBALLBEF +— VX - YN—HRERET LV 5 —4£
EED Sprague-Dawley &F v b (Crj:CD, SPF) Z{EM L7 (Annex 4) . BA LB,
AT LB, IMEERBERQTFHEAT L, —BREIERENZBDShEMh -1 b0
THBICH U (RERE BoTw) - #f 196, 5~227. 4g. B 253. 5~299. 6g) o

SEYI, BE24E 1°C. HMERESS+ 5 %, BIAEKWISE /B, BIF126RT (4
Bl TR~FHRTE) IKHAMSINI N TV AT LOEEET. 2BESHERr - (22
X2TX19emy BAT—VH) CEMRE L THE L. BREH (CA-1, BRI UTH)
BRU7kEREZERICERE Ec, ERISALIROBEYNICIE. HF Y —VDKIC&ES
RRZEHE, REELTABF v 7 GRIA b7V ~2® HERF+—ILZ - J/{—H)
ZEEHB L,

feia L7cilBh, K. BLURBICBHERICXEERTHREEDEL ShE3REYDIEE
B8 - 7,



3. HosE
HEkE L HAIEIR S HOKEL S EICAENB(LBESMEEICEUTH ST L. 18
DERBEAE L

4. RER. BHEN. #5HRBLU0REFE

DCR7T OB EEIR. WERRTFHARDOERZEZSEIC 100, 300 B&LT 1000 ng/
kg L7, RERER. EHELD 10 m/kg &L, SSEEDOS v Miciz, BEAE
KTH35% 778794 KiBK%E DCRT BEFHEE-REICTRE Uiz, UTIBERER
R

‘ ¥ (#HMES)
HES $RYHE {582 BE5HER
(mg/kg) (mé/kg) 73 iv:3
1 i AR 0 10 13 (MX01001-013) 13 (FB01001-013)
2 DCR7 100 10 13 (MX02001-013) 13 (FB02001-013)
3 DCRT 300 10 13 (MX03001-013) 13 (FB03001-013)
4 DCRT 1000 10 13 (MX04001-013) 13 (FB04001-013)

a: 59% T3ETdh KM

BREROBERE . HICH L TRZTEAI4EHERERRB4BREBS XORERERT
®l4aMoER2B/. Fio. HiIo L TRREMN4EM ERESRT (RERILET;
BEEMEM) RNoVRKRBRUSTRERBHECEL TARROWEE 3 B TEH L [
Sy PAEELZHAVCHESMNCEORE L., E00&5E. RUE L T—EBRDM
GEE13B~1685) 12TV, RBYOREHER., #LE S FICKEHN B LUREHEM S
DHEIZOVWTIA L BOREGEE b Lic, o, RERYEOHICDVWTRERIBD
GEZbLEICENEFNREHL 70

5. FHEAR (RSROWE)

DCRT @ 0 (FAfENMR) H&LUF 1000 ng/kg % Sprague-Dawley F& (Crj:CD) 5w hoD
MERKSCICIALIE, 48H. RELTEOREL, BERTHOBHRIRBRLT
DCRT DM S v M+ 2 REBSERHICOVTRI Lz, B5HMRIR. £5., —
RRELFEREL. FEEXRS 1 (REEKH) « TEXVUBEIRMEL,, BHEC
D2VWTiE, B 1~THBKU T~4BORBMICEIT 2 REBIEZ KD, HHREITIE.
EE. IR, . R, 31%. PEBLIUREOERLAEL. ThOSDBEIR. 10



%rLTY VICBEELTREL. BROREBHEBFNIRECHELFICOVTIT- 7, &
BB LR, EARBREICE L, 4B, DCRT DHER. HERRENMII{Y
KRENBERKBOAES 1000 ng/kg THBEILZEEL. £/, Leist (1982)
L2 ABBRYBEOHEZUSURRY OBREZEZTICLTRELL, COHERTR
DCRT DO L Dsofint 5000 mg/kg LIETH B I E2BHIC, B—HARLLTRES N
1000 mg/kg PREREEOHRSE (MKHKS - 5B B) T v MCBEOKFEEMITH.
EREEROHN. REBEORBERENEMANASNALIENBEINTHS,

BRERRZ. ROXH BRSNS,

1D —fRRE

FELHIE, L BITBDonEh-7c, —RRBICBEAL TS 1000 mg/kg S BHOHE
ETHERYMEROREBRE2ET HEN, BREFEBR. EHA OSNCENCEERBD SN
Ehotze
2) FEHLVEHEE (Tables P1~P6, Appendixes P1-1~P6-2)

MRS bic, KE, FEENR. BEEOVTFRICOLNBRLERYERSHEOMT
HEZRBDohEh -,

3) @EER (Tables P7, P8, Appendixes P7-1~P8-2)

RS bic, MR, . Bk, 2%, PR, RROXERLICHAEEO VT NIC
PMBREERYERSH OB TERERBD NG o7
4) gﬂﬁ%ﬁﬁﬁi (Table P9, Appendix P9)

MRS HICERYER SR TRAIIBEES L VBATY I ERYEROFRBEELEL T
Wi, HRYMEOBHMERETRT 5HOSNMIER LD -7
5) BROFEMMEWREFE (Table P10, Appendix P10)

1000 mg/kg HEBHOHS PR IFIKEVTREOREELEBROE KD 5\ 2iE
FEED oI, INOOFTRERLIREECENILRLTED., £BHHVLEL
EZRLIZ1PIOBETIR, —MOKAEOERICHIREEY EBbh A D L isyh
FENTVI O 1FITRRAELROER RS SNIEh -1, REEED I BE
RIGRNED oz, HRYERSHEOMTIE. 1FICREELED I BELULHNA
DN TERE DT TR TLKDBOBERMEN. MBE. HRYERSHD
s 97 AN g



6) KRB TIBRESR

Lltd, o DORT @ 1000 mg/kg (3. LUHMIOREROHREICL > THERLSEHITT
SRVWHDODHES v MBVLWTERICKREBEZFNE(NEERLT 2 I L0 BRI N, =
@%@a‘fﬂta_:ci\ WUEDH B I ENTRRINIY, HEERTIR. L EHHOKRS T
Zy PCHT2RENAONENEHILORFTEED. DCRT OV AELTEHRERERT
ZHNT, BREARE 1000 ng/kg/day L. DUTA2 QK3 THRLUTHEEES: 300
ng/kg/day. BEAR% 100 ng/kg/day ICRE L1,

6. BEHE
DEBY
A —RRIRKE
L b, 2FlIcOVWTHERBEPEERE L1,

B. &

HE b, 2P OVWTHELERYREPE 1 E (& &50. 7. 14, 21, 28, 35.
428, ## &5 0, 7. 14, 21H) BLURHBICAMEL 7o 7o RERIMTIE, &
]RO. Ty 14, 208, HELAMTR, 2REIBLV4IE HFO0BLULH) OKE
=REL T

C. HEHE

HHEE D, 2FICoOVWTHEAER LEHICHERZREL. RIEEISROAER Z
TOROREREHE L/, REMBIPORERIMUEL S -7co KERILETIE, &
Bk 0-7. T-14, 14-20HBLURRLIH#ETR, BWE 0-dHOEHEEZREL <,

D. RE

RER. BE514E (5EKREH) OFAN &R 2ARM. B—HAOHKE%: 15 1 TF
BIETIT-7, RERILOERIZ. BH. BROERBLUVEETORTOFELHN
BEICEDITY, REVHEZEINH#E, TOBZERIOBEEREL TENSHREL.
BERNCEHE L. REEENS, BRI VWTRER [ (XEIVE BEHME) X
100] | ZR [ (BRI ZREHYH) X 100] SLUEBEREE»SKEER



HETOHEZRDI.

E. iR AE
%ﬁ&%ﬁ%ﬁﬁﬁ@\%%%ﬁﬁﬁﬁéﬁﬁoﬁﬂﬁ%®ﬁ%ﬁ%d\ﬂ%ﬂﬁww

DVWTF otz 1L, EEBETEUN - LEKICOVLTH, AREOEEN SHEE

EONGRENEONEREOHTE LML, A& L,

F. 2BDOEE

SEDORERIT. FEIIB~1EBCHEEL. COBMFIKAMENTT LTV L 2HE
LicBiEiconWT, Z0B%XME0H. TORHEASEEEREL . FRIlIBEZEAXT
S LrcEEc VT, BEEHHFOBE L

SEERE L2 oW TRIRHE (BR0B~2BBOHY) ZHEEL. HER
[ (ERHEMYK IERER X 100] Z&BICOVWTKRD,

C. MEFHIRE

a) Y

1. &R, FEERSLCREEBFENRE

BAKRSEOEE (&5428E48 &EEBE=R50H) ] IRV ESF-L
RRRELT CHUM - BEES HTHR L oo TDBE. 2FIC L THIBR. FFR. BR. B3
BIORELEROBREAUE LI, £/, ThOoDREBLURK. O M. BE. 3185
FUHRICBOTEE LD BERISRATY ViZ, BEBLUORBELKEI, 77
BICEEL TREL. 1000 ng/kg BREFBLIUCMBEHOLFISOVTREMSFEOR
BEiTole BH. BROFREBMEBFIRER., 300 LT 100 ng/kg BEHIIHL
THfT- 1 (BROESR) o

n MEFRRE

2o T, HIRICEILE. RV MV E S — VBT THEEEA#HIRE D EDTA %
PUBER & LML, UTOHEBIE W THREL



H B U S -

# A ® &

FRIMERE (RBC) 5% (BXEE

S EkE (WBC) 7 (o)
MmeEREE (Hb) 7 (BEEER)
VMRS (MCV) 7 (BRUBHE)
NZ 7Yy ME (H) # (0. 001 X RBC X MCV)
EHRMRMERR # (1000 % Hb,”RBC)
EERMRMBRBE 7 (100X Hb,/Ht)
/MR » (BRUELE)

B Bk 8 RE (BIRODEERER,

Wright-Giemsa %)

Coulter Counter Model S-

PLUS IV (zbfbuz)zst)

”
”
/?
/7
’”
7

N M#EECFRIRE

EFICOVT, MERFEFREDIHORMICTIZHEE NV VEREER E LTHY
THRML., ZhZhEE258 L TROFEICOWTREZET > 72,

15 =i o E B B B B £
REAEE Eo by b BOFRENEEFSITEE
COBAS- FARA (@ ¥ 2)
TIVTI VEE BCGH& 7
Bavzxro—-IIEE COD*DAOSH ”
T ROBBRE 7)a%x+—+ « GEPDH 5 7
REZREBEE L7 —+ -Gl DH & 7
PUTF iR Jaffe & 7
TIAY TR 775 —EEM b-2bo7V) /B EEEE #”
GO TiEt "SSCCH ”
GP Tk SSCCH ”
BEYILVEVEE EYVE Bya J¥9b S YI-X ”
AN LBE OCPCH 7
F U LB A F LV BBRE m«417+54ﬁ?nx?
2 5
#0 LEE A A BRE ”
EREE BERBTERE ‘ ‘ ’
M) L AE =Y 7F UBEREE HOFRELEBBIITEE
COBAS~ FARA (o =)
vy —GTPEH v- YWk - 0 - Zbo72)f ”
EH#&E
A/Glh iR —
b) WS

