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R-962
4. EH

B A MM —14 D0 GofFIREE : 0.5 wiv% A F kb — 2 KESHR) | 100, 300
J TN 1000 mg/kg %, Sprague-Dawley % SPF 7 v h OREIZ IXAIABLAT 14 H & A ECH
Mz LU CTHMRATA £ T (42 HM) . MEIZIZAERT 14 B R O 22 BR8] M N iR
B Zm LTI 4 RET (41-53 AM) &5 L. KERGEEMOERRE L EEE
BRt L7,

1. REHESEH

WTNOFE GRICE W T LR UEIE A LR -T2,

—HREETIE, 300 mg/kg LA LD G-REOMEREIZ B W TR E OFat & sk U7z
HOEN LD, MEOKRE, BiEE, IR O AR TR IR E
BHICEHDEEBTRD NN oT,

2. SEREEMN

PEEH, ZRRETICELZHE, KRE, BREELAOZHRRICEIHEBYMERE O
BIIRO bR oT-, E6IT, MER, MRBIE, S, SRER. FRE, &
PERER, WMAERM, WARROMHICHBRMER G OEEBITHO b T, FIRREI
LEENRD LNV E D, 1000 mg/kg B GRHZB W T H MR O L REE. %
ROV EGRE. BEMW OILIRHERE, DA O E1TE) 72 & O L FEMRE ~ D FEI T /20
EEZLNE,

AR T, HAEREROYEI 4 BOHREEE, HAEROINRBZEROEIL 4 BEKR
PR N A RITITEBR AR I L 52RO e s Tz,

INODORRNG, €T A MM o —14 ORERSEMEICST 5 ML R T

& H1Z 1000 mg/kg/day, ARFERAFEICHE L TiE, MREREY &K CREIZXT 5
WA IV 1000 mg/kg/day & BB L7z,
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5. %

i

BEASBHEERELBEEETHER (LTWEZEHREORFIZELD, 7 A b
Ao —140T7y hERAWEROBSICLABHAEENRRAEEHL-OT, =0
B AR HRET S,
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R-962

6.1

ABRMHERUAE

WERME R UK

6.1.1 WERME
YA h AT —14 1% LN ofFHE & ICta &S
iz (ATEERD .

G R : ESA P A T n—14
2,2°-[(3,3’-dichloro[1,1’-biphenyl]-4,4’-diyl)bis(azo)]bis|
N-(2-methylphenyl)-3-oxobuthylamide]

CAS &%= : 5468-75-7

CH Cl
|
H—ﬁ—ﬁ—N:N 5k
0

[CeH4(CH;)NHCOCH(COCH;)N=NC¢H:Cl],  C34H3,CI,NO,
a1 E : 657.56
i FE 99.5%
LRYN HEHRE
B 1.2 g/cm’
(=L 320-336°C
TR R Ky R, AR =N OTE ) —); R
WEME BLEGER IS TR I o BRI B s CEME L 7= 8- o4

BETH o 2 L RERENT (RRHER2) .

RIFTIE : WP (ImEUEN, FRREERE : 2~7°0)

RATG T : WHBAGWIFETT SR TTIRAT = KO 2 WFFTHR 4 B
PR E ==

B4R\ EOIE : RS OWKZ T ATV, (REIREE, PREFRED

HU e RERAER L, EEOEMEZP <, B HW
%X, B, BEEZLRBED, 2BV ET S,
FERDILE : WEME 5g ARk e U TR w5 e
TRAFEIRAT L, B RERIE T O 2 THER Y
HREFICRAIL, k5T OWBRmE OREME %
M L7, 7. OIS T LB E ok
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R-962

IXBEIE L 7=,
6.1.2 B4R
4 Fr 0.5 w/v% A FL¥ L v — Z KK
(BEFR @ 0.5%MC ¥&#%)
1) BEEMEYE 1
e A bk — XYSM-400
A= — E8b 2 LA S
1y MET 411523
RFFH1E =i
RIFS T H B IGAFJERT 56 2 iRk SR R =
2) BERRRECE 2
4 PR HEH A K
A =T — PRAS T RIFE R T3
FRAE AARIER )7
oy s 6K76., 6K90
RIFITiE =g
EXE2 0 SR &5 2 A SR E R R e

6.2 EROHREH
6.2.1 EME (A ORBRUVRERE

Ak m— X®SM-400 & L5 A KIZ 0.5 wv%IZ 72 D X 9 I L. 0.5%MCHEE & L
Teo RTEUME (R SRS HRIGGHR A OFTH H 253 BT, EARFE T
AT AT, @WFT (WEERN, FEHNE : 1~8°C) IZRTFELT,

6.2.2 HERBRDARK VORFAE
BEZLIIHEROWRMEANE L. A/ UHSRUIELZ AWV TRAICERE L
THTERE (10, 30 XU 100 mg/mL #iFE) & U7z, %L 200743 A 1, 2, 5. 8,
12, 15, 22, 28 H, 4 H 2, 5, 10 KO 17 HOF 12[E T - 7=, ¥EK CHBHEES
) X1 BERSTOBET T AR GBI Coidk, W (BEEN, ERE
2~6°C) TR T L. M 7 BLUNIZE SR LT,

6.2.3 BEEROREN

AHERE D 10 KT 100 mg/mL BEEHR (A © 0.5%MCIER) 13, ERFERTH
WEET (MR, FFAMA : 1~10°C) 8 B fRAF#., =i 24 RFIILE TH H 2 &2k
KSRV P —F o ¥ —THEREINTWD (RTEE 3. REBRES : A-2037) ,

13
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6.2.4 RERBRDIRE - — 1R

HEOBESE 1B L HEORSREBICH VD FREDOHERIC OV THRASHER VY
P—F o X —CHBRICLOVOWEER L2, TOME., FEERE HICEREIC
XT3 A WERE OIS T 95.1~106.0%. C.VAHIE 0.0~4.0%ThH v . Wb IradmE
N LT . XREIZRTT 2EE 100210%., C.V.: 10%LLF) TH-o7z fFHEE4,5),

