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FIa—3 ? URIFLET 7A HRERAL

#im (F—2 L1

EUNE

savey /-5 )

aH B

Pt it

Rit BERlE

fRAIE R

a) : mini AUTION ANALYZER MA-4210 (7—2 L1 ()

D . SEBEREEREER A—F7 P REAY vk OM-6030 (7—27 L)
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10) MmofEsEpRas
5 R O EE IR T OB B OISR, fTE» 5 —] (89 16~19 i) i
RSP DN TI— VBB T IZE L. BXIRA S EDTA-2K EFmiA (SB-
41 YA Ay AERESE) KhREEFRUZ. 5NmMEICONTR I -D KRR
FEEROAEICEOBE L, Fi2, 38% 7 LB MU ABKINARE (LK o&
KL 1 A0S ICERL k=R 000 (19 1,600Xg. 10420 L, BoNizmf
DWW THR L -2) KRBLEZEBRUAHBICIOBRELL.

# 3. MALKRAEOHE. MEERCERRSKLL

1) EDTA-2K Mgz DWW T OB

AEFHE it PNt R e W4y
FMERE (RBC) BEIERE LR \ 10*/uL
AEZ/OER (Hb) T A RANESOE %S g/dL
AT YUy MME (HL) FRMERE R O S FRMmER A & TLE %
EHFMERAR (MCV) TERUEAT LR fL,
SE R MER M B #E R (MCH) FRMEREBE AT OE M T pe
SR MR AEEERE (MCHC) ~EVOEREUEATHZ ) v MEMSEE %
fAFRMERSE Brecher i %
M/ ERIENZEbRHES 10*/uL
3 I EREL FRIERZ LR 10%/uL
HRE S E May-Giemsa Hefaic & D8l %
2) ZTEF RU S AMIESSSHLEREIC DWW TORE
HEEE B b & W4
Jo koM (PT) 7oy kgD s
IEMEALERSy b2 2R

75 AF W (APTT) s 0y D ' s
T4 T =40 rOYRT T AT B mg/dL
AT RS

&) O )Ly —LET S HHMIRT T 1 H— T80 (X 7T« I—NF—{f)
dY . fn AR B BTl ER  ACL 100 (Instrumentation Laboratory)




B-4650

11) m#ALFERE

| Mk AR & B IR L i B ERERA DHBRE (NP bI-F—
Few 7 FLEHASE) KD, BO0HE (] 1,600Xg. 10 246D L. #5072 i
IZDOWTEH 4.-1) ICERBOEBRCHFEICEORE L, £ A IERRE (I

ImL %7= 0 20 HAro AN ) IR L - Mg #5008 (39 1,600Xg. 10 281 L.

BonkmEIzDONTHR L. -2) KEROBERWHFHRIZLOBELZ.

% 4. MA(EFREOER. MEEARCERREZE

1) 4Bl mFIic 2 TORSE

BEEE PRI RE B {r
AlIP Bessey-Lowry %! TU/L
Lot Z7o0—)N (T.cho) CEH-COD-POD #:¢’ megl/dL
r)ZUES1F (TG GK-GPO-POD #*°’ mg/dL
Y IEH (PL) PLD-ChOD-POD £ mg/dL,
BEDILE > (T. bilirubin) FTYEUNE SES mg/dL
N a—2 Hexokinase-G6PD #:<? mg/dL
R#EZEHE (BUN) Urease-GLDH %% mg/dL
2VTFF Jaffé # ¢’ mg/dL
+ R TA (Na) - 4 RN TS mmol/L
Ao K) € 7 BRI ES mmol/L
HE (CD 1 7 RINEREE mmol/L
AN 7L (Ca) OCPC i mg/dL
Y > (P) Y TFHEY meg/dL
Bi-AHHE (TP) Biuret % ' g/dL
FNTE BCG ike! g/dL,
AG BRAHRECT LTI 0 REE

2) AR Nt SR L M DWW T ORE

B#HEE B Bpr
GOT (ASAT) UV-rate i’ IU/L
GPT (ALAT) UV-rate ¢’ IU/L
LDH UV-rate ¢! TU/L
v -GTP TN 23 B RE 4.2 hOT ) BB IU/L
HRRERES

¢ S EHMOTEM  Monarch (Instrumentation Laboratory)

12) HERSRE
(1) #ta
TARTOIHEIRTRICONT, EOBEADRYIENIC L OB &, Fitk.

D, WBEUHEE2SO2H4ORE - HIOAIRIC K DFFMIZREARZTL. KR

S O Al
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(2) WBEEEEME
FTARTOFEERIEIZ OV T, REISRTREORER (EMTR) ZHETLHLL
Sz T & HBRIEOAEN SAM 100g B¥/-DOER (HMER) 2BHLE. W
R OREI DWW TIHESRNLICHE LA, TOETHETFME Lz,
(3) WEAKETRE
FTRTOBMICDONT, F 5. IR TREMREBE /M2 ) SREH 10% R >
MBS - (R Uik. 22E L. BBER, N—F—IR, S SRR TN LA 3%
FhENTFIFER - 25%FL< ) P TEE, HERUHERESRTTY ATEEL
Fei. V) VR 10% LT ST RFE L. TO%. JEITFRT /NG 74
REAE SHERENT T 4 AL, EROXMNEEHESARBOHYA R EOMDORF
O THRENICRENZSNITAIC DV TR &L, A REIY Y - 2F D G
AIZAE ML THRL .