{. Bk, BEERLLUCREMABFORE

S LT 4 Bic. £/, RELASAE LS VHIEESEREY I 2 heh
L FLERETCH - BRS¢, S LY. B KEOLFROMIE T bIFES
FUTEEREE L. FEIoWTH Salenski %" A L TERESRE L THEKE
B i SEETT lcEE L TRE L. EREEH T TRAMEMA 12, FIEFID



BRRIC VTR, REEBENREEZT -7, £/ R, FRBIUVCERBOEEE L0
EDOWTRIE Lo ChODHEBLUR., O BRE. 8IF. FEBLTEHRICEVT
RELZEDBERLB V<Y VICBEEL TREL. 1000 ng/kg REHB LUHR
BOLFIc O TREBMBENRELT >, U6, BEROREBEMEFHIRER, 300 b
KT 100 mg/kg BEBICOVWTHT- (BROEZH) ,

DHER

A ERMOEE

HEOBIKERE (AFR+RTR) £2H~X. ROEHR [ (BERE/ERER) x
100] BLUHAER [ (HELERB/EXRKER % 100] 2R/, EROHFIZEZHEN.
AZBEDOFEEBRE L

B. EERMOERE
RCRHEEREAN. HEOHOEFR [ (ARH/ERK X 100] 8LUME48
OEFER [ (FEABOERK /WE 1 BOELRE) X 100] 2R/ HTRIZHHRL.
MESIUCEERNOBEERELLER,. 27/ —VIKBEELTREL

C. &EME

HWEOHBLU 4 BIc—BBENTHEIICHET (litter EE) 2RE L. [litter
R AERK 2EBICOOTRDI, |

D. Hik

HWE 4 B2 -7V ERBRT THREIE, $RL7. BEBLUCEERDOSEER.
—FELTHEL, SEIEK10%F L) YICEELTRELL. A—AXid. 8ET L
g /) — VB L TREL

7. BYIOME&KRAIE

SECEA LB, FIHERERE, TRXTERE 72V MRUTHBLCELE
SR L TEERAI L. BEETr—Yicid, BRESSOLEEHREEA LKL, BT
ICBREORIEZ4— P2 TEERBOMEI & L, FIHERE. BEEHRIL ) -
7o



8. #hatmm |

REEBLUZBRILOVTHE Y REET 7. TOMOTRTOF 213, Bk
CRBONIMEDZVIE litter TEDFPIEE 1AL LT, 569 Bartlett e
LOEBORPDO—REIOVTRE L, TORER, MMYS—BESNEA L, —
TEREHEOSHEATETV. BRCHEESEZD SNBAI03 Dunnett &EH 300
Scheffo BICK D MBH L RERYERSHLOM TERYEOEDRE ST 1o, 48
—BR TR > 7128413, Kruskal-Wallis 05)“&&1%%%'5!:\ BERICEERELSED O
IBEICKHRR E RERME RSB E DZIC>WT Dunnett 2% 2402 Scheffs Bk
ExfTo 1,

BEKEZ, 5%BBLV1%ELT,



I. REZRSHEYE HHYHR)

1) BHFETH
HEF, L DICOVTHOREFICBVTED o NE - T,

2) —#IRAE (Tables 1, 2; Appendixes 1-1~2-4)

& DORT REHOMHETR., BELERYELEAROBATET SRBOEN, &5
HEd, BEHBEI N/, JOED IKDHOBWITHE DRSS SN, BHEE
EEBLBINI—BIREORE L, HEL BITVTHORSFHIEVTHBED LN I
2o

3) K&
A. # (Tables 3, 4; Appendixes 3-1~4-4)

BE. KEENEL O TIOERYERSHICH O TOHBE LKL THERLE
{LI3BH SNIEM >t

B. #

(1) 3ZEBAAHET (Tables 5, 6; Appendixes 5-1~6-4)

@HE, XEEMEL DICVTNOKBRYEARSHCE OV THHNBR AR L THELE
{ERBDSNE D -7,

(2) EfRIAMIS (Tables 7, 8; Appendixes 7-1~8-4)

HE, KEENEE DICVWThORRYERSH ISV TOHBH IR L THELE
{LIZBD Shizh -t

(3) 4+ f#& % (Tables 9, 10; Appendixes 9-1~10-4)

BE. REENEE BICVThOEBRMERSBICEVLTHNBR LB L TEERE
L3 D ohidh -7,



4) BHEE
A. i (Table 11; Appendixes 11-1~11-4)
WEFNOERYERSBICEVTHMNBRHELE L THERELRZED SN - 12,

B.

(1) ZXEA] (Table 12; Appendixes 12-1~12-4)
CWTNOEBYERSHICSVTOERB LB L THEREELERD ShZr -1,
(2) EiREME (Table 13; Appendixes 13-1~13-4)
WINOEBRYERSHICEVTOMBELI AR L THFESELRED SN - 12,
(3) 3% (Table 14; Appendixes 14-1~14-4)
WFNOBERYBERSHICE VT HNRBEL KL THELRELERBD Shlih- 1,

5) BHESRERR
A, ® (B5E . &54E (L2RIkS) #TEA)

(1) MR ERFRR (Table 15; Appendixes 15-1~15-4)

300 mg/kg A LDOBREFHICH VW TEGFRMKMBRBIERE (p<0.05) KDL/ L
L. RMIRE. MERRE. ATV} B, FOROREE, FEHRORMEREESL X
UIV/MREUICIE. BASDEADBD SNED - oo BIMBREICDWVTIEL 300 ng/kg LU
LOBERICBVWTHREKEWIRVEANRS SN, MNBHEOMICEEZRED S
nigh - tc, BMERAMFEOERICOVTHERYEOHEBE TR T HE(LRIBDShEH,
R

(2) MEE(LERIRAEFRE (Table 16; Appendixes 16-1~16-4)

300 mg/kg LU EDBREBICEVWTER) VBXUANV T LABREOHFELRD, 51
1000 mg/kg BEBICEVWTKRIVRAFO -/, AUV Y LBEDEELRLOBLUESE
BE. GOTEUHOHENLLEXAON, CORIMOREEE ICIE. HRUEOREIC
BERLLEEEINIELRZBDONEN T,

(3) #wAr R (Table 17; Appendixes 17-1~17-4)

WENOMS - BEICHHRYE & OMEAEE SN A NBHELZED SNIEh - 1,

(4) BEER (Table 19; Appendixes 19-1~19-4)

M. . BR. F2. RELFO0FREZMEL R, 1000 ng/kg HE5BICH



WTBERBOLEEE FE (p<0.01) TEEERLI. JQEMNIIIKENEDORSICE
WLt EEEINIE(LIRBD SN DT,

(5) REBMBFENREFRRE (Table 22; Appendixes 22-1~22-4)

XEEB B L 1000 ng/kg BRSO 2 ERBICOVWTHEEER - BEORBHEFNR
EEEMmLIcE A 1000 ng/kg BEBOHETIR. BEMICBENEMNEL TS
EMBEONEE 5T (BR) o DD, BRICOVTOREEZFNRER, 100 B&
U 800 mg/kg BEBICOVTHILRL TEML 72

ERBELBTIBEFROBELZUTICRT,
¢))

WTFHOEICDELIAH oMM -7
(BB

HImAY, XRBED 1 F LT 1000 mg/kg BEBED 2 FlicAH oNIi@MCSEALIR TN -
7o
(LR

LMD LN, HBEOD 2 5licsH o/ i@hcE iR - 72,

(FFi)

NAZFE, NERDEFEIaOEH TS, MBEB XU 1000 ng/kg REBEOmEIC
- AONIA, BHEBIUVEBEICHEOOREER M7 JTOEMIE. TS EEORKE
A, 1000 mg/kg BSEO 1HAICAONIcDATH -7
(RO

300 mg/kg IEHD 3 FIHLT 1000 ng/kg REBFOL2FITIH, REICHBELLEL
THONCHEE LLZHROBERMENZD o, TOEEIR. 1000 ng/kg BE5E
BV THERT A HEEZR L. (Photo 1, 2) o« ENSDOBFBEREEIL. £L L TEMR
MEMTICS 45N, MREEEEL. TORRPPARETHY. #RERIEES 2V
RIFEE®TH > 72i@h. ELOFTERICPPREBRAET AMENIET ATV,
100 mg/kg #BEB TR, RAFNLHAlICASNT, ZDIEM. eosinophilic body AR
SRCHRAINI, HEBICBERERIEM T,

GEIE)

REICEIF2EBEFEONEN, MHBHB IV 1000 ng/kg HEHOMELICH Sh b,
BEBIUREICHASHEERI LI T



10

BEEXOLES L OHASMN, HEES LK 1000 ng/ky HEHOTRICS SN
2 S & OREICH SRR N o,

(R 2)

RHEDOEMBN., MBHEHO 245X 1000 ng/kg BEEHOIFlICE SN, TD5 5
1000 mg/kg $SBED 1 FITIREM LB ICRROLENERD Shiz,

(R 3 L 1K) |

REOEBILAONIHEBEOD L F] (MX01006) BL U 1000 ng/kg BEHD 1 4
(MX04010) i<\ TERRDETFORMONS S NI EMCE(LIRS SNIEH - 72,

B. #f (B%IH: HE 40, @RAETH. @RDBBEEYE (2BBRE ZCTREF) )

(1) #I#FFR (Tables 18-1~18-6; Appendixes 18-1~18-4)

2P O R% Table 18-1 I, SEBAICH TR % Table 18-2 ~18-6
20} OF AN

HARRDBHEAS. 100 mg/kg BEHD 2 FlI LT 1000 mg/kg REBED S Flich ShrziF
. BEHEEAROKED S VIZEEN, 100 LU 1000 ng/kg REFOE 1H. BE
BHomEH 1000 ng/kg HEHO 1FICBD Shic, TORERNICIIHBYE & OBIEIHE
ESINSHRNEIBEDSNIEN - T
(2) HBEER

a) WHE 4 RS (Table 20; Appendixes 20-1~20-4)

MR, . BROBEREZMNELAER. RROEXERL LULEZEL 100 ng/ke
BEFHICBWT, REEL 1000 ng/kg BEBICBVTHE (p<0.05, 0.01) QLEBER
Lize FBBIUEROBRICH.,. HBRLZERYAEARSHLOBFTHEEZRED SN
M =72

b) REF. 2RFETH. £ERRFI. BRAF (Table 21)

100 mg/kg HEHOLSRETH 1BV THIRERNMEE TS >c@hicR, FLL
P ATE LS LF (RAVATCR N
(3) REMBFENRR (Tables 23-1~23-6; Appendixes 23-1~23-4)

H2F O R% Table 23-1 i, EEBINCH T AR % Table 23-2 ~23-6 i

R L7e



EBBEICBT2HERROBEELITICRT .
(%)

WTFNOBICHERIRA SN - T,
(Hakg)

HBETIR2HlIc S BE~BEOBRNA DN, ThictkL T 1000 vg/ke 53
TREBOEBELRTFVSEML. 1FICTKBE. 3FICEE, 2 AICHEEDOREN
Ao,

GLM)