[ 2 S Hh i 0 2 SR

HEFHE M AR OBREGANZ, FHTAFETNEL Y hOF v ST 4 AR —
PN RBEEOREEELE Lz, MEREEZ +SBB IS -gII~v I xF v R
H—T =T LN, BESHAELTEBWEFy 72#FEHA L, 1.5mL 32> n=1 T
RLU, 74 AR T AEBRENICF v 7T L AT, @ LEMREEIZ L ZEEZ,
JESHEZBT L, £/, B % 1.5mL 9o n=3 TEHR L. FEHEOBRECEHEEZ D
MEEEAZWNE L, Iho0EEZAWNT, UToRCE o lEBP s 2 b
Az a—14  ERE (mg/mL) ZHH L~

R (AERE P OMA) TR (g) =Wv-Wvt
HERBPE S A A, —u—14 HE (g)
=Ws—Wst—{HlE B O BIKE 2O 1 H1IT (g)}
BEREH 7 A b = —14 BERE (mg/mL)
=(HIERBHE S AL b A = —14 HE (g)x1000} A EFEHEREE (1.5 mL)

Wt : MAARIETORLE (Fv TROT 4 AR—VF T VHERE) EHE (g)
Wy IR o R[5 1% 0 AR E & (g)

Wst : B EREHREET O LS (F v 7R OT 4 AR =Y 7 VikBRE) HE (g)
Ws HEE O E % O RREE (g)

6.3 HEDYVERUVRROERER
BMRIIEERBRETA R4 VW T v FEERL, £ Z0RBRICEN S
RO T v IR AR, A - BABHRBRICES WO, FORMED X
<HLNTHEY, EREMPEETHD Z NN,

6.4 HERBY

Sprague-Dawley 5 SPF 7 »  [(Crl:CD(SD), BEAF v —/NL R « U =X &t, &
KEAFE & —]) MMES 60 IL% 8 MHfm CHEAN (CANGIEE - MERES 6205) L. 11 OfH
DS - BUbE T 21T -7, £ O, RREOBER, REHE L OHERER4 (K
EHIRE THO 7 AR 247V, B —oRiE, X -BeRER O ESICEN TR
HoRnad, REMINNS B/ 48 VLA IBIR L, 9B CTHREICHEM L, 5 5inkr
OB T 330~395g, Ml 220~258g ThH o7,
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R-962

B BONTIIEESOE A (BGMBORTE) OFREICLVEIEL, SEEOFEY
RENTEDLLETHELRDL LTz, MEOEIOM TRz Ba—FEHNWE
Ty 7 EELE L O EEAMHLOMA S Y (T y JELELE CHEREEARER L,
RN OCHNOBEKRE B2 EESICEIY Y TR) TITolk, BoudrbiaAshi
oo b, MABICEEOR O EABESYE LT 10 LAk EST Lz, B o
M (14 P0) KROMERAEEM (4 00 (X —T VIEREE N TEBL ST, B, &
BLRRE IR E R 5 O BN o 7o EfAE L7 B S Y 10
TLix, ZRECHIRIR T R, = — 7 LIERERE N CR3E8E S w7,

6.5 MBEEH

BWix. EE 22~26°C, FERHBE 36~56%., f#asalm13 1 KEiY 10~15@], B 1 H 12
K (07:00~19:00) OFWAEE (FAEFEEL : 908 5E) T7 77 v b\&RIiE
r—3 (W 254xD 350xH 170 mm : V — R =7 U > ZRRASL) CTEC, &
Be AP RS 1 IEDF 2 IEA UG Lz, 7B, i8R 17 B30 5 H £ T \mﬁVT
A4 M7V —27  ARF ¥ —L R« UN—HFABH) 2ANTZTTRF v 7o a
r—30 (W 340xD 400xH 185 mm : HARZ U 7HAEH) (C@EBNCNE L=, HEHT
NMF E 7 ESARIAEE : A ) = Z VR L3RS, gy RS 061114, 061214)
AT VARSI L0 B ISR S S, SRR IR B R K E K 2 B EhiG
AEERE IR AGBIC L 0 B BIZER s,

A ORAME S IO OWTIHFEHALEZE v MZoWT, MHEA B AR SRS
VE—TE LU REAT L. KREICSWTIE, MEEABAREGL 2 #
~<m%%(¢6u)’¥MLt ITRERZ AT Lo, BREEKIZ DWW TR, KIBTEIC
HEPL U 7o KB DM & BUS KM & o — RS @ A (4F 4 [0]) (g L.
&%%Aitto_ngwr A0z koo ARk, BEK R OVR S IR A E A3 iR AR
MICHEELEZ ATREEORWVWI L 2ER L, SVAREED0T LE2RFLE,

6.6 EnEIOE %]

B O FAERR NI AR DN B2 D0 TT o 72, BT ®IZ, MEr—v
IO T Ler—y 702, RE s, KRB, k58 1 B3y
#Fo. HEELS, SimrEH (H) | REMKXHEOSEE (M) 28R L7,

6.7 BERE., REHBRUVESEHE Th o OEIRER

B 5 R KL, OECD Guideline for Testing of Chemicals 421 (Z¥#E U, &R OF 5 5 8&R
U7z, BEHIMIT, METAZRAT 14 O, s2RHIR 14 0 M & OZECHIRIE T# 14 O
D 42 B, METAALAT 14 A, AZEHIH &K ORI 208 L TR YL 4 B £ TO 41~53
A, RETH -8 (BES 3111 (250 T4l B & L7z,
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6.8 H{E5AE

BEFEE, FolmHOROKEICE LT - RNLBHEO#RE L L, RE5EE
Z10mL/kgEREE L. 7 LXF T TAYE Y U7 2 ATl a S L7z (09:18~12:07,
22U, GBI RP TH - EBMIT, RETHD 17:05~17:18 21T 2 72) o XF
FRERIZITIEIR (0.5%MC &iR) ZRIBRICHE G- Lz, BIEZ & 0RGEEITRTIOKE
EREECREM U, k. MOIR 7 ALEIZ W T, R TITER 7 A 0K E
BEMBEICEH L,