5. REPHIIRIFE/HEE

: . gy | FEEAERY e fay | SREEAERR
I B s e Mo® R o EE AR TR
K ol olo . i of o | o
AN ol o | o @ | | em o
Ly

fi o1 O |0 I ol oo
s |o] o | o — 5
SR ol ol o p— =
i °cl°]° iy ol o | o o
Bl O

e o
N—&—f3 @)

P ol ol o o
Ttk ol olo
AR (EE Bk O O
Mezam | | © | ©

me e ool oo | oo o)
B ol o | o o

ﬁ%‘tﬁ‘/ ool ao | oo o0
it ol o | o o =

M | oo| oo | oo
e ol o | o o
mFuvww | 0| o | O HiE O
gr’m 7 o1 o 1o 2L o

RR EWE | 5
Dl ol olo o 215)

R (RBL| 5
B AEA: 0 51D
i ol o |o KEEERRT | O
P O @) ]
& o pRREsE] © | o | O
58 o) W o
H O O 9] {lc{EAEER (EER R LB 2=/l
= ol oo BRAELT=,
%y @) 0 'e) HHERYH IGO0 TRUE.
B T T
vezety | © | © | ©




14, GERHEGT
1)

ARET—4 (FHE, %
. iR, DEEFRERCHERR)

fER, k. K.

FAl s — KRR U RERE OE RIHE .

BhH, R
FRROBARIZRTHERICE> ThRELRE Y,
HBROPE + EERE
z$j§//ﬂ
23
Bartlett 8% F feE*
W e gl
p=0.01, Lo p<0.01, FEFHFHH p=0.05, F i p<0.05, JESHE
oMt ot
Dunnett # Student Aspin-Welch
Dunnett i mean rank test Dt BRE DLRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
mE R e MR E Wi
* : F=s,2/5,°

3) HROFEHEH

| mmer |

I — KB OB R CBEREO A I T L LT — 4

5=

(2B, s°>s0)

RE  REHEER W (HEKYE 0.056 RT0.0L, FAD V.

2) @
1 LR ¥ XUZ Mann-Whitney @ U BES 2 AW (EEAKYE 0.05 KU 0.01, WMD) 2,
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HEBRER

1. —HRIREE
Fei Table 1-1~1-3 KA Lz,
1) #5HikE]
WENOIIC bTECIRED S NEh o 7.
SHEBIT. HOEEAES 2 B L 0REHIET B THRESFIS SN0 T,
il B RS U o e |
2) [EIEHR
WEROBIC BFETIRED SNEh o T,
1000mg/ke EEIRET. 15 HIMA 53] 2 H0 TR EARIIMERSFICH 5NN, B
3 EIIdEL. FORBRRFIIESEIN S,

2. BRI
B % Table 2-1~2-21 IZR L7z
BEtR— Ly — PR, FiEo TRUA— T2 74— RRTERETNIT., BEMIAAT
iz 1, SEHEECEERPIEEE | mEEL 7 (R 37 OREEZRTEE 1~3 21) .
1) #H5HIH
(1) R—AhFr—JHEE
WwWFhoicbRERA SR o7z,
(2) FiThio TOHE
WO b REEA S NEMh 0T,
(3) A—7>74—) ENiELE |
E%%l\2&63ﬁn#ﬂﬁﬁfhﬁ$éhkﬁ@mﬁﬁ1mmm@gﬁ5ﬁ®M%
1 FIiCHSNEOHT, Fc g NERLZRh o7z
2) [EIE I
(1) F"—Lir—TVREE
WFhoicbRERS SNEholz.
(2) FTH- TOHE
WT OB d BRI IEA S NBMh o7,
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Q) =77 4—I RNEHE
Wi OEic bREIIA SN o .

3. MEEERE
FkAfi % Table 2-22 K Tf 2-23 IR L2,
BRI 5 4 AR VB 2 MICEB LA (A0 7 OHMEEHSEE 4 B8 .
1) #&&5%4R
WTNOTIC b REE RSB SNBN 7.
2) EEE2HE
WTFNOBIIZDRERASNAN DT

4. EH
Fk#t% Table 2-24 B Tf 2-25 IR L7z,
P35 4 AR UE S 2 IR RUERICOWTERL .
1) 5848
[ & B & AR S HIEREOBICEERERA SNBR 2.
2) [EIE5E 28
HEdE & % 1000mg/kg [EHRE & SHEEE & ORICAERER S NP O L.

5. BEHE

Bi#i% Fig. 1-1~1-4 UL Table 2-26. 2-27 IZR L7z,

PIE IR 58 CARUEEE 2 BICERL, 102 Z & 0fi & 60 FRIGE O THE L/,

) #5E48
Hed & bR AR EMEI S OMICEERZZH S NP0,

2) a2 #
1000mg/ke B BE D T 30~40 53 & 60 27 HIRBIC BT 2 B FEHR O A R HINA >
Shf=pt, #EM 4 EICEASNBENWELTH> I, '
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6. (&
k4% Fig. 2 0 Table 8-1, 3-2 IZxL 7z,
1) #5HH
B ARBOMEEIZ. M & b Wk S FRRICHER Lz,
2) HEEHM
1000mg/kg [E{5 FE QAT IAXT R & FIRICHER U8, TS0 28 U/ iniic
AELEENB SN,

7. #HfEE
FE#i% Fig. 3 UL Tabled-1. 4-2 IZ;RL 7.
1) #5460
ERRBEOBMER., S R RRICHES L.
2) (= AR
1000mg/kg [EIEHOITEENL, HERE & DML RRITHEB L.