WFNOEIZ L ELRA SN T,

(e

INASERE., NERDFAEOIEIEMSN. WRES LT 1000 ng/ke BEBOmEIC

Hontch, BEBLUCEEICHLNMIERE M- 15
(B8

BEBRYEREH TR, BEAREEOMMICMA T, & L GEMRAETHRICESHD
ZERaEF L. BERICELELZRAE LRERRA K., TOHEESIUVERIHREKRE
#ICHEE T AERER LA (Photo 3, 4) o Fio. RIMPLICBBEBRYMERER L bICRE
HMELRAROEE LA N, FREEXET 2B LKMRCREREET 2UENRA
ERECEENIFANRENoTce COXINKEERETIRAEORERICIE. PPOABT
FEEMOMRERXFE T ABLE LRARNS BHShi, UL, RGBETH -7 100
ng/kg REHD 1 Fl. RETH -7 300 ng/kg &EHD 2 FlBELVRZETH -2 1000
ng/kg BEHFHO 1HITR, ChoSDOE{LRSONTVH, FRRMEFEE(E L THES
NRICTERL o7, TOEM, SHRBEB LT 1000 ng/kg BEHOR 1 FUCRAEI A
S, MEREOD 1 FRBEFED C(BEDOEEIBbhiciEh, MEEB LU 100 ng/
kg BREFOZ 1FlicF L THEUREE LRICHELERRA SN, 100 LU 1000 ng/
ke REBOZ LAKBREORAELENLONLN, OThLHBRYERS LD
BLEIIBA S M T dv - 12,

(81%)

1000 mg/kg REBICHEVWT, RECBF 2 BEOBBEBZROEEN 1 Pl L
TR E IS 515 5/MEFEED 1 BIC A Sz B BB 15 - 72,



(R fge)

RERROLEL LUHAEMA, HBRBLC 1000 ng/kg BE5HOTHEICH S hi-
0 BEBLIUCEECHSMERZE I,

CiEY)

RETH > 7 HBHD 2 Flis L TF 300 ng/kg BEBD 2 HIE S VICRRRTS » 2
1000 ng/kg BEHD 1 flOWFHICbREFRIEED 212,

I. £EREHH
L ABFHRERR
1) RECAE (Table 24; Appendixes 24-1~24-4)
RERBLUZRBICHBHR - SHRYELESHEOMTERZIIED SN - 2,
o, EEREISRERZHE COERBLURBRY E TOEBREERICS>VWTH
R EBEBRYERESREOMTHERERRD SN, T,
2) ffB X UHEHEIRE
BRMAOCHRSCEREALLEEESNIHHRRES BV RFEREDEEIVFAOS
SRICBVTHRD N D - T,
3) U, FEREB LUHENKRER (Table 25; Appendixes 25-1~25-4)
MEREORGY. ERBBLIUCERBICNBHESERYBERSBEOMTEEERE
H o1,
4) HERP I OREIRIAM (Table 25; Appendixes 25-1~25-4)
HERBIUCERBAME bICHBE L SERYERSREOMTHEZRAD ShEH
272

2. HERFRR
1) &£%F# (Table 25; Appendixes 25-1~25-4)
ROEHR [ (ERM/EBREH) X 100] . HAER [ (HELRYK EFXREHK) X
100] . HEOHBLUBE 4 BOAFRICHBH EERMERSR OB TEES R
B SHIEM o T, |
2) {AE (Table 26; Appendixes 26-1~26-4)
LINORERPFICEVTHHERKEICHBE L HRMBERSH OB TEEERR



D ORI - 1,
3) F#E (Tables 27, 28) |

100 mg/kg BREBOLER 15| (HH 4 BHR) CEBFHIEERNS Shic@hicid.
WFROHERKBEOTHARELUARDODREERBD S WEh - T,



£ 24

PEDIEL DORT & #ETid 300 mg/kg LI E, #ETIZ 100 mg/kg KL LDy 6 BRIC
bl aREREGICED #HHES v MCEROBEANE(LEELTEEURELE LS LT
BEINKCBOREIR., ETHEREECH M, HTRAE LRXMEROEY - #EIHTHD.
W THENS ONIH, 1000 ng/kg D 2 BARKERS LS FHRARTIE, #ich
WTREE LREROZEE - BRENA SH, BTRIBIZEENLTH >IN SHBT 2
&L HTE, BICEEL TR BHICREE LREROEY - SIENRERE L Wit E
Zoh3, T1abb, BORKIT. B - BRLICRAELROBEGEEESNS, L
L. EOMBEAFNRECEVTRERY v, AU LEOMREREL. 300 ng
/kg ULOBRERTEHLTED. COXHIREEHORBLRT LEESNLIBRICE
WTHZOREEICIERENREM L bR I N, KERYERT VEETHD.
ZDALERED NS 4-nethyl-2-sulfophenyl #EE SN, 7V BEDOEERANSARE
MM SRRE  HRINABEELDANVT A VT I FRE-VDHLWEI LT 7 EHITOVTIR
Sy bcRIZTESRE LTERBEXEAOMICEREELFZET 2EAVTIONATHEY,
/o, YT s HORBREBRETR. BRIV E Vv QUNEICERL RO VR Fo—
MRBEHVMFI I B LI 36, AHARTE. 1000 ng/kg HEH BV TlFaLr x
FOu—IVEOEH HEDONT VS, Licdt->T IORT oRFICERALCEELZ SN S L
COHEEND 3 VIIREFNELR. £EATHE - RIRS NI KEERYE DSREY)
FHRTORBEICFERERDAIENTEEIODLALE L, LML, DCRT E. B
DREAMEALEE LT IBHEMDIIMITIE. 1000 ng/kg DBREKCL-THEEDL
SEHLZRET, £EREEUFNLEBEIZ > REU - TNS5DOITENSRE
HBREHTTIE DRT ORERSHHICHT 2 EBLERIZ. #TIE 100 ng/kg/day. T
(& 100 mg/kg/day RiFETHD. £/, AWMREZFHICHT T NIE, ML b
1000 mg/kg/day E¥rah 3,



X R

1) Patton, T.C. : “Pigment Handbook”, Vol. I., 2nd ed. p496 (1973)

2) Food and Drug Administration, U.S.: “Federal Register”, Vol. 47, 249:
57681-57692 (1982)

3) Leist, K. H.: Subacute toxicity studies of selected organic colorants.

Ecotoxicology and Environmental Safety 6: 457-463 (1982)

4) BHZEE, Bou # KO F: SUSAREE, 15% KX P29-35
HAERE, HE (1990)



Table Pl

Dose range finding study for D & C Red 7 in rats

Body weight of males in the treatment period (g); Mean®S.D. (N)

compound Vehicle control D & C Red 7

Dose groups

(ng/kg) 0 1000

Treatment

Day
1 300.1 = 4.9 (5) 299.7T £+ 3.8 (5)
7 332.5 + 13.1 (5) 335.4 £ 5.5 (5)
14 373.6 £ 171.7 (5) 3714.0 = 7.1 (5)

Vehicle control: 5% Gum Arabic



Table P2
Dose range finding study for D & C Red 7 in rats

Body weight gain data of males in the treatment period (g); Mean®S.D.(N)

compound Vehicle control D & C Red 7

Dose groups

(ng/kg) 0 1000
Treatment
Day
1~ 17 32.4 + 9.8 (5) 356.8 = 2.4 (5)
T~ 14 41.1 £ 7.6 (5) 38.6 £ 5.8 (5)

Vehicle control: 57 Gum Arabic



Table P3

Dose range finding study for D & C Red 7 in rats

Body weight of females in the treatment period (g); Mean®S.D.(N)

compound Vehicle control D & C Red 7

Dose groups

(ng/kg) 0 1000

Treatment

Day .
1 210.6 =+ 3.1 (5) 210.4 =+ 3.5 (5)
7 229.8 + 8.5 (5) 229.4 £+ 5.8 (5)
14 252.2 + 11.3 (5) 243.3 £ 9.3 (5)

Vehicle control: 5% Gum Arabic



Table P4

Dose range finding study for D & C Red 7 in rats

Body weight gain data of females in the treatment period (g); Mean®tS.D.(N)

compound Vehicle controil D & C Red 7

Dose groups

(mg/kg) 0 1000

Treatment

Day
1~ 1 19.2 + 5.8 (5) 19.0 = 2.8 (5)
T~ 14 22.4 = 4.9 (5) 13.9 + 9.6 (5)

VYehicle control: 57 Gum Arabic



Table P5
Dose range finding study for D & C Red 7 in rats

Food consumption of males in the treatment period (g); Mean+S.D. (N)

compound Vehicle control D & C Red 7

Dose groups

(mg/kg) 0 1000
Treatment
Day
1~ 1 172.0 + 13.9 (5) 176.6 =+ 7.0 (5)
T~ 14 209.3 + 18.8 (5) 200.9 + 5.4 (5)

Vehicle control: 5% Gum Arabic



Table P6

Dose range finding study for D & C Red 7 in rats

Food consumption of females in the treatment period (g); Mean®S.D. (N)

compound Vehicle control D & C Red T

Dose groups

(mg/kg) 0 1000
Treatment
Day
I~ 1 128.0 + 5.9 (5) 128.2 = 8.6 (5)
T~ 14 155.6 + 6.2 (5) 144.6 + 13.4 (5)

Vehicle control: 5% Gum Arabic



Table P17

Dose range finding study for D & C Red 7 in rats

Absolute and relative organ weight of males; MeanxS.D. (N)

compound Vehicle control D & C Red 7
Dose groups
(mg/kg) 0 1000
Final body weight (g) 343.8 = 16.4 (5) 340.7T + 8.4 (5)
Thymus (mg) 467.7 = 74.1 2 ( 5 ) 509.7 *+ 57.3 (5)
136.6 = 25.0 ¥ 149.7 £+ 17.0
Liver (g) 10.47 = 0.78 (5) 10.14 + 0.83 (5)
3.04 + 0.14 2.88 + 0.24
Kidneys (g) 2.70 £ 0.24 (5) 2.80 = 0.39 (5)
0.79 =+ 0.06 0.82 £ 0.12
Adrenal glands (mg) 52.9 + 3.6 (5) 53.4 + 6.2 (5)
15.4 + 0.5 15.7T = 2.1
Testes (g) 2.86 + 0.31 (5) 2.86 = 0.11 (5)
0.84 + 0.13 0.84 = 0.02
a): Absolute weight
b): Relative weight
Vehicle control: 5% Gum Arabic



Table P8

Dose range finding study for D & C Red 7 in rats

Absolute and relative organ weight of females; Mean+S.D. (N)

compound Vehicle control D & C Red 7
Dose groups
(ng/kg) 1000
Final body weight (g) 227.3 = 10.0 (5) 223.2 =+ 8.5 (5)
Thymus (ng) 475.4 +=144.5 2 ( 5 ) 391.0 = 98.5 (5)
207.7 + 54.9 » 174.7 £ 41.5
Liver (2) 6.55 = 0.59 (5) 6.40 = 0.29 (5)
2.88 + 0.18 2.87T = 0.07
Kidneys (g) 1.66 £+ 0.09 (5) 1.64 = 0.11 (5
0.73 = 0.05 0.73 = 0.03
Adrenal glands (mg) 58.5 + 8.7 (5) 59.8 =+ 4.9 (5)
26.8 £ 4.2 26.8 + 2.3
Ovaries (mg) 85.7 + 9.1 (5) 80.3 + 16.8 (5)
37.8 + 4.5 40.7T £ 8.9
a): Absolute weight
b): Relative weight
Vehicle control: 5% Gum Arabic