6.9 BREERUVHEH#EMN
F 5 &3 100, 300 % T 1000 mg/kg O 3 AR E L, ZAUTKIERBEAZ TN 2 4 BEAER &
L7=e 1REY 720 OB EIIMERES 1288 L7z, FAERFEZFR 6-1.10 R LT,

= 6-1.BFHERCR
B ﬁ;i; %ﬁfﬁ? %ﬁﬁf M| s | BmES
SEE |0 0 o LB | o
I &4t 100 10 10 EE }ﬁ g?gté?g
EAYER-witc 300 30 10 ?& }i g?gtg?g
BN | 1000 100 0 g 1 | woans
6.10 H“REEDFHRTEREN

SICEM L (EV AL M ma—140F v MEAVE 14 BREREK &5 5%
ABR (TEEER) (&5 100, 300 X TN 1000 mg/kg, FERSALAR Y U H—F
& —i &&= : C-R071) TIiX. OECD Guideline for Testing of Chemicals 421 T# 5-[R
EEE SN TS 1000 mg/kgll BV T, BIEAITRO bilehro Y, Liai- T,
8 5 A TEEMERBRIC BT A% 5 BT 1000mg/kgZ @A &L L, DLTFALLK 3 THRLT
300 & OY 100mg/kg?d 3 AR AZRE LT,

6.11 #HERUREDHE

AEE O OEFILITROEY & L,
& 5 BR4A A cEH 1A
RSN A D R 0 B
WA T R c#FL o B

16
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6.11.1 —IREEDERE
EEEIZONT, HES WM TP IER 30 %50, B EREOR S 2 BERI%) |
FNFNEIFE, FEINEE, BB TR OCHEME O RE 7 CO—RIRIEZBIZZ L=,

6.11.2 KERE

HETPG- 1, 4, 8, L1, 15, 18, 22, 25, 29, 32, 36, 39, 42 KO A, MEX
g1, 4, 8, 11, 15 H (RR2EWIIHS 18, 22 X R25 HIZHHIE) | 414z 0, 4,
7. 11, 14, 17 L OR20 B ONZEIL 0 V4 HICHREZHIE L7, 2B, THRO Tk
BRI MO T PR S EE O 0 B OKRERE (15:04~16:59) Z kX
08:47~10:53 DRNIZIT - 7=,

6.11.3 EEHEAIE

EERIZOWT, HEER S 1, 4, 8, 11, 15, 32, 36, 39 (M 42 Hic, MEzHE 1,
4, 8, 11 BON15H, B8 1. 4. 7. 11, 14, 17 K20 B OUTHRE 2 RN 4 BIZH%
EEAMEL, BTAOREENLS 1L47-0 0 | AEEELZEN L7, KEELOE
BEE D RIEIL 08:33~11:55 DMIZIT > 7=,

6.11.4 BIRRE

MEDRMEEIZONT, RGABFER NSO ZREIRBO LN D ETHEABIAZ L,
L L 7o, ZOBCATSe G- P IR R G 2 JE R, SEEI0. SEIR TR I R OV I IR IR
(CHEL, BIENGEIRBLOREEH N SROBENETOEL (MEEAB) 2~
1z, ZERHFE TS T OB+ O EL T,

6.11.5 RbEAHE

LELATHR G HIRA T %, F—REHEOMEL 1.1 TREFRESE, g, BRERK
HOHNIEITICHEF 2R L b DR E AR LT, ZRETICHELIZA#
IAEREPAAR R 2 0 B SRR L7z,

6.11.6 pad Y AN EIR Tk
1) HEWoOBIE

RIEMERME M I 2P H RS S, SERECRBFOFMAME Ui, kT
OMERITIEYR 21 B HEHR 24 HOM o 1 B 2E (Fai. F%) RO 25 H O]
FCITWV, BRI Z 0.5 AEAL CEH U, 1A% 17:00 T TIZHER T L TWEEA.
ZOAOZFEHA 00 E Lo, IR 25 0 DFAT 10 KL TIZHit Led - 72 300 mg/kg #%
E#o 14] (@& S 3111 1L, ©—TF LRENT TEREREIEHC X 0 i £5E &
B BAREIT D RIEOFRARB LT, ZORBR. ERVBDHOLNRNT LD,
AEL LML, AR T O 7 — 2 IR HAER D SRS Lz, iR T L 8y
XA R OB R CEEOMBEORMTEIOFRZBE L, D& THZEIL 0

17



R-962

EL. R4 ETHAREZEASE., BED, BRECEALHEELE L TRILKE
AEE LT,

S LT BE IR S HIC, = — T L RRER T CRERENREIMNIC & 0 Bl B8 X 4,
AR OERIER A T,

2) HAEROHEE

A RICHAERS, sEREEH A, BAERIIKREFTOABRELBEL. %
HELUCHREZRE L%, BEmcmiladi, HERBAESROBELFRIL 48 E
THHA 1T 7, 7238, ETIRIEEEL -,

I 4 BICAREEZNE L2k, 2602 = — 7 VKB T C R 8058 X & THMR ATV,
BEIT - M - A S S E HMOREOFEAT Tz, Rk, WAEROKEIIME
EBNCARE A BIE U, &AL CHERER - EREZ2 B L7z,

Fo. 1000mg/kg TEFHO 1 6] (E#hES : 4112) 1CBWT, FHAERARICE HK
RIZ L ->T, HAER ISIEHR 4EX A4 BT L, ZoBEwo, #3333
FTOWBERERVCHEAEROAFHIZEREIIRDONholzZ b, HLMNZE
WA TH DT, UHEFHY ORI 4 AHAERAGFEEOT — 2 I35l £ 0 B Ui,