8. R¥E (HKkEZEU)
BR#&i% Table 5-1~5-8 IR L7z,
1) #E5H 4l

1000mg/kg I EH TR, RiZABHEOFRBITMASICA SN,

ZOM, 100 KX 300mg/ke RSO TRIEABERURY b AROFRERBEINS
51, 300mg/ke 5 HOBE TREICARRUCREOEE RN (EhEN 36 BT 115%
M EREBEOERRBD (32%K) MASNEN, WThHARICKEULRETHR
noals,

) [EIfETIE

1000me/keg BB OHE T, REOEERIM (68%H) A s5hi. Lirl. Thudidx

5ER 4B LNRBWELTH /.

9. MBEFRE
Bt % Table 6-1~6-4 IZ/RL /2.
1) R4 TR
1000mgrkg e 5L T, WERILROA TN (300%H) MEEIAH SN,
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7285, 300mg/keg |EBOHTT O b0 E CREOERRER (10%H) Ma s/,

AR CRELTR AP o 2.
2) [EIfE M T HF
1000me/kg EEEOH T, AMBREOGFELHM B1%H) RURIREFRIRILROAE
FhiA (TT%R) A& 50, Livl., ChoIESH TR S hEWELLT
Hol.

10. MiE{LFERE
k4% Table 7-1~7-4 IZ7R L7z,
1) o TE
100 .78 1000mg/ke 325 BT, GOT (ASAT) EHOFBRZFL (FhEh s Rk
T 23%) AHsiz.
2) [EIHHIREIE TR
1000mg/kg BIREOHET. BEVIE Y, RESRRVY LT Fo 0 OFRam (£
nNERN 10, 8 BT %) Ao, UL, INSEBEHIBRER TRIZIEAZ SN
TMETH- 7.

1. BREER

R4 % Table 8-1~8-8 IZ/R L 7z

1) 5 IRHE TR
& bR AR LM ERE OMICFRLEREZRTHERS SNaho .

2) (BT
M & B 1000me/kg EEREHEREOEIIARLAREZRTHEEA NN
7o

12. Bl#mR
k4t # Table 9-1 BeTX 9-2 1At L 7z,
1) R4 Ty
LT O RAtH S hizht, HBRRM S WINbBRFARLEZ SN,
BRI o Frioag o KT 300me’ke R GHEQE 1/5 FlIZA SN,
il D BEREYA 100 BT 1000meg/kg S HEOME 15 FICH SN/,
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5 OO 1 e N TAVA
RIS 100melkg $R4GBED 1/5 FlIZAH N7,
2) [EI{RIRE T
LR O A a 5 At WERIKRP S WIS ERRREEZ SN,
&) : BB ORFRANYN TR T 1000mg/kg BEEEEOMS 2/5 FlIZH 5N/,
M ()
ZA%E A% 1000me/kg EETFDOHE 1/5 HliZH SN,
EH Lk HAGHE (IR AR /s FAlICH ST,

13, REAHPRE
ikt % Table 10-1~10-4 IZHR L7z,
1) %G TR
HERERUERARRICOVLWTREL. DTORANASNENEOHBRENS TN
bERFREEA SN,
OB SR BUNRSEIASHBR O 1/5 #] & 1000mg/kg 1% 5B OHE 2/6 FiIZ
H 51Tz,

RSB IR AT 1000mg/kg S HEOHE 1/5 FliZH 5N,
B OB ODRASHIETEOME 1/ FliZH SN
AISEHR ¢ Rz UEES ) 2GR EEATH RREROHE 1/5 #1& 1000mg/kg
5RO 2/5 liH Sz,
ZOMOBEORIBHREIMICDOWTHREL., LLTOMARA SN,
FRIR (LR MEESE)
300mg/kg HEHEOE 1/6 FITHIBERE N ORB & BRI D/
. ARSI RE RS S o,
Riki © 100mgkg REBEOM s FITTHRERS NARBRARE, B
EM IR AR T DB SIEHIBR R E > Tk, ab,
PR/ S 7k B B A% & 72 1000me/kg % 5-BE DR 1/5 #)THE. #H4%
FRERT IR S NEho .
. LR, RILIR
100mg/kg G HOHE 1/6 FITRRARE N/, MBEFINICIIR]
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YGRS EE D FEHIE DML FE L THEEORFORD TH o 728,
BiIRICHMmENAREEA s N0,

2) [EIfE HAMRIAR T By
HEEMRBIRMIZDOWTREL. ATORRNA S NENEOHIREN S WTIHE

RMALEX &N/,

H . HHBR R U 1000me/ke B S OMEE 2/6 FITRHIRMICBR I NERE O
A AR, HEFENCERERGO LEBERUSATH .

N5 (B
1000mg/kg 25 OHE 1/5 FITHEEMICERE S W /-HER. Ml
HHETH->7,

#5884k RO U5 FITTHIRMICEZE /A aiid, Sisnici3EgER
BFRHEETH .
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x B

PHAYPIO—14 ORMESICL2BEEZOEMENESR 7 BiHD Sprague-Dawley %
SPF 5w bk (Crj:CD(SD)IGS) #RWTHRH L. #4530 W4V 7 . 100. 300
KN 1000mg/kg/H & L. 28 BRIAREIRECIIEE Uik, 1 BOBMmEE. ®IEHRT 1000me/ke
RS THERES 10 T, 100 R 300meke R CHEES 5 LU, JoD 5L
1000meg/kg 5 HOMEES 5 ILIZDWTIE, 28 AEO#K 5 2 BROEHER 28T/,

S5 MR ENNEE U TR BEA S aho k. i, BEERE. BH. BRE
BE. G EEERCRELRICECRSSNPoT.