Table P9

Dose range finding study for D & C Red 7 in rats

Summary of macroscopic findings in rats

Sex Male Female
Group Control 1000 mg/kg Control 1000 mg/kg
Grade -~ + + Total - + + Total - + + Total - + + Total
(Thymus)

brown spot 4 0 1 5 5 0 0 5 b 0 0 5 5 0 0O 5

involution 5 0 0 5 5 0 0 5 5 0 0 5 4 1 0 5
(Lungs)

dark colored spot 5 0 0 5 4 0 1 5 5 0 0 5 5 0 0 5
(Liver)

yellow spot 3 0 2 5 4 0 1 5 4 0 1 5 5 0 O 5

yellowish 5 0 0 5 5 0 0 5 5§ 0 0 5 4 0 1 5
(Forestomach) _

reddish mucous membrane. 5 0 0 5 3 0 2 b 5 0 0 5 2 0 3 )
(Intestine) '

reddish content 5 0 0 5 3 0 2 5 5 0 0 5 1 0 4 5
(Kidneys)

pale color 4 0 1 5 5 0 0 b 5 0 0 5 5 0 0 5

-: Negative; +: Slight; +:

Positive



Table P10
Dose range finding study for D & C Red 7 in rats

Summary of histopathological findings in rats

Sex Male Female
Group Control (n=5) 1000 mg/kg (n=5) Control (n=5) 1000 mg/kg (n=5)
Grade = + + ++ +++ NE - + + ++ +++ NE - + + ++ +++ NE - + + ++ +++ NE
(Kidneys)
dilated lumen of cortical tubules 5 0 0 0 O 1 1 2 1 0 5 0 0 0 5 0 0 0 0
degeneration/necrosis
of tubular epithelium in cortex 5 0 0 O 0 2 0 2 1 0 5 0 0 0 4 1 0 0 O
debris in the lumen
of collecting ducts 5 0 0 0 0@ 4 01 0 O 5 0 0 0 5 0 0 0 O
regenerated tubules in cortex 2 3 0 0 O 1 4 0 0.0 2 3 0 0 2 3 0 0 0

-: Negative; +: Very slight; +: Slight; ++: Moderate; +++: Severe



Table 1

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Summary of clinical signs of F¢ males

Number of Number of animals with clinical signs
Clinical signs Dose groups treated Day of treatment
(ng/kg) animals -1 8-14 15-21 22-28 29-35 36-42
Vehicle control 13 0 0 0 0 0 0
Red stained feces 100 13 13 13 13 13 13 13
300 13 13 13 13 13 13 13
1000 13 13 13 . 13 13 13 13
Yehicle control 13 0 0 0 0 0 0
Crust formation 100 13 1 1 1 1 1 1
300 13 0 0 0 0 0 0
1000 13 0 0 0 0 0 0

Vehicle control: 5% Gum Arabic



Table 2

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Summary of clinical signs of Fo females

Number of Number of animals with clinical signs
Clinical signs Dose groups treated Day of treatment
(mg/kg) animals -1 8-14 15-21 22-28 29-35 36-Sacrifice
Vehicle control 13 0 0 0 0 0 0
Red stained feces 100 13 13 13 13 13 13 13
300 13 13 13 13 13 13 13
1000 13 13 13 13 13 2= 12
Vehicle control 13 0 0 0 0 0 0
Crust formation 100 13 0 0 0 0 0 0
300 13 0 0 0 0 0 0
1000 13 0 0 0 1 1 1

Vehicle control: 5% Gum Arabic

a): One female sacrificed on day 28 of treatment (Not-copulated)



Table 3

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight of Fo males in the treatment period (g); MeanxS.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups

(mg/kg) 0 100 300 1000
Treatment
Week

0 (Init. wt.) 271.7 ¢+ 9.7 ( 13} 271.7 + 7.7 ( 13) 272.8 + 11.1 ( 13) 272.5 £ 10.1 ( 13)
1 320.5 *+ 13.3 ( 13) 318.6 + 9.9 ( 13) 317.0 + 16.4 ( 13) 318.0 *+ 15.1 ( 13)
2 360.9 £ 20.9 ( 13) 350.9 *+ 16.6 ( 13) 352.6 * 26.7 ( 13) 352.1 *+ 23.1 ( 13)
3. 389.5 + 25.8 ( 13) 380.8 * 18.2 ( 13) 378.7 * 33.9 ( 13) 374.0 * 29.2 ( 13)
4 422.0 + 29.2 ( 13) 409.1 *+ 26.5 ( 13) 412.8 * 38.0 ( 13) 404.0 * 29.1 ( 13)
5 ' 451.0 + 31.6 ( 13) 438.2 + 25.5 ( 13) 438.6 * 41.1 ( 13) 431.0 + 29.8 ( 13)
6 472.8 + 34.5 ( 13) 458.9 * 29.2 ( 13) 459.2 + 44.9 ( 13) 447.4 * 34.2 ( 13)

Vehicle control : 5% Gum Arabic



Table 4

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight gain data of Fo males in the treatment period (g); Mean=S.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups

(mg/kg) 0 100 300 1000

Treatment

Week

0~1 48.7 + 9.6 ( 13) 46.9 + 7.4 13) 44.2 + 7.7 13) 45.6 * 7.7 13)
1~2 40.5 ¢+ 9.1 ( 13) 32.2 ¢+ 9.1 13) 35.5 ¢+ 12.5 13) 34.0 * 10.1 13)
2~3 28.6 ¢+ 7.1 ( 13) 29.9 + 8.6 13) 26.2 + 10.7 13) 21.9 + 12.4 13)
3~4 32.4 * 5.7 ( 13) 28.3 *+ 11.5 13) 34.1 ¢+ 7.2 13) 30.0 + 8.6 13)
4~5 29.0 £ 4.0 ( 13) 29.2 + 8.8 13) 25.8 + 8.7 13) 27.0 + 5.9 13)
5~6 21.9 * 6.4 ( 13) 20.7 £ 5.7 13) 20.6 + 5,2 13) 16.4 + 8.7 13)

Vehicle control

5%

Gum Arabic



Table 5

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight of Fo females in the pre-mating period (g); MeanzS.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups
(mg/kg) 0 100 300 1000

Pre-mating

Week
0 (Init. wt.) 209.8 =+ 7.9 ( 13) 209.8 * 8.3 ( 13) 209.4 ¢ 7.6 ( 13) 209.1 + 8.0 ( 13)
1 229.7 + 10.9 ( 13) 226.8 * 12.8 ( 13) 223.3 + 9.2 ( 13) 227.5 + 9.8 ( 13)
2 245.3 *+ 14.3 ( 13) 243.5 ¢+ 12.7 ( 13) 237.8 £ 10.7 ( 13) 242.6 * 11.1 ( 13)

Vehicle control : 5% Gum Arabic



Table 6
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight gain data of Fo females in the pre~mating period (g); Mean=S.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups

(mg/kg) 0 100 300 1000
Pre-mating
Week
0~1 19.9 + 4.7 ( 13) 17.0 £+ 7.5 ( 13) 13.9 ¢+ 3.7 ( 13) 18.3 * 6.1 ( 13)
1~2 15.6 ¢+ 5.6 ( 13) 16.7 ¢+ 3.2 ( 13) 14.5 ¢+ 6.0 ( 13) 15.2 ¢+ 5.3 ( 13)

Vehicle control : 5% Gum Arabic



Table 7

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight of Fo females in the pregnant period (g); Mean=S.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups

(mg/kg) 0 100 300 1000

Pregnant

Day
0 251.9 + 13.9 ( 11) 253.0 ¢+ 17.5 ( 13) 247.1 * 13,0 ( 11) 252.7 * 13.3 ( 12)
7 290.5 + 14.2 ( 11) 283.4 + 31.0 ( 13) 279.9 *+ 18.8 ( 11) "285.2 ¢ 14.2 ( 12)
14 325.8 + 16.4 ( 11) 324.7 + 27.7 (13 317.4 + 26.5 ( 11) 31%.1 *+ 15.8 (.12)
20 389.5 + 19.3 ( 11) 398.4 * 42.8 ( 13) 379.1 + 29.5 ( 11) 388.3 * 27.2 ( 12)

Vehicle control : 5% Gum Arabic



Table 8
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight gain data of Fo females in the pregnant period (g); MeanzS.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups .
{(mg/kg) 0 100 300 1000

Pregnant

Day
0~7 38.6 * 7.6 ( 11) 30.3 £ 21.9 ( 13) 32.8 ¢+ 13.8 ( 11) 32.4 ¢+ 6.8 ( 12)
T~14 35.3 ¢+ 4.4 ( 11 41.3 + 11.3 ( 13) 37.5 + 9.9 ( 11) 33.9 ¢+ 5.7 ( 12)
14~20 63.7 ¢+ 13.2 ( 11) 73.8 + 19.5 ( 13) 61.7 ¢+ 13.7 ( 11) 69.2 ¢+ 16.4 ( 12)

Vehicle control : 5% Gum Arabic



Table 9
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight of Fo females in the lactation period (g); MeanzS.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups
(mg/kg) 0 100 300 1000

Post partum

Day
0 292.6 * 26.9 ( 11) 278.8 + 27.5 ( 12) 281.7 ¢+ 19.7 ( 11) 279.1 + 27.9 ( 12)
4 318.3 + 15.8 ( 11) 301.2 + 23.6 ( 11) 298.6 * 30.4 ( 11) 300.7 * 31.5 ( 12)

Vehicle éontrol : 5% Gum Arabic



Table 10

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight gain data of Fy females in the lactation period (g); MeanzS.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7

D & C Red 7

Dose groups

(mg/kg) 0 100 300 1000
Post partum
Day
0~4 25.6 * 18.1 ( 11) 24.7 + 17.0 ( 11) 16.9 +* 22.2 ( 11) 21.6 8 ( 12)

i8.