6.11.7 REERE
1) #HAREPRTEZHE
ETOEFEEWIIHONT, HERGRRIC, =T VHREET THEKBIRIEIZ LY
B ERFE &%l FAENEINE - B - W - T2 S ORE - o
WHRIC & 2 EEM 22 B 21TV RERZRIs Lo, 7ok, HiEMY (BEi) 13323
5 BICHEEEROEREREZ KA, 2FOKBERCER EAOER (RIIER) %
BIET D& EbIC X EREFRFOMRENGMARE 100g 720 OEITEEREZHEH L
Too BB, BREOHE EMRIAEERN ZICHIEL, £OEFHETHM L 7=,
2) JREARR AR A
EEWITONT, LIFIRTERE - MBfkE U BB E 10vol%h /L~ 1 R TRHEE,
FIE LT (7277 L, B E OB BRI 77 R CTHEE L% Y ERREE 10vol% kL
U UIRTRIELTD) o IRWT, N7 00k, Uik L, ~vbxv Uy - x
ATy (H+E) RtAZITV, 209 bBRELXOEHEHOBYMOBE, BE L,
FRE N ONPER A B I I DWW THRE L2 (MAIEORREIC W TRl 2/ L,
FlEBSR) . 7ok, PRIAERICA LN -RIRRRESBAIZ OV T RBRICHRZE L
7o FRRZEM LIZE8RE - HERIZEE - REOHE LTz,

R R B BISZIIR, FB%. IV, 7. B, WIRMEFEEN, B!
#B(HAT)

18
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6.12 #EEHAEEHT

) UTORIZLDENRTA—FEEHL],
R (%)= (RREE/FREEMED) <100
ZHEER(%)= (WFIE LM OB R L= M) %100
BRER (%)= (ML RSO/ R LIZEDE) =100
HIFESR (%)= (AR IR EEREEUAT AR IESD) < 100
BHIRFE %)= GEREH/AEARED %100
FETE (%)= (FERE BB HIENRED) x100
HAER)= (HAERBUBMHERE) <100
AREEFR (%)= OREFREB/HAERE) <100
M= Sy (REER-+HES0)
HIAERATFE%)= (34 ARSI 0 H A RED) <100

2) fKE, EfHE, BEIGRIIEEK, A, REFTICE L B, EIREIME.
WA, FRER, AR EROSREEEIIRISRTEAR O FEIIE> TRE
L7z, ¥, HAREE MEEN) iI2oW T, B8 2L OFEHELE KD,
WEZIT o122,

FHEO VAT R 2

Bartlett 1 7€

AR R A

p=0.01, S48 p<0.01, I

Dunnett Dunnett 2!
Bz R
p<0.05,0.01 p<0.05,0.01
i R TE TR AR AR
AT

3) BRE, SEpERE, AR, ARENCE, WAEREEREZEY Z L ITRE RO
#%. Bartlettli EIC & 0 FHBMEZHE L (BEKE00, WA | FHBOBE

19



R-962

4)

I XDunnettf® & , FEH /3 W DA 1 I Dunnett U5 E 417 - 72 (T E K 0.05 X 1V 0.01,
) 2,

RRE, PR, ZRR, HER, HAROMRE, SRS, MEiE
iR X - R AL TIRMEE M dk . AR R HHEEMEEN ) B, AR TR ER . MEAEAT IR
BoGiERD, A ==Y OEBREEIZ LD BELIT 72 (HREAE0.05 RO
0.01, Wifl) . 7272, BAFREEELDS 5 LA FOEADNH LS55 1T IXFisher DE
MR R LV MEXRAT o7 (FEKHE0.05 X 0V0.01, M)

20



R-962
7. AEBRER

7.1 —fxikE (Table 1-1~1-4, Appendix 1~16)
WTNOBREFEICB VDT HRRTEMIZA IR0 T, HEM) 300mgkg LA ED
BOEEOMERFICHE N T, HGREEA LD RGHMAEZE L THLNT,

7.2 KE (Fig. 1 RU 2, Table 2-1~2-4, Appendix 17~32)
MEHED KRBT WTHOBREFIZBNTHREHEZE U T RISEHEE R L,
AEETIRDO LN T,

7.3 {2 (Fig. 3 RU 4, Table 3-1~3-4, Appendix 33~48)

MERE DB B IR E R G IO L DR BT O b o T,

2B, 100 mg/kg L EHEOME TR 4 HIZHERIRMED, 300 mg/kg & 5-HFEOMETHE
2 BIZAERSHEI LN, FAEICEEL 2W—E0OEITH -7,

74 BEEE (Table 4. Appendix 49~52)

1000mg/kg % 5 CH R DT HREO B R BEMPH D DL,

Z OO G TITRE R K ORI ERo st K O3 E & O R G IZB VT B v
Y [ ANV WA I

7.5  ZI#%FR (Table 5. Appendix 53~148)

WT O GREOMREIC B D THLHEBRME R GIZE A EBZ NI BT A LI
ol

iz, AT OB - ICET R A B Iv=hs, HEBAAE X OYRER 7RO ) & (838
L EZ 2 BN,

Ji ik : FERIRE A~ = 7 5 8 23 BRAE CHlE | Bl BTz,

hrp=! : /NRIEAY 300 mg/kg & TRET 1 BICA BT,

fERL : BEUE K OLE PE S 25 100 mg/kg #e5-BF THE 1 112 2
b,

B : RY =T HABET 1AL,

7.6 REMBFRE (Table 6. Appendix 53~148)
WTNOREROMEDME BBV THLHBYWEREDERLEL LNLE
(A =T ARl
B, UTICAT L OIRE MM TORTRIZ, & O ARDL L UL FH R0
SR HEELEE X bzmio F 7o, TP RICB W THIREED 1 il A bz =0
R — TR IIREOBE TH o T2,
RN : WA 2 A - I EAE DS 1000 mg/kg 3% 5-1F C 1 L2, BEI%
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72 KGRI R B QMR 70 55 RPN O ML R 5% g 0 B s &)
FEEC L Blic A BT,