— PR TT, RAMOSEARBOMESFICASNE, JOEKIRS 2 AP S5EIE 2

HETESEIN. SERSa0ERMEATRPICEHIhATLCLS DD LR ENE.

st —RRIRRE T, IEIME A 5 MR OMRE T 1000me/kg HS5HOH 1 HlICH SN
OHT. HicEREEEDShiaholz.

REETIL, 1000meke 1F5BOM TRI:ABEOFELHMNS SN, Ll AR
ORHEREZEL-0ZHTH 1 lDFTHD, Ri#izEOELLFROBIAFNELSER
HoNEho -l EMS, HINTREBLTE N2 L.

MR TR, 1000me/kg 18 S OME THIRILRBOHAELRMNS S Nz, ZOR(EE.
BT EEROE(LGAR<. Fi. FFR-OMEA & OBNRHRICHESZENELD LMo
frrEmns, FEERgT 38 bEdEX#EN, .

ML T, 100 R OF 1000me/kg (5 HOMET GOT (ASAT) EEOHELBD S
sif-At. AR OBt NS EhSBBEOELEEL SN,

FESRETIR. 1000me/ke 3355 OHLEEEARTIZ BV TR O RN PZFIE R ORI O
U 2 SERMIE IAMEE 2 B, B & EBORBRAIREHAME 1 flicashi. HikE
HZBOFEEREROMY THH 5N, BREERCOVWTHIOHO S v b THRAENIZA
ENAKETHO I THTEND, TNSOREIKRMEARS EOMEERENEEZS
.

EHHER T, ERUARAREOIEMCERYERES LD EEFEA SN ELES NG
holz.

PLEDM<, &ARBEOMETHRMHOKPIMRICL 2MARMENDSNLOBHT, Bk
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HEICEROHSEMERBO SN oz, Lo T, EF AL bTO—-14 OFEERMAT
THTy MIBIT2EREMITENE S S 1000me/ke/H EHEES NI,



1)

2)

3)

4

-

PERES (2001): EX A FIO—14 T v FERWE 14 BHEREROREHERS
(Fhigts) ®REgRS)—Fd5—, Eﬁ%ﬁ%z U-2096)

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.

{EATIE (1981): BERNEE—atE & MHi—1, pp. 23-27, HEKFEMHRE, A

YATSIRE (1981): EESHFRAG—at T & MEE—11, pp. 387-389, WA kRS, WAL



aTER 1

1 Posture M, I, H)
N Normal
F Flattened
H Hunched

2 Convulsion (0-3)

0 None
1 Minor
2 Moderate

3 Severe

R EOBREICB A RXa7 (D

— Home cage observation —

3 Abnormal behavior (0-3)

0 None

1 Minor

2 Moderate
3 Severe

B-4650
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U —AREOERIIBITS X7 (2

— In the hand observation —

1 Removal from cage (1-5) 9  Pupil size (1-4)
1  Atypically docile 1 Miosis
2 Easy 2 Normal
3 Some resistance/avoidance 3 Half opened pupil
4  Difficult 4 Mydriasis
5 Very difficult
10 Lacrimation (0/1)
2 Fur condition (0-3) 0 Normal
0 Normal 1 Present
1 Slight
2 Moderate 11 Salivation (0-3)
3 Marked 0 None
1 Slight
3 Skin (0-3) 2 Moderate
0 Normal 3 Marked
1 Slight
2 Moderate 12 Secretions-Eye, Nose (0/1)
3 Marked 0 Absent
1 Present
4  Piloerection (C/1)
0 Absent 13 Vocalization (0-3)
1 Present 0 None
1 Soft
5 Mucosal membranes (0-3) 2 Moderate
0 Normal 3 Loud/aggressive
1 Slight
2 Moderate 14 Reactivity to handling (1-5)
3 Marked 1 Atypical docile
2 Easy
6 Abnormal respiration (0-3) 3 Slightly awkward
0 Absent 4 Difficult
1 Slight 5 Very difficult
2 Moderate
3 Marked

7 Palpebral closure (0-3)

0 Normal

1 Slightly closed

2 Halfclosed

3 Completely closed

8 Exophthalmos (0/1)
0 Absent
1 Present
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FHlz—AREDEZEIZRB A 237 (3)

— Open field observation —

Posture (N, F, H)

N Normal
F Flattened 8
H Hunched
Gait (U, 0-3)
U No/minimal location
0 Normal
1 Slight
2 Moderate
3 Marked
Arousal (1-5)

1 Unconscious/semi-conscious

2 Reduced awareness

3 Normal

4 Increased alertness

5 Markedly alert
Tremor (0-3)

0 None

1 Slight

2 Moderate

3 Marked

Convulsion (0-3)

0 None

1 Minor

2 Moderate
3 Severe

Abnormal behavior (0-3)

0 None

1 Minor

2  Moderate
3 Severe

Grooming (0-2)
0 None
1  Occasional bouts (up to four)
2  Numerous bouts (more than four)

Urination (0-3)
0 None
1 Small amount
2 Moderate amount
3 Large/excessive amount
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WHERIC BB AT
— Manipulative test —

1 Approach response (1-3)
1  No reactionfignores
2 Normal
3 Abnormally fearful/aggressive reaction

2 Touch response (1-3)
1 No reactionfignores
2 Normal
3  Abnormally fearful/aggressive reaction

3 Auditory response (1-4)

1 None
2 Weak
3 Normal

4 Exaggerate

4 Tail pinch response (1-4)

1 None

2 Weak

3 Normal

4 Exaggerate

5 Pupillary reflex (P, F, L, R)
P DPass, both
F  Failed, neither
L Left pupil responds
R Right pupil responds

6  Aerial righting reflex
0 Normal
1 Land on side
2 Land on back
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Activity (Count)
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800