Vehicle control : 5% Gum Arabic



Table 11

Combined repeat dose and reproductive/developmenialtoxicny screening test for D & C Red 7 in rats

Food consumption of Fo males in the treatment period (g); MeanxS.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups

(mg/kg) : 0 100 300 1000

Treatment

Week
1 204.2 + 13.4 ( 13) 201.6 + 11.8 ( 13) 196.0 ¢+ 12.0 ( 13) 195.1 * 11.6 ( 13)
2 202.6 * 17.8 ( 13) 193.5 ¢+ 17.5 ( 13) 191.7 £ 17.0 ( 13) 187.7 *+ 15.4 ( 13)
4 204.6 * 20.4 ( 13) 197.4 ¢+ 19.5 ( 12) 198.4 * 23.4 ( 12) 191.1 + 12,2 ( 12)
5 207.7 ¢ 19.6 ( 13) 202.0 * 14.7 ( 13) 201.3 ¢ 21.2 ( 13) 194.4 * 13.9 ( 13)
6 206.7 + 23.1 ( 13) 202.2 ¢+ 17.0 ( 13) 195.8 ¢+ 19.6 ( 13) 189.0 + 16.6 ( 13)

Vehicle control : 5% Gum Arabic



Table 12

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Food consumption of Fo females in the pre-mating period (g); MeanzS.D. (N)

Compounds Vvehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups
(mg/kg) 0 100 300 1000

Pre-mating
Week

1+

1 ' 148.5 10.2 ( 13) 143.7 + 14.9 ( 13) 144.3 + 10.9 ( 13) 143.3

i+
O

.5 (13)
2 151.1 * 16.7 ( 13) 146.1 ¢+ 12.2 ( 13) 145.6 ¢+ 13.3 ( 13) 147.0 * 18.2 ( 13)

Vehicle control : 5% Gum Arabic



Table 13

Combined repeat dose and reprodu‘ctive/developmental toxicity screening test for D & C Red 7 in rats

Food consumption of Fo females in the pregnant period (g); MeanxS.D: (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7

Dose groups

(mg/kg) 0 , 100 300 1000

Pregnant

Day
0~17 178.7 * 19.4 ( 11) 170.2 * 32.6 ( 13) 168.6 * 27.8 ( 11) 167.4 + 14.3 ( 12)
7~14 194.2 * 19.5 ( 11) 194.7 + 26.6 ( 13) 189.5 *+ 36.8 ( 11) 181.6 * 15.9 ( 12)
14~ 20 153.1 £ 12.5 ( 11) 160.8 * 19.3 ( 13) 153.6 ¢+ 9.1 ( 11) 156.5 * 12.9 ( 12)

Vehicle coﬁtrol : 5% Gum Arabic



Table 14

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Food consumption of Fy females in the lactation period (g); MeanS.D. (N)

Compounds Vehicle control D & C Red 7 D & C Red 7 D & C Red 7
Dose groups
{mg/kg) 0 100 300 1000
Post partum
Day
0~14 118.9 *+ 29.2 ( 11) 105.6 ¢+ 39.8 ( 11) 102.3 + 35.8 ( 11) 112.7 + 25.6 ( 12)

Vehicle control : 5% Gum Arabic



Table 15
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rais

Summary of hematological findings of Fo males; Meant S.D.

. Differential count of WBC (})
Sex Dose groups Number of RBC Hb Ht MOV MCH MCHC WBC Neutro. Platelet
(mg/kg) Animals  (x10*/m®) (g/dl) & (un?) (pg) 4] (x103/mm®) Band  Seg. Eos. Baso. Mono. Lymph. ( x10*/mm3)

Control 13 838 16.6 43.6 52 18.6 5.7 133 0 9 1 0 3 g1 118.5

+ 34 +07 +£25 1 +05 =£09 + 3 *0 *£3 1 £0 *2 £4 <+ 11.8

100 13 839 15.4 43.1 51 18.3 35.8 123 0 9 1 0 2 88 119.1

Male + 32 +06 19 +2 =04 =+1.2 + 2% +0 *x4 £1 0 =2 +5 + 139
300 13 843 15.1 42.9 51 18.0+ 35.3 118 0 9 1 0 1 88 121.7

+ 25 +04 11 =2 *05 %07 + 48 +0 ®b5 £2 0 1 x4 + 124

1000 13 836 15.0 2.8 51 18.0+ 3%.1 % 0 11 1 0 2 8 111.4

+ 31 +05 *x=15 1 05 =05 + 28 0 £3 1 =0 *=2 £ + 9.1

-4
* : Significantly different from control p < 0.05



Table 16

Combined repeat dose and reproductive / developmental toxicity screening test for D & C Red 7 in rats

Summary of biochemical findings of Fo males ; Mean* S.D. (N)

Compounds. Vehicle control D&CRed?7 D& C Red 7 D&C Red 7

Dose groups (mg/kg) 100 300 1000

Total protein : g/dl 5.9 + 0.3 (13) 5.8 % 0.3 (13) 57 %+ 0.3 (13) 5.8 + 0.4 (13)
Albumin ; g/dl 3.1 £ 0.1 (13) 3.0 £ 0.3 (13) 3.1 £ 0.1 (13) 3.0 X 0.2 (13)
A/G 1.06 £ 0.09 (13) 1.09 £ 0.18 (13) 1.15 = 0.14  (13) 1.05 = 0.08 (13)
BUN ; mg/dl 23+ 2 (13) 24 + 3 (13) 26 £ 2 (13) 24 £ 3 (13)
Creatinine ; mg/dl 0.7 % 0.0 (13) 0.7 £ 0.1  (13) 0.7 % 0.1 (13) 0.7 * 0.1  (13)
Glucose ; mg/dl 196 £ 15 (13) 201 i" 12 (13) 191 £ 20 (13) 204 £ 49 (13)
Total cholesterol ; mg/dl 62 * 11 (13) 59 + 8 (13) 57 * 10 (13) 49 + 11 **x (13)
TGP + U/1 0+ 0 (13) 00 (13) 0+ 0 (13) 0 +0 (13)
Total bilirubin ; mg/dl 0.06 £ 0.02 (13) 0.05 + 0.02 (13) 0.06 * 0.02 (13) 0.07 £ 0.03 (13)
Alkaline phosphatase ; U/l 382 + 88 (13) 397 £ 83 (13) 351 = 72 (13) 387 £ 81 (13)
GPT : U/1 31+ 6 (13) 35+ 8 (13) 31 7 (13) 32+ 76 (13)
GOT ; U/L 49 + 3§ (13) 52 £ 9 (13) 52 £ 8 (13) 63 £ 8 xx (13)
Inorganic phosphorus ; mg/dl 7.3 £ 0.2 (13) 7.0 £ 0.5 (13) 6.6 = 0.6 xx (13) 6.3 £ 0.7 xx (13)
Calcium ; mg/dl 9.6 = 0.3 (13) 9.2 + 0.3 (13) 8.1 £ 0.2 xx (13) 9.1 & 0.6 *x (13)
Sodium : mEq/! 140.6 * 1.0 (13) 140.5 £ 1.0 (13) 140.3 £ 0.8 (13) 141.3 &£ 0.7 (13)
Potassium ; mEq/l 4.45 * 0.14  (13) 4.36 = 0.26 (13) 4,39 = 0.22 (13) 4.30 £ 0.56 % (13)
Chloride ; mEq/l 100.6 £ 1.3 (13) 101.0 * 1.4 (13) 101.3 £ 1.8 (13) 102.9 = 2.4 *x (13)

Vehicle control ; 5.0% GUM ARABIC

Total bilirubin ; direct bilirubin + indirect bilirubin

* . Significant difference from control,

*x: Significant difference from control,

p<0.05
p<0.01



Table 17 Summary of macroscopic findings in male rats administered D & C Red 7 for 42 days

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - + + Total - + + Total - + + Total
(Thymus)

pink/pale pink 12 0 1 13 12 0 1 13 13 0 0O 13 13 0 0O 13

dark colored spot 13 0 0 13 13 0 0 13 13 0 0 13 12 0 1 13

small 13 0 0 13 13 0 0 13 13 0 0 13 12 0 1 13
(Liver)

pale colored spot 12 0 1 13 13 0 0 13 13 0 0 13 13 0 ¢ 13

accentuated lobular pattern 11 0 2 13 12 0 1 13 13 0 0 13 12 0 1 13

yellowish 12 0 1 13 13 0 0 13 13 0 0 13 11 1 1 13
(Kidney)

abnormality 13 0 0 13 13 0 0 13 13 0 0 13 13 0 0 13
(Adrenal)

abnormality 13 0 0 13 13 0 0 13 13 0 0 13 13 0 0O 13
(Brain)

hemorrhage in meninx 12 0 1 13 13 0 0 13 13 0 0 13 13 0 0 13
(Heart)

abnormality 13 0 0 13 13 0 0 13 13 0 0 13 13 0 O 13
(Spleen)

abnormality 13 0 0 13 13 0 0 13 13 0 0 13 13 0 0 13
(Testis)

small 12 0 1 13 13 0 © 13 13 0 0 13 12 0 1 13

edema 12 0 1 13 13 0 0 13 13 0 0 13 13 0 0 13
(Epididymis)

small 13 0 0 13 13 0 0 13 13 0 0 13 12 0 1 13

edema 12 0 1 13 13 0 0 13 13 0 0 13 13 0 0O 13
(Lung)

dark colored spot 12 0 1 13 11 0 2 13 13 0 0 13 13 0 0 13
(Submaxillary lymph node)

dark colored spot 13 0 0 13 12 0 1 13 13 0 0 13 13 0 0O 13

enlargement 13 0 0 13 12 1 0 13 13 0 0 13 13 0 0 13
(Skin)

alopecia 13 0 0 13 12 0 1 13 13 0 0O 13 13 0 0 13

crust 13 0 0 13 12 0 1 13 13 0 0 13 13 0 0 13

-: Negative; +:

Slight; +: Positive



IS

Table 18-1 Summary of macroscopic findings in female rats administered D & C Red 7
Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - + + Total -~ + + Total - + + Total
(Thymus)

small 13 ¢ 0 13 10 1 2 13 13 0 0 13 7 1 5 13

red spot 12 0 1 13 13 0 0 13 13 0 ¢ i3 12 0 1 13
(Liver)

accentuated lobular pattern 12 0 1 13 13 0 0 13 13 0 0O 13 13 0 O 13

yellowish 12 1 0 13 13 0 0 13 13 0 0 13 13 0 0 13
{(Kidney)

pale colored area 13 0 0 13 12 0 1 13 13 0 0 13 12 0 1 13

pale colored cortex 13 0 0 13 13 0 0 13 13 0 0 13 12 0 1 13
(Adrenal)

abnormality 13 0 0 13 13 0 0O 13 13 0 0 13 13 0 0 13
(Brain)

abnormality 13 0 0 13 13 0 0 13 13 0 0 13 13 0 0 13
(Heart)

abnormality 13 0 0 13 13 0 0 13 13 0 O 13 13 0 0 13
(Spleen)

dark color 13 0 0 13 12 0 1 13 12 0 1 13 13 0 0 13

enlargement 13 0 0 13 13 0 0 13 12 1 0 13 13 0 0 13
(Adipose tissue) .

decrease 13 0 0 13 12 1 0 13 13 0 0 13 13 0 0 13
(Abdominal wall)

herniation 13 0 0 13 13 0 0 13 12 0 1 13 13 0 0 13
(Lung)

dark colored spot 13 0 0 13 13 0 0 13 12 0 1 13 13 0 0 13
(Stomach)

thinning of the wall 13 0 0 13 13 0 0 13 13 0 0 13 12 0 1 13
(Ileum)

diverticulum 12 0 1 13 13 0 0 13 13 0 0 13 13 0 O 13
(Mesenteric lymph node)

small 13 0 0 13 13 0 0 13 12 0 1 13 13 0 0 13
(Uterus)

partial hypertrophy 13 0 0 13 12 0 1 13 13 0 0 13 13 0 0 13

-: Negative; +:

Slight; +: Positive



Table 18-2 Summary of macroscopic findings in female rats administered D &
(Subjected to autopsy on day 4 of lactation)

C Red 7

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - + + Total - + + Total - + + Total
{Thymus)

small 11 0 0 11 8 1 2 11 10 0 0 10 6 1 5§ 12

red spot 10 0 1 11 11 ¢ 0 11 10 0 0 10 11 0 1 12
(Liver)

accentuated lobular pattern 11 0 0 11 11 0 0 11 10 0 O 10 12 0 0 12

yvellowish 10 1 0 11 11 0 0 11 10 0 0 10 12 0 0 12
(Kidney)

pale colored area 11 0 © 11 10 0 1 11 10 0 O 10 11 0 1 12

pale colored cortex 11 0 0 11 11 0 0 11 10 0 O 10 11 0 1 12
(Adrenal)

abnormality 11 0 0 11 11 0 0 11 10 0 O 10 12 0 0O 12
(Brain)

abnormality 11 0 0 11 11 0 0 11 10 0 0 10 12 0 O 12
(Heart)

abnormality 11 0 0 11 11 0 0 11 10 0 0 10 12 0 O 12
(Spleen)

dark color 11 ¢ 0 11 10 0 1 11 9 0 1 10 12 0 O 12

enlargement 11 0 0 11 11 0 0 11 9 1 0 10 12 0 0 12
(Adipose tissue)

decrease 11 0 0 11 10 1 0 11 10 0 0 10 12 0 0 12
{Abdominal wall)

herniation 11 0 0 11 11 0 0 11 9 0 1 10 12 0 0 12
(Lung)

dark colored spot 11 ¢ 0 11 11 0 0 11 9 0 1 10 12 0 0 12
(Stomach)

thinning of the wall 11 0 0 11 11 0 0 11 10 0 0 10 11 0 1 12
{Ileum)

diverticulum it 0 0 11 11 0 0 11 10 0 O 10 12 0 0 12
(Mesenteric lymph node)

small 11 ¢ 0 11 11 0 0 11 9 0 1 10 12 0 0 12
(Uterus)

partial hypertrophy 11 0 0 11 11 0 0 11 10 0 0 10 12 0 0O 12

-: Negative; +: Slight: +: Positive



Table 18-3 Summary of macroscopic findings in female rats administered D & C Red 7

(Not pregnant)

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - + + Total - + + Total - + + Total
(Thymus )

smal l 2 0 0 2 0 2 0 0 2 0

red spot 2 0 0 2 0 2 0 0 2 0
(Liver)

accentuated lobular pattern 1 0 1 2 0 2 0 0 2 0

yellowish 2 0 0 2 0 2 0 0 2 0
(Kidney)

pale colored area 2 0 0 2 0 2 0 0 2 0

pale colored cortex 2 0 0 2 0 2 0 0 2 0
(Adrenal)

abnormality 2 0 0 2 0 2 0 0 2 0
(Brain)

abnormality 2 0 0 2 0 2 0 0 2 0
(Heart)

abnormality 2 0 0 2 0 2 0 0 2 0
(Spleen)

dark color 2 0 0 2 0 2 0 0 2 0

enlargement 2 0 0 2 0 2 0 0 2 0
(Adipose tissue)

decrease 2 0 0 2 0 2 0 0 2 0
(Abdominal wall)

herniation 2 0 0 2 0 2 0 0 2 0
(Lung)

dark colored spot 2 0 0 2 0 2 0 0 2 0
(Stomach)

thinning of the wall 2 0 0 2 0 2 0 0 2 0
([leum)

diverticulum 1 0 1 2 0 2 0 0 2 0
(Mesenteric lymph node)

small 2 0 0 2 0 2 0 0 2 0
(Uterus)

partial hypertrophy 2 0 0 2 0 2 0 O 2 0

-: Negative; +: Slight; +: Positive



Table 18-4 Summary of macroscopic findings in female rats administered D & C Red 7
(Total implantation loss)

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - %+ + Total - + + Total - + + Total
(Thymus)

involution 0 1 0 0 1 0 0

red spot 0 1 0 0 1 0 0
(Liver)

accentuated lobular pattern 0 1 0 0 1 0 0

yellowish 0 1 0 0 1 , 0 0
(Kidney)

pale colored area 0 1 0 0 1 0 0

pale colored cortex _ 0 1 0 0 1 0 0
(Adrenal)

abnormality 0 i1 0 0 1 0 0
(Brain)

abnormality 0 1 0 0 1 0 0
(Heart)

abnormality 0 1 0 0 1 0 0
(Spleen)

dark color 0 1 0 0 1 0 : 0

enlargement 0 1 0 0O 1 0 . 0
(Adipose tissue)

decrease 0 1 0 0 1 0 0
(Abdominal wall) :

herniation 0 1 0 0 1 0 0
(Lung)

dark colored spot 0 1 0 0O 1 0 0
(Stomach)

thinning of the wall . 0 1 00 1 0 0
(Ileum) ‘

diverticulum 0 1 6 0 1 0 0
(Mesenteric lymph node)

small 0 1 0 0 1 0 0
(Uterus)

partial hypertrophy 0 0 0 1 1 0 0

-: Negative; +: Slight; +: Positive



Table 18-5 Summary of macroscopic findings in female rats administered D & C Red 7

(Total litter loss)

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - + + Total - + + Total - *+ + Total
(Thymus)

small 0 1 0 0 1 1 0 O 1 0

red spot 0 1 0 0 1 1 0 0 1 0
(Liver)

accentuated lobular pattern 0 1 0 0 1 1 0 0 1 0

yellowish 0 1 0 0 1 1 0 0 1 0
(Kidney)

pale colored area 0 1 0 0 1 1 0 0 1 0

pale colored cortex 0 1 0 0 1 1 0 0 1 0
(Adrenal)

abnormality 0 1 0 0 1 1 0 0 1 0
(Brain)

abnormality 0 1 0 0 1 1 0 0 1 0
(Heart)

abnormality 0 1 0 ¢ 1 1 0 0 1 0
(Spleen)

dark color 0 1 0 0 1 1 0 0 1 0

enlargement 0 1 0 0 1 1 0 0 1 0
(Adipose tissue)

decrease 0 1 0 0 1 1 0 0 1 0
(Abdominal wall)

herniation 0 1 0 0 1 1 0 0 1 0
(Lung)

dark colored spot 0 1 0 0 1 1 0 0 1 0
(Stomach)

thinning of the wall 0 1 0 0 1 1 0 0 1 0
(Ileum)

diverticulum 0 1 0 0 1 1 0 0O 1 0
(Mesenteric lymph node) . :

small 0 1 0 0 1 1 0 0 1 0
(Uterus)

partial hypertrophy 0 1 0 ¢ 1 1 0 0 1 0

-: Negative; +:

Slight} +: Positive



Table 18-6 Summary of macroscopic findings in female rats administered D & C Red 7

(Not copulated)

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - + + Total - + + Total - + + Total
(Thymus)

small 0 0 0 1 0 O 1

red spot 0 0 0 1 0 O 1
(Liver)

accentuated lobular pattern 0 0 0 1 0 O 1

yellowish 0 0 0 1 0 O 1
(Kidney)

pale colored area 0 0 0 1 0 0 1

pale colored cortex 0 0 0 1 0 0 1
(Adrenal)

abnormality 0 0 0 1 0 0 1
(Brain)

abnormality 0 0 0 1 0 0 1
(Heart)

abnormality 0 0 0 1 0 O 1
(Spleen)

dark color 0 0 0 1 0 0 1

enlargement 0 0 0 1 0 0 1
(Adipose tissue)

decrease 0 0 0 1 0 0 1
(Abdominal wall)

herniation 0 0 0 1 0 0 1
(Lung)}

dark colored spot 0 0 0 1 0 ¢ 1
(Stomach)

thinning of the wall 0 0 0 1 00 1
(Ileum)

diverticulum 0 0 0 1 0 0 1
(Mesenteric lymph node)

small 0 0 0 1 0 0 1
(Uterus)

partial hypertrophy 0 0 0 1 0 0 1

-: Negative; +:

Slight; +: Positive



Table 19

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Absolute and relative organ weight

of Fo males; Mean=S.D. (N)

Compounds

Dose groups

Vehicle control

D & C Red 7

D & C Red 7

D & C Red 7

(mg/kg) 0 100 300 1000

Final body weight (g) 472.8 * 34.5 ( 13) 458.9 + 29.2 13) 459.2 * 44.9 13) 447.4 + 34.2 13)

Liver (g) 18.40 + 2.383 ( 13) 17.59 + 2.23 13) 17.70 + 3.00 13) 17.01 + 1.98 13)
3.88 ¢+ 0.26" 3.83 + 0.32 3.84 *+ 0.34 3.80 *+ 0.24

Kidneys (g) 2.97 + 0.30 ( 13) 2.95 ¢ 0.25 13) 2.95 + 0.28 13) 3.12 + 0.36 13)
0.63 + 0.05 0.64 ¢ 0.06 0.64 + 0.04 0.70 + 0.06™

Thymus (mg) 378.9 * 69.8 ( 13) 384.5 * 66.3 13) 414.9 $108.5 13) 368.8 * 62.0 13)
80.0 * 12.5 84.1 *+ 15.5 90.1 + 21.4 82.5 + 13.3

Testis (g) 3.03 + 0.28 ( 13) 3.13 + 0.25 13) 3.05 + 0.20 13) 2.97 * 0.37 13)
0.64 + 0.08 0.68 * 0.06 0.67 + 0.03 0.66 + 0.07

Epididymis (g) 1.34 ¢+ 0.98 ( 13) 1.13 ¢+ 0.07 13) 1.09 + 0.08 13) 1.28 *+ 0.82 13)
0.29 + 0,24 0.25 + 0.02 0.24 + 0.02 0.29 + 0.19

al . Absolute weight

b) .