B : W 7 K HE O ZEHE 28 1000 mg/kg B SBE D 1 FliC, B
ERBHEOEREDBED 12, SERBAED
FEHE D 300 mg/kg B GHEED 1 Bz A BTz,

P Mk : R 7 A 7R M55 B 203 okt RERE OB 1 LT A~ & 47,

fz e : B2 A & D PEELRBIT EROUE AN
BEALAS 100 mg/kg #2515 Tl 1 Flic A b,

+E= : LR R IR AR DIBIE S KT HREED 1 BT A BTz,

7.7  tEEHY (Table 7. Appendix 149~152)
WO IR O BREILA DN o T, o, RBIFEGRBES K OSE
PIEEH H BN ISR BB R R GHE OBICEBEEITRO bhvikino Tz,

7.8  XECA#E (Table 8. Appendix 153~156)

FEAEDMBELE T, KEIIAE 4 B TICRRBHT Lz, AMETH o724
HAEDEIE 300 mgkg THEHED 1HOATHY, TRFTCIKE LK, KEHR, #
FREEOZREIITHRHE S EGHEOMICEREIRD NN T,

79 SHBEBERULLE-1RFLIKEE (Table 9. Appendix 157~160)
IYIIREE TIL, HEIE 21.5~23 HIC2FID EFICHM L. HjFﬂa SEOREIM, FRIRER,
FERRE, FRFE, ENR, HEREECHAEARIZIIAEEZERD LR T,
RILRETIZ, WThoREwic b IRED, a%&w;%mﬁm:ﬁ%ﬁai%&%Wt,erb
o7, 72¥, 1000mg/kg B HEHED 1 4] (BhFES : 4112) 2BV T, HARRARIZE
HAKRIAZ Lo T, HAR 15PEd 14 L8R34 HIZET LT,

7.10 HAERODEZ (Table 10, Appendix 161~164)
AREL MR O ARMEEICIIRE & ARG L OMICAEZITR O b
o7,
Flo, WTHNORGEOHARDOARBEIZBWTHET TN R T,

711 HEROAEFER (Table 11, Appendix 165~168)

B2FLIAR T o FE TS VIO BEEE T 12 451, 100 me/kg F5-BET 4 41, 300 mg/kg ¢ 5-BF
T 14 T 1000 mg/kg B 58 T 1 17 Hdu, 300 X T 1000 mg/kg % 58 TRFL 4 04
FRIZAEREMHNIR/O bl AT, EFEERRUGTH-T2Z &&T_J:é%)@’f“
HO . BEHEENERITZV, B, 1000mg/kg & GEO 16 (EWES : 4112) |
WT, AR ISIEH 14 EAFRICE VI 4 BICET LD, j&!éﬁ%@&%
4 AHARATFENOT — 2 350l X 0 BRA LT,
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7.12 HHERDOEKE (Table 12, Appendix 169~172)
HIZERF R OMZEL 4 A OMERER T I3 R & S G L OMICH EZEITA L2

27,
7.13  HEROIZIL 4 BEIBFR (Table 13. Appendix 173~176)

i o oD S % B8 23k BEAE D B 2 51 e OF 100 mg/kg & 5-REDME 2 FIT A Stz ds, /b
BHITHERICEELLZWELLTH Y, BEEOEILEFZL LN,
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B A MM —14 D0 GofFIREE : 0.5 wiv% A F kb — 2 KESHR) | 100, 300
J TN 1000 mg/kg %, Sprague-Dawley % SPF 7 v h OREIZ IXAIABLAT 14 H & A ECH
Mz LU CTHMRATA £ T (42 HM) . MEIZIZAERT 14 B R O 22 BR8] M N iR
B Zm LTI 4 RET (41-53 AM) &5 L. KERGEEMOERRE L EEE
BRt L7,

1. RERESMN

WTHOEGEIZEB W THL R CBMIE A Lo Tz,

— KRB TIX, 300 mg/kg LA LOERERFEOMEMEIZB W THEAERS A LITZD, #5R
ME O E S Bl F 2 b, AT BS LKL,

WEHE o> (R ) OMBEE Bl I3 B B 5 I LD BT D b e o Tz,
1000mg/kg &% G-# TR OB RO SMENH HALZ0, A EREICEEZEIE <,
Ml EREE R ONRNWZ Enb | EEFHEROZVWEILEB Z b,
JRELTARTE TR, MERE ORI ET R QYR B PR I IR E H 52 L A T
D Lo T,

2. AEHREEMN

BlEClX, HEY, REETICBE LA, REE, SHEROER LR
WMEBRGORBIIRD b otn, S50, HIEE, IR, BE, FREL,
FWRR, FEERR, WAERK, HAERRUWMICHBRYE &G OFEIIRED ST,
FRFRBIZHEEDPRBO ORI &5, 1000 mg/kg B 5-FICE W THMEESIYM O
RERE, A OZEE, BEYOMTRMER . itk CHE1TE) 2 & O/ ~D
BRI W EeEZ T,

MARTIE, HAEREORIL 4 B OMBERE, HARONRBIZE LRI 4 A TR
P RAF N A RITIIFR W E R 51 L 22 RITZED b o7z,

INOHDFERNL, BT AL M mu—14 ONAER GBI 5 HER2 2 S (T

& H 12 1000 mg/kg/day, AEFEFRAFIEIZE L Tid, MBI A NEEM I T 5 K
AR TV LD 1000 mg/kg/day & ¥ L7z,
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1)

2)

3)

Xk

VI RA M a—14 DTy bEHAWE 14 HMRERD
BE5EMRR (PHRS) @RAUR SV —FEo 2 —REEE . C-RO71)

Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In
Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp.221-274,
Raven Press, Ltd., New York.