400

300

200

100

B-4650

Male

- \ —
o——=o 0 mg/kg ~ A
A~ — A 100 mg/kg M
0— —m 300 mg/kg : ——
&—-—o 1000 mg/kg - —
| | 1 | | |
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.1-1 A 28~day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Motor Activity (4 weeks)




Z-1
Activity (Count)

B-4650
500~
400+
300k
200k
100+ -~
o—o 0 mg/kg ™ /
A~ — A 100 mg/kg 5\'“‘2{
B— —m 300 mg/kg
&—-—¢ 1000 mg/kQ
0 l i ‘ i | [ |
0-10 10-20 20-30 . 30-40 40-50 H0-60

Interval (minute)

Fig.1-2 A 2B8-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Motor Activity (4 weeks)
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Activity (Count)

B-4650
500
Male
400+
300
200k ~\\"“ﬂb
100}
) 0 mg/kg
&—-—o 1000 mg/kg ©
0 [ i | I 1 |
0-10 10-20 20-30 30-40 40-50 50-60

Interval {minute)

Fig.1-3 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Motor Activity (Recovery 2 weeks)
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Activity (Count)

500

400

300

200

100

B-4650
Female
)
O———0) 0 mg/kg et
&—-—o 1000 ma/kg N oeeermreer —o—
[ | ] | 1 ]
0-10 10-20 20-30 30-40 - 40-50 50-60

Interval {minute)

Fig.1-4 A 2B-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Motor Activity {Recovery 2 weeks)
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Body weight {(g)

B-4650
500
.-———"""4:D
400- — -
3001
B R
200+ B
="
Female
100k
&——0 0 mg/kg
A— — A 100 mg/kg
m— —m 300 mg/kg
&—-—¢ 1000 mg/kg
0 | | | 1 1 | | 1 1 1 I | I |
1 4 7 10 14 17 21 24 281 3 7 10 14 (day)
: Administration ]} Recovery ——
Fig.2 A 2B-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Body weight
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Food consumption ({g/rat/day)

B-4650

40

30

10+
o—0 0 mg/kg
A~ — A 100 mg/kg
M— —m 300 mg/kq
o—-—¢ 1000 mg/kg
0 | | | | 1 | | | | ] 1 | i
1 4 7 10 14 17 2 24 28 3 7 10 14 (day)
F Administration ] —— Recovery —

Fig.3 A 2B8-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Food consumption
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B-4G650

Table 1-1 A 2B-day oral toxicity study of Plgment Yellow-14 In rats with a recovery perlod of 2 wecks

Cliniecal slgns (Administration period)

Day of administration

Sex Dose Findings
mgs ke 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 10 i0 14 10 10 10 10 10 10 10 10 10 10 10
No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Male 100 No. of animals 5 5 5 5 5 5 5 5 5 151 ) 5 51 D
Ko abnormallity 5 0 0 [¢] 0 0 0 [4] 0 0 0 0 0 0
Feces, yellowish 0 5 5 5 ] 5 ] 5 5 5 5 3 B 5
ao0o No. of anlimals 5 2 5] 2 5 5 5 5 ] 5 5 5 5 5
No abnormality 5 0 4] Q 0 0 0 0 Q 0 0 Q 0 0
Feces, yellowish 0 5 ] 5 5 5 5 5 B 5 5 5 5 5
1000 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormality 10 4] g )] 0 1] 0 0 [ ¢} 4] Q 0 0
Feces, yellowlish 4] 10 10 10 10 10 10 10 10 10 10 10 10 10
0 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormallty 10 10 10 10 10 10 10 14 10 10 10 10 10 10
Female 100 No. of anlmals 3 5 5 5 5 5 3 5 5 5] 5 H 5 5
Ko abnormallty 5 0 0 0 0 0 0 0 0 L] 0 0 0 o
Feces, yellowish o 5 5 5 b 5 ) I 5 B 5 B ] 5
300 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality B 0 0 0 0 0 0 0 0 0 0 [4] 0 0
Feces, yellowish 0 5 5 5 5 5 5} 5 ] B 5 5 5 5
1000 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormality 10 V] 0 Q 0 0 1] 0 0 0 0 0 0 0
Feces, yellowish 0 10 10 10 10 10 10 10 10 10 10 10 10 10
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Table 1-2 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weecks

Clinical signs (Adminlstration period)