Vehicle control
** :significant difference from control, p<0.01

5% Gum Arabic

Relative weight(g or mg per 100g body weight)



Table 20

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Absolute and relative organ weight of Fo females; Mean=S.D. (N)

Compounds

Dose groups

Vehicle control

D & C Red 7

D & C Red 7

D & C Red 7

(mg/kg) 0 100 300 1000

Final body weight (g) 318.3 * 15.8 ( 11) 301.2 + 23.6 ( 11) 298.6 * 30.4 11) 300.7 * 31.5 12)

Liver (g) 12.71 * 1.982 ( 11) 12.59 + 1.09 ( 11) 11.98 *+ 2.19 11) 12.80 + 1.87 12)
3.99 + 0.56" 4.19 + 0.34 3.99 + 0.46 4.27 + 0.53

Kidneys {g) 1.98 + 0.14 ( 11) 2.03 £+ 0.19 ( 11) 2.07 + 0.30 11) 2.12 + 0.34 12)
0.62 + 0.04 0.68 + 0.08 0.71 + 0.18 0.71 * 0.11

Thymus (mg) 224.6 * B80.6 ( 11) 124.1 *+ 52.0™ ( 11) 169.2 *+ 88.3 110 146.2 * 66.6% 12)
70.0 + 22.7 40.9 * 16.5% 56.2 ¢+ 29.3 47.4 + 19.0

a . Absolute weight

b} . Relative weight(g or

Vehicle control

*
*xk

5% Gum Arabic

:Significant difference from control,
:Significant difference from control, p<0.01

p<0.05

mg per 100g body weight)



Table 21
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Absolute and relative organ weight of Fo females ; Organ weight of animals, which sacrificed on the way of test period

Liver Kidneys Thymus
Origin of Dose groups Animal  Final

dissection {mg/kg) no. body weight Absolute Relative Absolute Relative Absolute Relative
() (g) (g) (mg)

Not copulated
1000 FB04004 276.7 10.08 3.64 1.90 0.69 378.1 136.6
Not pregnant

Vehicle control FB01002 ** 296.6 11.36 3.83 1.84 0.62 298.2 100.95
FB01006 310.7 12.21 3.93 1.97 0.63 350. 7 112.9
300 FB03001 326.3 10. 82 3.32 1.83 0.56 400. 1 122.6
FB03013 261.9 8.08 3.09 1.70 0.65 289.17 110.6
Total implantation loss .
100 FB02010 293.6 10.34 3.52 2.07 0.71 363.8 123.9
Total litter loss
100 FB02008 336.1 13.97 4,16 2.38 0.7 108.6 32.3

Relative: g or mg per 100g body weight

a)Vehicle control: 5% Gum Arabic
b)Identification no. : Fo code = sex- course- group no, — individual no.



Table 22 Summary of histopathological findings in male rats administered with D & C Red 7 for 42 days

Group ' Control (n=13) 100 mg/kg (n=13) 300 mg/kg (n=13) 1000 mg/kg (n=13)
Grade -+ 4 4+ 4 - o+ 4+ 4+ 4t - o+ o+ o+ 4t -+ o+ 4+ +1+
(Thymus)
hemorrhage 12 01 0 0O 11 1 1 0 o
involution 13 0 0 0 0 13 0 0 0 0
(Liver)
microgranuloma 310 0 0 O 310 0 0 O
fatty change in peripheral zone 12 0 1 0 O 9 0 4 0 0
focal necrosis 13 0 0 0 O 12 1 0 0 O
(Kidney) '
" necrosis of tubular epithelium 13 0 0 0 O 13 0 0 0 0 13 0 0 0 0O 13 0 0 0 O
foamy tubular epithelial cell 13 0 ¢ 0 O 13 0 0 0 0 13 0 0 0 O 13 0 0 0
regeneration of
tubular epithelium 7 6 0 0 O 5 8 0 0 O 010 2 1 O 1 010 2 O
debris in the tubular lumen 13 0 0 0 O 13 0 0 0 0 12 0 170 O 5 3 4 1 0
cast in the tubular lumen 13 0 0 0 O 12 1 0 0 O 13 0 0 0 0 13 0 0 0 O
chronie nephropathy 13 ¢ 0 0 O 13 0 0 0 O 13 0 0 0 0O 13 06 0 0 0©
vacuolation in tubular epithelium 13 0 0 0 O 13 0 0 0 O 13 0 0 0 O 13 0 0 0 0
focal dilatation of tubule 13 ¢ ¢ 0 O 13 0 0 0 O 13 0 0 0 O 13 0 0 0 0
eosinophilic body 7 1 4 1 0 4 1 5 3 O 4 5 1 3 0 6 0 6 1 0
(Adrenal) '

brown pigment 9 4 0 0 O 9 4 0 0 O

focal necrosis in cortex 13 0 0 0 O 13 0 0 0 0
(Brain)

abnormality 13 0 0 0 O 13 0 0 0 O
(Heart)

myocardial degeneration 11 2 0 0 0 13 0 0 0 0O
(Spleen)

brown pigment 0 013 0 0 0 211 0 O

extramedul lary hematopoiesis 0 4 9 0 0 0 7 6 0 0
(Testis) .

atrophy of tubule iTr 0 1 1 0 10 0 2 1 0O

calcification _ 13. 0 0 0 0 12 01 0 0
(Epididymis)

decreased number of sperm 12 0 0 1 0 12 0 0 1 0

-t Negative; #: Very slight; +: Slight; ++: Moderate; +++: Severe



Table 23-1 Summary of histopathological findings in female rats administered with D & C Red 7

Group Control (n=13) 100 mg/kg (n=13) 300 mg/kg (n=13) 1000 mg/kg (n=13)
Grade - 4+ i+ - 3+ o+ ++ 4+ - + + ++ +++ NE - o+ o 4t 4
(Thymus)

hemorrhage 13 0 0 0 O 13 0 0 0 O

involution 11 1 1 0 O 7 1. 3 2 0
(Liver)

microgranuloma 11 2 0 0 O 11 2 0 0 0

fatty change in peripheral zone 10 1 2.0 O 11 1 0 1 0

facal necrosis . 13 0 0 0 O 13 ¢ 0 0 O
(Kidney) :

necrosis of tubular epithelium 13 0 0 0 8 1 3 1 0 9 1 2 0 0 1 8 1 3 1 0O

foamy tubular epithelial cell 13 0 0 0 0 7 3 0 4 1 3 0 1 6 1 4 2

regeneration of

tubular epithelium 9 3 1 0 0 5 3 3 2 0 5 4 2 1 0 1 4 1 1 6 1

debris in the tubular lumen 13 0 0 0 O 12 1 0 0 0 12 0 ¢ 0 0 1 8§ 1 2 2 0

cast in the tubular lumen 12 0 1 0 O 13 0 0 0 0 12 0 0 0 0 1 12 0 1 0 0

chronic nephropathy 121 0 0 O 13 0 0 0 O 12 0 0 0 0 1 13 0 0 0 O

vacuolation in tubular epithelium 12 0 1 0 0 12 1 ¢ 0 0 12 0 0 0 0 1 13 0 0 0 O

focal dilatation of tubule 13 0 0 0 O 12 0 1 0 O 12 0 0 0 0 1 12 01 0 0

eosinophilic body 13 0 0 0 O 13 0 0 0 0 12 0 0 0 0 1 13 0 0 0 O
(Adrenal)

brown pigment 13 0 0 0 O 12 1 0 0 0

focal necrosis in cortex 13 0 0 0 O 12 0 1 0 0
{Brain)

abnormality 13 6 0 0 O 13 0 0 0 0o
(Heart)

myocardial degeneration 13 0 0 0 O A 13 0 0 0 O
(Spleen) :

brown pigment 0 112 0 O ~0- 013 0 O

extramedul lary hematopoiesis 0 1 7 5 0 0 2 7 4 0
(Ovary)

abnormality 2 0 0 0 0O 2 0 0 0 o 1. 0 0 0 O

-: Negative; +: Very slight; +: Slight; ++: Moderate} +++: Severe; NE: Not examined



Table 23-2 Summary of histopathological findings in female rats administered with D & C Red 7
(Subjected to autopsy on day 4 of lactation)

Group Control (n=11) 100 mg/kg (n=11) 300 mg/kg (n=10) 1000 mg/kg (n=12)
Grade - 4+ + ++ +i+ - & + 4+ +++ - + + 4+ +++ NE -+ o+ 1+ 4 '
(Thymus)

hemorrhage 11 0 0 0 O 12 0 0 0 O

involution 9 11 0 0O 6 1 3 2 O
(Liver)

microgranuloma . 10 1 0 0 O 10 2 0 0 O

fatty change in peripheral zone 8 1 2 0 O ' 10 1 0 1 O

focal necrosis 11 0 0 0 0 12 0 0 0 O
(Kidney)

necrosis of tubular epithelium 11 0 0 0 0 7 0 3 1 0 6 1 2 0 0 1 7 1 0O

foamy tubular epithelial cell 11 0 0 6 0 3 2 0O 2 1 3 0 1 5 1 4 2

regeneration of

tubular epithelium 7 31 0 0 5 1 3 2 0 3 3 21 01 3 1 1 6 1

debris in the tubular lumen 11-0 0 0 0 10 1 0 0 O 9 0 0 0 0 1 7 1 2 2 0

cast in the tubular lumen 10 01 0 O 11 0 0 0 0 9 0 0 0 0 1 11 01 0 O

chronic nephropathy 10 1 0 0 O 11 0 ¢ 0 0 9 0 0 0 0 1 12 0 0 0 0

vacuolation in tubular epithelium 10 0 1 0 0 10 1 0 0 O 9 0 0 0 0 1 12 0 0 0 O

focal dilatation of tubule 11 0 0 0 0 11 0 0 0 0 9 0 0 0 0 1 11 01 0 0

eosinophilic body - 11 0 0 0 0 11 0 0 0 0 9 0 0 0 0 1 12 0 0 0 O
(Adrenal)

brown pigment 11 0 0 0 11 1 0 0 o

focal necrosis in cortex i1 0 0 0 O 11 1 0 0O
(Brain) A

abnormality 11 0 0 0 0 12 0 0 0 O
(Heart)

myocardial degeneration 11 0 0 0 0 : 12 0 0 0 0
(Spleen)

"brown pigment 0 110 0 O 0 012 0 0

extramedullary hematopoiesis 0 0 6 5 0 0 2 6 4 0

(Ovary)
abnormality

-: Negative; +: Very slight; +: Slight; ++: Moderate; +++: Severe; NE: Not examined



Table 23-3 Summary of histopathological findings in female rats administered with D & C Red 7
(Not pregnant)

Group Control (n= 2) 100 mg/kg (n= 0) 300 mg/kg (n= 2) 1000 mg/kg (n= 0)
Grade - 4 4+t 4 - 4+ o+t 4+ -+ o+t it - 4 4+ it
(Thymus) '
hemorrhage 2 0 0 0 0
involution 2 0 0 0 O
(Liver)
microgranuloma 1 1. 0 0 O
fatty change in peripheral zone 2 0 0 0 O
focal necrosis 2 0 0 0 O
(Kidney) ,
necrosis of tubular epithelium 2 0 0 0 0 2 0 0 0 0
foamy tubular epithelial cell 2 0 0 2 0 0 0 O
regeneration of
tubular epithelium 2 0 0 0 O 2 0 0 0 O
debris in the tubular- lumen 2 0 0 0 0o 2 0 0 0 0
cast in the tubular lumen 2 0 0 0 O 2 0 0 0 O
chronic nephropathy 2 0 0 0 0 2 0 0 0 O
vacuolation in tubular epithelium 2 0 0 0 0 2 0 0 0 o
focal dilatation of tubule 2 0 0 0 0 2 0 0 0 O
eosinophilic body 2 0 0 0 0 2 0 0 0 o
(Adrenal)
brown pigment 2 0 0 0 0
focal necrosis in cortex 2 0 0 0 0
(Brain)
abnormality 2 0 0 0 O
(Heart) :
myocardial degeneration 2 0 0 0 0
(Spleen)
brown pigment 0 0 2 0 O
extramedullary hematopoiesis 01 1 0 0
(Ovary)

abnormality 2 0 0 0 0 ) 2 0 0 0 o

-: Negative; +:

Very slight; +: Slight; ++: Moderate, +++: Severe



Table 23-4 Summary of histopathological findings in female rats administered with D & C Red 7
(Total implantation loss)

Group ' Control (n= 0) 100 mg/kg (n= 1) 300 mg/kg (n= 0) 1000 mg/kg (n= 0)
Grade : -+ o+ i+ 44 -+ 4 4+ +++ - 3+t 4 -+ o+ b4

(Thymus)
hemorrhage
involution
(Liver)
microgranuloma
fatty change in peripheral zone
focal necrosis
(Kidney)
necrosis of tubular epithelium
foamy tubular epithelial cell
regeneration of
tubular epithelium
debris in the tubular lumen
cast in the tubular lumen
chronic nephropathy
vacuolation in tubular epithelium
focal dilatation of tubule
eosinophilic body
(Adrenal)
brown pigment
focal necrosis in cortex
{Brain)
abnormality
(Heart) .
myocardial degeneration
(Spleen)
brown pigment
extramedul lary hematopoiesis
(Ovary)
abnormality

—
o
o O
(oo
[ )

O = O
OO OO OoO
O OOOOC
COOOOOO0
QO OO OOO

-: Negative; +: Very slight; +: Slight; ++: Moderate, +++: Severe



Table 23-5 Summary of histopathological findings in female rats administered with D & C Red 7
(Total litter loss) '

Group | Control (n= Q) 100 mg/kg (n= 1) 300 mg/kg (n= 1) 1000 mg/kg (n= 0)
Grade ’ SR S T I L A L T = 4+ o+ it -+ o+ ot e

(Thymus)
hemorrhage
involution
(Liver)
microgranuloma
fatty change in peripheral zone
focal necrosis
(Kidney)

necrosis of tubular epithelium 01 0 0 0 1 0 0 O
foamy tubular epithelial cell 0 0 0 1 01 0 0 0
regeneration of ’
tubular epithelium 01 0 0 0O 01 0 0 O
debris in the tubular lumen 1 0 0 0 O 1 0 0 0 O
cast in the tubular lumen 1 0 0 0 O 1 0 0 0 0O
chronic nephropathy 1 0 0 0 O 1 0 0 0 0
- vacuolation in tubular epithelium 1 0 0 0 O 1 0 0 0 O
focal dilatation of tubule 10 0 0 0 1 0 0 0 O
eosinophilic body 1 0 0 0 0O 1 0 0 0 O

(Adrenal)

brown pigment

focal necrosis in cortex
(Brain)

abnormality
(Heart)

myocardial degeneration
(Spleen)

brown pigment

extramedullary hematopoiesis
(Ovary) '

abnormality

-: Negative; +: Very slight; +: Slight; ++: Moderate; +++: Severe



Table 23-6 Summary of histopathological findings in female rats administered with D & C Red 7
(Not copulated) .

Group Control (n= Q) 100 mg/kg (n= 0) 300 mg/kg (n= 0) 1000 mg/kg (n= 1)
Grade -+ ot o+t 4 - o+ o+t 4t ~ + 4+ ++ ++4 - o+ o+ ++ e+
(Thymus)

hemorrhage 1 0 0 0 O

involution 1 0 0 0 0
(Liver)

microgranuloma 1 0 0 0 0

fatty change in peripheral zone 1 0 0 0 O

focal necrosis ' 1 0 0 0 O
(Kidney)

necrosis of tubular epithelium 1 0 0 0 O

foamy tubular epithelial cell 1 ¢ 0 0 O

regeneration of

tubular epithelium 1 0 0 0 O

debris in the tubular lumen 1 0 0 0 0O

cast in the tubular lumen 1 0 0 0 O

chronic nephropathy 1 0 0 0 0O

vacuolation in tubular epithelium 1 0 0 0 O

focal dilatation of tubule 1 0 0 0 0O

eosinophilic body 1 0 0 0 0
(Adrenal)

brown pigment 1 0 0 0 O

focal necrosis in cortex 1 0 0 0 0O
(Brain)

abnormality , 1 0 0 0 O
(Heart) _

myocardial degeneration 1 ¢ 0 0 0
(Spleen)

brown pigment - 0 01 0 O

extramedul lary hematopoiesis 0 01 0 o
(Ovary)

abnormality 1 0 0 0 O

-: Negative; +:

Very slight; +: Slight; ++: Moderate; +++: Severe



Table 24

Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Summary of reproductive performance

Compounds Vehicle control D&CRed 7 D&CRed 7T D&CRed7
Dose groups 0 100 300 1000
(mg/kg)
Number of mated pairs 13 13 13 13
Number of copulated pairs ’ 13 13 13 12
Copulation index A) 100.0 100.0 100.0 92.3
Number of pregnant animals 11 13 11 12
Fertility index B) 84.6 100.0 84.6 100.0
Pairing days until copulation
Mean + S.D. 2.7 £ 1.3 3.2 =+ 2.8 3.1 = 2.0 2.7 £ 1.6

Vehicle control: 5% Gum Arabic

A): Copulation index = (Number of copulated pairs / Number of mated pairs ) X 100 ; ¥
B): Fertility index = (Number of pregnant animals / Number of copulated pairs } X 100 ; %



Table 25
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Sumary of development of F1 pups up to day 4 of lactation; Mean +S.D.

Compounds . Vehicle control D& CRed 7 D& CRed 7 _ D& CRed 7
Dose groups | 0 100 : 300 1000

(mg/kg)

Number of pregnant females 11 13 11 12

Number of pregnant females with pups alive 11 12 11 12
Gestation index A) 100.0 %3 100.0 100.0
Gestation length in days 25 £ 05 (11) 26 £ 05 (12) 28 £ 04 (11) 27 £ 05 (12)
Number of corpora lutea 185 £ 2.3 (11) 2.2 + 1.7 (13) 1.0 = 59 (11) 187 = 1.2 (12)
Mumber of implantation sites 4.1 = 36 (1) 16.8 £ 5.3 (13) 15.1 £ 54 (11) 15.1 £ 4.1 (12)
Implantation index B) .0 £ 15 (11) 83.4 £ 249 (13) 79.0 + 18.8 (11) 80.9 + 2.0 (12)

Day 0 of lactation

Number of pups born 1256 =+ 4.3 (11) 13.5 £ 4.8 (13) 1.8 + 2.9 (11) 13.3 + 3.7 (12)
Delivery index ©€) 8.4 + 20,7 (11) 74.9 = 26.7 (13) 82.9 £ 16.3 (11) 81.3 = 1.6 (12)
Number of pups alive 125 £ 4.3 (11) 13.9 + 2.8 (12) 1.7 =+ 2.9 (11) 13.2 £ 3.7 (12)
Birth index D) 8.4 * 20.7 (11) 7.9 = 215 (13) 82.3 £ 16.2 (11) 8.8 + 1.8 (12)
Live birth index E) 1000 = 0.0 (11) 5.2 + 100 (12) 9.3 =+ 2.3 (11) ¥4 + 1.9 (12)
Sex ratioc F) 5.9 + 18.0 (11) 4.0 + 154 (12) 47.2 £ 17.9 (11) 4.8 + 144 (12)
Day 4 of lactation

Number of pups alive 125 = 43 (11) 12.1 + 5.3 (12) 10.1 + 4.3 (11) 127 + 34 (12)
Viability index G) ¥4 £ 2.0 (11) 85.2 + 30.1 (12) 81.7 + 30.2 (11) %.9 £ 61 (12)

Parenthesis indicates the number of litters evaluated

A): Gestation index = (Number of pregnant females with pups alive / Number of pregnant females) X 100 ; %
B): Implantation index = (Number of implantation sites / Number of corpora lutea) X 100 ; %

0): Delivery index = (Number of pups born / Number of implantation sites) X 100 ; %

D): Birth index = (Number of pups alive on Day 0 / Number of implantation sites) X 100 ;: %

E): Live birth index = (Number of pups alive on Day 0 / Number of pups born) X 100 ; %

F): Sex ratio = (Number of male pups alive on Day 0 / Number of pups alive on Day 0) X 100 ; %

G): Viability index = (Number of pups alive on Day 4 / Number of pups alive on Day 0) X 100 ; %

Vehicle control: 5% Gum Arabic



Table 26
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Body weight of F1 pups up to day 4 of lactation; MeankS.D.

Compounds Vehicle control D & CRed 7 D&CRed 7 D & C Red 7

Dose groups 0 : 100 300 1000

(ng/kg)

Day. 0 (At birth)

Live litter size 12.5 = 4.3 (11) 13.9 = 2.8 (12) 11.7 + 2.9 (11) 13.2 £ 3.7 (12)
Male 6.7 £ 2.7 6.8 + 2.4 5.7 £ 2.8 5.9 £ 2.5
Female 5.8 £ 2.7 7.2 £ 2.1 6.0 + 2.4 1.3 £ 2.6

Pup weight in grams 6.5 = 0.8 5.7+ 0.9 6.7 + 0.7 6.4 £ 1.0
Male 6.7 £ 0.8 5.9 £ 0.9 6.9 + 0.7 6.6 £ 1.1
Female 5.6 £ 2.0 5.6 £ 0.8 6.6 £ 0.8 6.2 =+ 1.0

Day 4

Live litter size 12.5 £ 4.3 (11) 13.2 £ 3.8 (11) 11.1 + 2.8 (10) 2.7 £ 3.4 (12)
Male 6.7 £ 2.7 6.3 £ 2.8 5.6 £ 3.0 517 2.4
Female 5.7 2.7 6.9 £ 3.0 55 + 2.0 7.0 £ 2.6

Pup weight in grams 10.0 = 1.6 8.5 £ 1.2 10.2 £ 2.0 9.4 +£ 1.9
Male 10.3 £ 1.6 8.8 + 1.3 10.5 £ 2.0 §.6 £ 1.9
Female 8.7 £ 3.3 8.3 =+ 1.1 10.0 = 2.0 9.2 £ 1.9

Parenthesis indicates the number

Vehicle control: 5% Gum Arabic

of

litters evaluated



Table 27
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Surmary of morphological observation of pups

Compounds _ Vehicle control D& CRed 7 D&CRed 7 D&CRed 7
Dose groups
{mg/ke) 0 100 300 1000
No. of pups examined .
External observation 137 145 122 152
Visceral observation 137 145 122 152
No. of pups showing abnormalities
External abnormalities 0 0 0 . 0
Visceral abnormalities
Major abnormalities 0 0 0 0
Minor abnormalities 0 1 0 0
Types and frequencies (%) of
visceral abnormalities
Minor abnormalities
Persistent left umbilical artery 0.6

Vehicle control : 5% Gum Arabic



Table 28
Combined repeat dose and reproductive/developmental toxicity screening test for D & C Red 7 in rats

Summary of morphological observation of F, dead pups

Compounds Vehicle control D&CRed 7 D&CRed 7 D&CRed 7
Dose groups
(mg/kg) 0 100 300 1000
No. of dead pups examined
External observation 0 4 1 2
Visceral observation 0 4 1 2
No. of dead pups showing abnormalities
External abnormalities - 0 0 0
Visceral abnormalities
Major abnormalities - 0 0 0
Minor abnormalities - 0 0 0

Vehicle control : 54 Gum Arabic
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