EATEINE (1981) : FREhFEAE—F1 8 & 434711, pp.23-27, 387-389, AL K2R S, B
.
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Table 1-1 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration

Clinical signs in male rats

Day of administration

Dose Signs

mg/ke 1-7 8-14 15-21 22~28 29-35 36-42

0 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0

100 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0

300  No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 12 12 12 12 12 12

Yellow feces 12 12 12 12 12 12

1000 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 12 12 12 12 12 12

Yellow feces 12 12 12 12 12 12
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Table 1-2 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Clinical signs in female rats during the pre-mating period
Day of administration
Dose Signs
mg/ke 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 [4] 0 0 0 0 0 [4] 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 4] 4] 4] 0 0 0 4} 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Yellow feces 0 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Yellow feces 0 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-3 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Clinical signs in dams during the gestation period
Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 12 12 12 312 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 O
No. of dams with abnormal findings o 0 0 ¢ o 0 0 © 06 0 0o o0 0 O 0 © o0 O O O 0 0O
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 O
No. of dams with abnormal findings ¢ o 0 o ¢ 0 0 o0 0 O 0 ©0 O O 0 O O O O0 O O o0
300 No. of dams t1 11 13 11 11 11 1% r1 11 11 11 11 11 11 11 11 11 11 11 11 11 10 1 O
No. of dams with abnormal findings 11 11 1f 11 311 11 11 11 11 11 11 11 11 11 11 11 311 1% 11 11 11 10 1
Yellow feces 11 11 1t 11 11 1: 11 11 i1 11 11 11 11 311 11 11 ir 11 11 11 11 10 1
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 0
No. of dams with abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9
Yellow feces 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 §
a): Day of gestation
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Table 1-4 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration

Clinical signs in dams during the lactation period

Administration
Dose Signs

mg/kg 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 o]

100 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 [ 0 0

300 No. of dams 11 11 11 11 11

No. of dams with abnormal findings 11 11 11 11 11

Yellow feces 11 11 i1 11 11

1000 No. of dams 12 i2 12 12 12

No. of dams with abnormal findings 12 12 12 12 12

Yellow feces 12 12 12 12 12

a): Day of lactation
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Table 2-1 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration

Body weight of male rats

Pre-mating period Mating period Post-mating period

Dose Gain
ng/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a} 1-42

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 354 .4 369.9 387.2 400.7 415.8 425.4 446.3 458.5 473.7 483.5 496.1 504.2 512.¢ 158.5
S.D. 15.8 19.1 22.9 25.4 29.9 31.3 30.9 31.5 33.8 31.2 33.1 30.3 33.8 22.7

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 355.7 371.3 389.1 403.0 421.1 427.0 446.3 460.8 477.2 489.3 500.6 509.4 517.9 162.3
S.D. 16.0 15.3 20.6 22.6 29.0 24.7 27.4 27.0 31.0 31.9 32.2 33.4 35.9 27.2

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 355.8 371.8 393.1 407.3 425.8 436.8 453.9 466.8 480.5 490.5 504.6 514.3 521.5 165.8
S.D. 19.2 24.9 28.2 30.6 34.9 36.2 38.8 40.0 43.1 44.6 45.8 47.1 48.4 33.4

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 355.8 372.8 394.4 405.7 423.4 428.8 448 .4 460.6 475.6 486.9 500.5 506.2 . 513.0 157.2
S.D. 16.2 18.1 23.3 24.8 27.8 28.7 30.9 32.0 36.1 37.6 37.5 40.0 42.1 29.3

Unit: g

No.: No. of animals

a): Day of administration

No significant difference in any treated groups from control group.
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Table 2-2 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration

Body weight of female rats during the pre-mating periocd

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15

No. 12 12 12 12 12 12
0 Mean 240.4 252.4 260.3 267.2 274.4 34.0
S.D. 11.2 9.7 10.9 14.7 15.6 9.1

No. 12 12 12 12 12 12
100 Mean 240.8 250.4 256.6 260.1 269.8 28.9
S.D. 12.2 9.0 14.5 15.9 18.0 14.8

No. 12 12 12 12 12 12
300 Mean 241.8 251.0 259.4 265.3 271.9 30.2
S.D. 10.7 10.6 11.8 12.7 11.7 8.8

No. 12 12 12 12 12 12
1000 Mean 241.3 249.0 260.0 266.8 273.1 31.8
S.D. 8.4 10.5 10.8 14.5 16.0 10.2

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 2-3 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Body weight of dams during the gestation period
Administration
Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0~20
) No. 12 12 12 12 12 12 12 12
0 Mean 282.3 306.8 320.8 337.7 3566.3 383.0 432.7 150.4
S.D. 17.9 19.8 21.2 22.4 23.9 25.6 31.3 20.7
No. 12 12 12 i2 12 12 12 12
100 Mean 283.5 302.8 317.7 339.3 355.2 381.5 428.5 145.0
S.D. 16.0 16.6 18.7 19.0 20.7 20.9 22.4 14.8
No. 11 11 11 11 11 11 11 11
300 Mean 283.6 305.1 317.7 338.4 354.5 383.2 428.2 144.5
S.D. 19.4 17.8 17.4 18.9 18.5 19.2 21.0 12.9
No. 12 12 12 C 12 12 12 12 12
1000 Mean 281.3 304.7 314.3 334.0 350.8 377.%5 421.8 140.5
S.D. 15.1 16.5 16.1 20.4 19.7 21.9 22.9 16.2
Unit: g
No.: No. of dams

a): Day of gestation
No significant difference in any treated groups from control group.
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Table 2-4 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Body weight of dams during the lactation period
Administration
Dose Gain
mg/kg 0 4a) 0-4
No. 12 12 12
¥ Mean 336.5 342.8 6.3
S.D. 29.7 21.5 18.2
No. 12 12 12
100 Mean 337.8 355.0 17.3
S.D. 25.5 18.1 16.3
No. 11 11 11
300 Mean 336.2 354.3 18.1
S.D. 15.2 18.7 15.0
No. 12 12 12
1000 Mean 330.3 343.8 13.5
S.D. 31.5 24.6 18.9
Unit: g
No.: No. of dams