Nay of administration

Sex Dose Findings
mg/ke 15 16 17 18 18 20 21 22 23 24 25 26 27 28
o No. of animals 10 10 10 10 10 10 10 i0 10 10 10 10 10 10
No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Male 100 No. of animals 5 B 5 S 5 5 5 5 5 5 5 5 5 5
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Feces, yellowish 5 5 5 5 B 5] 5 5 5 5 5 5] 5 3
300 No. of animals ] 5 5 3 5 51 3 5 5 5 5 ] 51 5
No abnormality 0 0 o] 0 ] o} 0 0 0 0 ¢] 0 0 0
Feces, yellowish 5 5 5 5 5 5 5 5 5 5 5 B 5 5
1000 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No abnormality 0 0 0 0 .0 0 4] 0 0 0 4] 0 o o]
Feces, ycllowish 10 10 10 10 10 10 10 10 10 10 10 1.0 10 10
0 No. of animals 10 10 10 i0 10 10 10 10 10 10 10 10 10 10
No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Female 100 No. of animals H] 5 5 51 5 5 5 5 5 5 o 51 o 5
No abnormality 4] o ] 0 0 0 0 o 0 a ¢ 0 0 0
Feces, yellowish 3 5 5 S5 5 5 5 5 5 ] 5 5 5 4]
300 No. of animals 5 5 5 5 5 51 5 5 5 5 5 5 5 5}
No abnormality 0 0 ] 0 0 4] 0 ] 0 G 0 0 0 ]
Feces, yellowlsh 5 5 5 5 5 5 5 5 5 5 5 5] B] 5
1000 Ko. of anlimals 10 10 10 10 10 10 10 10 10 19 10 10 10 10
No abnormality 0 0 0 0 0 0 0 0 o] o 0 0 0 0
Feees, yellowish 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Table 1-3 A 2B-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Clinical slgns (Recovery period)
Day of recovery
Sex Dose Findings
mg/ kg 1 2 3 4 5 4] 7 8 g 10 11 12 13 14
Male 4] No. of animals 5 5 5 B 5 5 5 5 5 5 5 5 5 5
Ko abnormality 5 ] 5 5 5 5 5 5 b1 5 5 3 5 S
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 ] 5 H] 5
Ko mbnormality 0 0 5 5 5 5 5 5 o 5 3 ) 5] )
Feces, yellowish 5 5 0 [¢] 4] 0 0 0 ] [ a 0 ¢! 0
Female 0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 H] B
No abnormality 5 5 g 5 51 5 5 5 5] 3 b 5] ) B
1000 No. of animals 5 5 ] 5 B 5 ] 5 51 5 5 5 5 5
No abnormality 0 0 5 5 5 5 5 5 5 5 5 35 5 5
Feces, yellowish 5 151 4] 0 1) 0 4] 1) 4] Q 0 4] 0 [¢]
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Table 2-1 A 28-day oral toxlclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
llome cage observations (Prc admlnistration)
Sex Male Female
Dose (mg/kg) 1] 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Posture {N,F,H)
K : Normal 10 b 5 10 10 5 5 10
Convulslon {0-3)
0 : None 10 3 B 10 10 5 5 10
Abnormal bechavior (0-3)
0 : None 10 5 5 10 10 51 8 10

No slgniflecant difference in any treated groups [rom control group.
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Table 2-2 A 28-day oral toxicity study of Pligment Yellow-14 in rats with a recovery perlod of 2 weehs
liome cage observations (1 week)
Sex Male Female
Dose (mg/kg) 1] 100 300 1000 1] 100 300 1000
Parameter No. of animals 10 & 5 10 1o 5 5 10
Posturc (N,F,!)
N : Kormal 10 5 o 10 10 5 5 10
Convulsion {(0-3)
0 : None 10 5 5 10 10 5 5 10
Abnormal behavior (0-3)
0 : None 10 5] 5 10 10 5] 5 10

No significant difference in any treated groups from control group.
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Table 2-3 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Home cage observations (2 weeks)
. Sex Male Female
Dose (mg/kg) [4] 100 300 1000 0 100 300 1000

Parameter No. of anlimals 10 5 o 10 10 5 5 10
Posturc (N,F.l)

N : Normal 10 5 5 10 10 ] 5 10
Convulsion (0-3)

0 : None 10 ] 5 10 10 5 5 10
Abnormal behavior (0-3)

0 : None 10 5 5 10 10 5 5 10

No sigﬁificant difference in any treated groups from centrol group.
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Table 2-4 A 28-day oral toxlcity study of Plgment Yellow-14 In rats with a recovery period of 2 weeks
Home cage observatlons (3 weeks)
Sex Male Female
Dose {(mg/kg) (4} 100 300 ‘1000 4] 100 300 1000
Parameter Ko. of animals 10 5 5 10 10 5 5] 10
Posture (N,.F,H)
N : Normal 10 5 5 i0 10 5 5 10
Convulsion (0-3)
0 : None 10 51 5 10 10 51 3 10
Abnormal behavior (0-3)
0 : None 10 5 5 10 10 5 ] 10

No significant difference in any treated groups from control group.
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Table 2-5 A 28B-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Home cage obscrvations (4 weeks)
Sex Male ’ Female
Dose (mg/kg) 0 100 300 1000 0 100 S00 1000
Parameter No. of animals 10 5 5 10 10 51 5 10
Posture (N,F,H)
N : Normal 10 5 5 10 10 ] 5 10
Convulsion (0-3)
0 : None 10 B ] 10 10 5 B 10
Abnormal behavior (0-3)
0 ; None 10 5 51 10 10 5 B) 10

No significant difference in any treated groups from control group.
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Table 2-6 A 28-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

lHlome cage observations {Recovery 1 week)

Sex Male Female
Dase (mg/kg) 0 1000 0 1000
Parameter No. of animals 5 5 5 5

Posture (N.F,H)
N : Normal

[41]
o
1]
N

Convulsion (0-3)
0 : None 5 5 5

[+

Abnormal behavior (0-3)
0 : None

w
[41]
(4]
1]

No significant difference between treated group and control group.
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Table 2-7 A 28-day oral toxleity study of Pigment Yellow-14 in rats with a recovery period of 2 weecks

Home cage ohservations (Recovery 2 weeks)

Sex Male Femalce
Dose (mg/ke) 0 1000 0 1000
Parameter No. of animals & 5 5 5

Posture (N,F,H)

N : Normal 5 5 5 5
Convulslion (0-3)

0 : None 5 5 5 5
Abnormal behavior (0-3)