a): Day of lactation
No significant difference in any treated groups from control group.
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Table 3-1 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Food consumption of male rats
D Pre-mating period Post-mating period
ose
mg/kg 4 8 11 15 32 36 39 42a)
No. 12 12 12 12 12 12 12 12 12
0 Mean 28. 29.3 29.6 28.7 29.2 29.8 29.6 30.3 26.8
S.D. 2. 3.0 3.3 3.2 3.0 2.0 2.2 2.1 2.7
No. 12 12 12 12 12 12 12 12 12
100 Mean 28. 29.8 28.8 29.0 28.5 30.3 29.3 30.2 26.6
S.D. 1. 2.1 2.8 2.9 2.8 2.5 2.4 4.0 2.6
No. 12 12 12 12 12 12 12 12 12
300 Mean 28. 29.0 29.4 29.3 29.3 29.8 30.0 30.3 26.0
S.D. 3. 3.6 3.6 3.3 3.7 3.1 3.2 3.1 3.6
No. 12 12 12 12 12 12 12 12 12
1000 Mean 27. 29.1 30.1 29.0 28.8 30.4 29.7 29.8 25.8
S.D. 2. 3.4 2.9 2.7 3.4 2.8 2.4 2.7 2.9

Unit: g/rat/day
of animals
a): Day of administration

No.: No.

No significant difference in any treated groups

from control group.
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Table 3-2 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Food consumption of female rats during the pre-mating period
Day of adwministration
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 17.3 23.4 21.2 22.7 21.7
S.D. 3.6 2.7 2.1 3.4 3.1
No. 12 12 12 12 12
100 Mean 18.5 22.4 20.8 21.1 20.8
S.D. 3.2 2.7 2.4 2.4 2.8
No. 12 12 12 12 12
300 Mean 17.8 22.9 21.8 22.2 21.5
S.D. 2.4 2.6 2.1 2.5 2.9
No. 12 12 12 12 12
1000 Mean 19.5 22.0 21.2 22.3 21.3
S.D. 3.0 3.1 1.9 2.5 2.7
Unit: g/rat/day
No.: No. of animals

No significant difference in any treated groups

from control group.
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Table 3-3 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Food consumption of dams during the gestation period
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 23.9 26.7 26.2 26.3 27.8 27.5 25.0
S.D. 2.9 3.4 3.8 2.3 2.8 3.4 2.9
No. 12 12 12 12 12 12 12
100 Mean 23.3 23.5+% 25.3 26.7 28.3 29.2 26.5
S.D. 3.4 1.8D 2.6 2.6 3.3 3.7 3.1
No. 11 11 11 11 11 11 11
300 Mean 22.4 24.7 25.9 26.7 27.3 28.5 27.1
S.D. 3.1 2.5 2.4 2.5 1.9 3.1 3.4
No. 12 12 12 12 12 12 12
1000 Mean 22.3 24.4 24.4 25.2 26.4 28.5 25.5
S.D. 3.3 3.1 3.7 3.4 3.0 3.2 3.2

Unit: g/rat/day

No.: No. of dams

a): Day of gestation

*=: p<0.05 (Significant difference from
D: Dunnett’'s test

control group)
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Table 3-4 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Food consumption of dams during the lactation period
Administration
Dose
mg/kg 2 4a)
No. 12 12
0 Mean 22.2 39.4
S.D. 6.8 6.5
No. 12 12
100 Mean 27.4 43.4
S.D. 6.4 5.7
No. 11 11
300 Mean 29.6% 44.9
S.D. 4.2D 6.2
No. 12 12
1000 Mean 25.2 44 .2
S.D. 8.5 8.5

Unit: g/rat/day
No.: No. of dams

a): Day of lactation

#: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 4 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration

Organ weight of male rats

Body Testis Epididymis

Dose weight (R+L) (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW)
No. 12 12 12

0 Mean 5186 3.22 1223
S.D. 37 0.38 85

No. 12 12 12
Absolute 100 Mean 522 3.28 1240
S.D. 34 0.20 .55

No. 12 12 12

300 Mean 526 3.29 1184
S.D. 49 0.67 200

No. 12 12 12

1000 Mean 517 3.54« 1278
S.D. 43 0.24DT 72

No. 12 12

0 Mean 0.63 239
S.D. 0.10 27

No. 12 12
Relative 100 Mean 0.63 239
S.D. 0.05 19

No. 12 12

300 Mean 0.62 225
S.D. 0.11 35

No. 12 12

1000 Mean 0.69 249
S.D. 0.07 16

#: p<0.05 (Significant difference from control group)
DT: Dunnett-type rank test
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Table 5 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration

Gross pathological findings

Organs Sex: M M M M F F F F
Dose(mg/kg): 0 100 300 1000 Q 100 300 1000
Findings Number: 12 12 12 12 12 12 12 12
Liver
Hepatodiaphragmatic nodule 1 0 0 0 0 0 0 0
Testis
Small 0 [} 1 ¢ - - - -
Urinary bladder
Thickening,wall 0 ] 0 0 0 1 0 0
Calculus 0 0 0 0 0 1 0 0
Uterus
Polyp - - - 1 0 Q 0

- : Not applicable



Table 6

Histopathological findings

Reproduction/Developmental toxicity screening test of Pigment yeliow 14
by oral administration

R-962

Organs

Sex:
Dose(mg/kg) :
Findings Number :

F
100
12

F
12

F
1000
12

Epididymis
Number examined
Not remarkable
Granuloma,spermatic
minimal
Hypospermia
minimal
Increased cell debris, lumen
minimal
Ovary .
Number examined
Not remarkable
Testis
Number examined
Not remarkable
Atrophy,seminiferous tubular
minimal
mild
severe
Liver
Number examined
Hepatodiaphragmatic nodule
minimal
Urinary bladder
Number examined
Calculus
mild
Hyperplasia,transitional,diffuse
moderate
Uterus
Number examined
Retained placenta
mild
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Table 7 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 ] 0 0 7 5 3.4+0.5 4.1+0.3
100 12 0 0 0 7 5 3.4+0.5 4.3+0.4
300 12 0 0 ] 5 7 3.6+0.5 4.3+0.4
1000 12 0 0 0 7 5 3.4+0.5 4.2+40.5

No significant difference in any treated groups from control group.