0 : None 5 5 5 5

No significant difference between treated group and control group.
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Table 2-8 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
In the hand observations (Pre adminlstration)
Sex Male Female
Dosc (mg/kg) 0 100 300 1000 0 100 300 1000
Paramcter No. of animals 10 5 5 10 10 5 5 10
Removal f{rom cage {1-5)
2 : Easy 9 4 5 9 10 4 4 ]
3 : Some resistance/avolidance 1 1 0 1 0 1 1 4
Vocalization (0-3)
0 : None 10 4 5 10 10 5 5 9
1 : Soft 0 1 1] 0 0 [¢] 0 1
Reactivity to handling (1-5)
2 : Eas¥ a 4 5 9 10 4 4 T
3 : Slightly awkward 1 1 0 1 0 1 1 3
Fur condition (0-3)
¢ : Normal 10 ] 5 10 10 3 5 10
Skin {(0-3)
0 : Normal 10 5 5 10 10 5 5 10
Plloercctlion(0/1)
0 : Absent 10 5 5 10 10 5 5 10
Mucosal membrancs (0-3)
1 Normal 10 5 5 10 10 5 S 10
Secretions-Eye, Nose (0/1)
0 : Absent 10 5 -1 10 10 5 5 10
Palpebral closure {(0-3)
0" : Normal 10 5 5 10 10 5 5 10
Exophthalmos (0/1)
0" : Absent 10 b 5 10 10 5 5 10
Pupll size 51—4)
: Norma 10 b5 5 10 10 5 5 10
Lacrimation (0/1) :
0 : Normal 10 5 5 10 10 5 1 10
Salivation {0-3)
0 : None 10 5 5 10 10 5 5 10
Abnormal respiration (0-3)
0% "Rosent” 10 5 5 10 10 5 5 10

No significant difference in any treated groups from control group.
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Table 2-9 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery pericd of 2 wecks
In the hand observations (1 week)
Sex Male Female
Dose (mg/ke) 0 100 300 1000 0 100 3a0 1000
Parameter No. of animals 10 5 5 10 10 51 5 10
Removal from cage (1-5)
: Easy 10 5 5 10 10 5 5 10
Yocalization (0-3)
¢ : None . 10 4 5 8 9 4 5 10
. Soft 0 1 0 2 1 1 0 0
Reactlvity to handliing (1-5)
2 : Easy 10 3 H] 10 10 5 5 10
Fur condition (0-3)
: Normal 10 5 4] 10 10 5 5 10
Skin (0-3)
0 ¢ Normal 10 5 5 10 i0 5 ) 10
Pileoerectlon(0/1)
0 : Absent 10 5 5 10 10 H] 5] 10
Mucosal membranes (0-3)
0 : Normal 10 5 5 10 10 3 5 10
Secretions-Eyve, Nose (0/1)
0 : Absent 10 5 5 10 i0 5 51 10
Palpebral closure {(0-3)
0 : Kormal 10 5 5 10 10 ] 53 10
Exgophthalmos (0/1) _ -
0 : Absent 10 5 5 10 10 5 H] 10
Pugil slze 11-4}
: Norma 10 5 5 10 10 5 5 10
Lacrimation (0/1) :
0 : Normal 10 5 5 10 10 5 5 10
Salivatlion (0-3} _
0 : None 10 5 5 10 10 B 5 10
Abnormal resplration (0-3)
0 : Absent 10 5 5 10 10 5 5 10

No slgnificant difference in any treated groups from control group.
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Table 2-10 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
In the hand observations (2 weeks)
Sex Male Female
Dose (mg/kg) 0 1.00 300 1000 4] 100 300 1000
Parameter No. of animals 10 5 3 10 10 5 & 10
Removal from cage (1-5)
2 asy 14 4 5 19 10 5 5 10
3 : Some resistance/avoidance 0 1 0 ) 0 0 [¢] 0
Vocalization {(0-3)
0 : None 10 4 5 10 10 5 5 g9
1 : Soft o 1 [} 8] 0 0 Q 1
Reuctivity to handling (1-5}
2 10 4 5 10 10 g5 5 1Q
a Slightly awkward - 4} 1 0 4] 4] 0 ] 0
Fur condition (0=3)
0 : No 10 ] 5 19 10 3 5 10
Skin_ (0 3)
0 : Neormal 10 5 8 10 10 ) S 10
Piloerectlion(0/1)
0 : Absent 10 5 H 10 10 5 5 10
Mucosal membranes (0-3}
0 : Normal 10 51 5 10 10 5 5 10
Secretions-Eye, Nosec (Q/1)
0 : Absent 10 5 5 10 10 5 5 10
Palpebral closure (0-3)
0 : Normal 10 -1 5 10 10 3 5 10
Exophthalmos (0/1
gPt ABsent ) 10 5 5 10 10 5 5 10
Pupil size {1-4)
;1 Norma 10 5 1 10 10 5 5 10
Lacrimation (0/1
0 : Normal( /1) 10 5 5 10 10 5 5 10
Salivation (0-3)
0 : None 10 5 5 10 10 5 5 10
Abnormal respiration (0-3
0 : Absentp ( ) 10 5] 5 10 10 5 5 10

No significant difference fn any treated groups from control group.
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Table 2-11 A 2B-day oral toxlicity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
In the hand observations (3 weeks)
Sex Male Female
Dosc (mg/ke} 0 100 300 1000 0 100 300 1000

Parameter No. of animals 10 1 5 10 10 5 5 10
Removal from cage (1-5)

2 : Easy 10 5 5 10 10 5 ] 10
Vocalization (0-3)

0 : None 10 4 5 8 10 5 a 10

1 : Soft 0 1 0 2 0 1) 0 0
Reactivity to handling {1-3) :

2 : Easy 10 5 D 10 10 5 53 10
Fur condition (0-3)

0 : Kormal 10 5 5 10 10 5 ) 10
Skin (0-3)

0 : Normal 10 5 5 10 10 5 5 10
Piloerection(0/1) .