Table 8 Reproduction/Developmental toxicity screening test of Pigment yellow 14

by oral administration

Mating and fertility of animals

R-962

Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)

0 12 2.7+1.0 12/12(100.0) 12/12(100.0) 12 2.7+1.0 12/12(100.0) 12/12(100.0)
100 12 3.4+1.4 12/12(100.0) 12/12(100.0) 12 3.4+1.4 12/12(100.0) 12/12(100.0)
300 12 3.7+2.8 12/12(100.0) 11/12( 91.7) 12 3.7+2.8 12/12(100.0) 11/12( 91.7)

1000 12 3.0+1.0 12/12(100.0) 12/12(100.0) 12 3.0#1.0 12/12(100.0) 12/12(100.0)

a): (No. of copulated animals / No. of mated animals) X 100

b): (No. of males which inseminated females / No. of copulated males) X 100
c): (No. of pregnant animals / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 9 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Delivery data on dams
No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with live index corpora tation tation stillborn liveborn
mg/kg females pups % a) period lutea sites index % b) pups (%)c) pups index % d)
Total 12 12 100.0 198 190 2 172
0 Mean 22.1 16.5 15.8 95.9 ( 1.0) 14.3 99.0
S.D. 0.4 1.7 1.9 5.5 ( 2.4) 3.3 2.4
Total 12 12 100.0 183 178 0 167
100 Mean 21.9 15.3 14.8 97.5 ( 0.0) 13.9 100.0
S.D. 0.4 1.4 1.1 4.0 ( 0.0) 1.4 0.0
Total 11 11 100.0 182 173 2 161
300 Mean 22.3 16.5 15.7 95.2 ( 1.2) 14.6 98.8
S.D. 0.4 1.2 1.0 4.4 ( 4.0) 1.5 4.0
Total 12 12 100.0 197 187 5 163
1000 Mean 22.1 16.4 15.6 95.0 ( 3.2) 13.6 96.8
S.D. 0.4 2.2 2.1 4.8 ( 6.0) 2.5 6.0
a): (No. of females which delivered live pups / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100
¢): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100
d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

No significant difference in any treated groups from control group.
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Table 10 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
External examination of liveborn pups
No. of No. of a) Body weight(g) External b)
Dose No. of Sex ratio abnor-
mg/kg dams males females Male Female malities(%)c)
Total 96 76 0.56 0
0 12 Mean 8.0 6.3 6.6 6.3 ( 0.0)
S.D. 2.5 2.7 0.5 0.5 ( 0.0)
Total 87 80 0.52 0
100 12 Mean 7.3 6.7 6.6 6.2 ( 0.0)
S.D. 1.8 2.0 0.7 0.6 ( 0.0)
Total 72 89 0.45 0
300 11 Mean 6.5 8.1 6.8 6.4 ( 0.0)
S.D. 2.8 2.3 0.6 0.5 ( 0.0)
Total 86 77 0.53 0
1000 12 Mean 7.2 6.4 6.6 6.1 { 0.0)
S.D. 2.1 2.9 0.4 0.4 ( 0.0)
a): No. of males / No. of liveborn pups
b): No. of liveborn pups with external abnormalities
c): (No. of liveborn pups with external abnormalities / No. of liveborn pups)} X 100

No significant difference in any treated groups from control group.
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Table 11 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Viability index of pups
Viability
No. No. of live pups index on
Dose of day 4 after
mg/kg dams Day © Day 4 birth % a)
Total 12 172 160
0 Mean 14.3 13.3 93.7
S.D. 3.3 2.8 6.1
Total 12 167 163
100 Mean 13.9 13.6 97.4
S.D. 1.4 1.8 6.1
Total 11 161 160
300 Mean 14.6 14.5 99.5#
S.D. 1.5 1.4 1.8DT
Total 1lb) 147 146
1000 Mean 13.4 13.3 99.2«
S.D. 2.5 2.6 2.5DT
a): (No. of live pups on day 4 / No. of liveborn pups on day 0) X 100

b): Data was excluded from statistical analysis because pups had died of an accident in one dam (animal No. 4112).

*: p<0.05 (Significant difference from control group)
DT: Dunnett-type rank test



R~962

Table 12 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration
Body weight of pups
Male Female
Dose
mg/kg 0 4 0 4a)
No. 12 12 12 12
0 Mean 6.6 10.2 6.3 9.9
S.D. 0.5 1.4 0.5 1.3
No. 12 12 12 12
100 Mean 6.6 10.3 6.2 9.9
S.D. 0.7 1.5 0.6 1.3
No. 11 11 11 i1
300 Mean 6.8 10.3 6.4 9.8
S.D. 0.6 1.0 0.5 1.0
No. 12 11» 1) 10
1000 Mean 6.6 9.9 6.1 9.4
S.D. 0.4 1.0 0.4 0.9
Unit: g

No.: No. of dams
a): Day after birth

b): Data was excluded from statistical analysis because pups had died of an accident in one dam (animal No. 4112}.

c): Female pups were not born in one dam.

No significant difference in any treated groups from control group.
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Table 13 Reproduction/Developmental toxicity screening test of Pigment yellow 14
by oral administration

Gross pathological findings in pups on day 4 after birth

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 91 84 71 82
No. of pups with abnormal findings 2 0 0 0
Thymic remnant in neck 2 0 0 0
Female
No. of pups examined 69 79 89 65
No. of pups with abnormal findings 0 2 0 0

Thymic remnant in neck 0 2 0 0
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