0 : Absent 10 5 5 10 10 5 5] 10
Mucosal membranes (0-3)

0 : Normal 10 5 5 10 10 5 5 10
Secretions-Eye, Nose (0/1)

0 : Absent 10 5 5 10 10 5 5 10
Palpebral closure (0-3)

0 : Normal 10 5 5 10 10 5 3 10
Exophthalmos (0/1)

0 : Absent 10 5 5 10 10 5 5 10
Pupil size (1-4)

E : Normai 10 5] 5 10 10 5 5 10
Lacrimaticon_ (0/1)

0 : Normal 10 5 5 10 10 5 5 10
Salivation (0-3} _

0 : None 10 5 5 10 10 5 5 10
Abnormal respiration (0-3

0 : Absentp ( ) 10 5 5 10 10 5 3 10

No signiflcant difference in any treated groups from control group.
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Table 2-12 A 28-day oral toxiclity study of Plgment Yellow-14 in rats with a recovery pericd of 2 weeks
In the hand observations (4 wecks)
Sex Male Female
Dose {(mg/kg) 0 100 00 1000 0 100 300 1000
Parameter No. of animals 10 S 5 10 10 5 3 10
Removal from cage (1-5)
2 : Easy 10 5 5 10 10 5 5 10
Vocalization (0-3) N
0 : Kone 10 S 5 10 10 5 5 10
Reactivity to handling (1-5) _
2 : Easy 10 5 5 10 10 5 ] 10
Fur condition (0-3)
0 : Normal 10 5 5 10 10 5 5 10
Skin (0-3)
0 : Normal 10 5 5 10 10 3 5] 10
Piloerection(0/1)
0 : Abseant 10 5 3 10 10 h 5 10
Mucosal membranes (0-3)
0 : Normal 10 5 5 10 10 5 3 10
Secretions-Eye, Nose (0/1)
0 : Absent 10 5 o 10 i0 5] ] 10
Palpebral closure {0-3)
0 : Normal 10 b5 51 10 10 5 5 10
Exophthalmos (0/1)
0 : Absent 10 b 5 10 10 5 5 10
Pupil slze {1-4)
: Norma 10 5 S 10 10 5 5 10
Lacrimation (0/1)
0 : Normal - 10 5 5 10 10 5 5 10
Salivation (0-3)
0 : None 10 5 5 10 10 5] B] 10
Abnormal respiratien (0-3) - -
0 : Absent 10 5 5 10 10 ] B 10

No significant difference in any treated groups from contrcl group.
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Table 2-13 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

In the hand observations (Recovery 1 week)

Sex Male Female
Dose [(mg/kg) 0 1000 o 1000
Parameter No. of animals 5 5 5 5
Removal from cage (1-3) =
2 : Easy 5 5 5 1
Yocallzation (0-3}) - -
0 : None 5 5 5 B
Reactivity to handling (i-3) N - _ .
2 : Easy 5 5 5 5

Fur condition (0-3)
0 : Normal

(4]
wn
w
wm

Skin {0-3)
0 : Norma

mal 5 5 5 5
Piloerection{0/1)
0 : Absent 5 ] 5 -1
Mucosal membranes (0-3}
0 : Normal 5 5 S 5
Secretlons-Eyce, Nose (0/1) _
0 : Absent 5 5 51 5
Palpebral closure (0-3)
0 : Normal 5 5 5 5
Exophthalmos (0/1)
Op: Absent ( B 5 5 5
Pupil slze (1-4
H Normai ) 5 B b 5
Lacrimation_ (0/1}
0 : Normal 5 5 5 5
Salivation (0Q-3)
0 : None 5 5 5 5
Abnormal respliration (0-3)
o : Absentp . 5 5 5 5

No significant difference between treated group and control group.
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Table 2-14 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

In the hand obscrvatlons (Recovery 2 weeks)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 5 5 5 5
Removal from cage (1-3)
2 : Easy 5 ) a3 5
Vocallzation (0-3)
0 : Kone 5] 5 5 ]
Reactivity to handling (1-5)
2 : Easy 51 5 5 3
Fur condition (0-3} .
0 : Normal 5 5 5 5
Skin (0-3) =
0 : Normal 2 5 5 5
Piloerection(0/1
0 : Absent( /1) 3 5 ] 5
Mucosal membranes (0-3)
¢ : Normal b 5 5 5
Secretlons-Eye, Nosc (0/1})
0 : Absent 5 5 5 5
Palpebral closure {0-3) _
0 : Normal 5 ] 5 5
Exophthalmos (0/1
Op: Absent ( ) 5 5 ] 5
Pupil slze {1—4)
: Norma 5 ] b 5
Lacrimation {0/1)
0 : Normal ) 5 o] 5
Salivation (0-3) -
0 : None 5 5 5 5
Abnormal respiration (0-3} .
0 : Absent b 5 5 5

No significant difference between treated group and control group.
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Table 2-15 A 28-day oral toxlcity study of Plgment Yellow-14 In rats with a rccovery period of 2 weeks

Qpen field observation (Pre administration)

Sex Male Female
Dose (mg/kg) Q 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Posture {(N,F,H)
N : XNormal 10 5 5 10 10 5 5 10
Galt(L.0-3)
Q0 : Xormal 10 5 5 10 10 5 5 10
Argusal (1-3)
3 : Normal 10 B 5 10 10 a 5 10
Tremor (0-3})
0 : None 10 5 5 10 10 3 5 10
]
Lo Convulsion (0-3)
e 0 : Kone 10 5 B 10 10 5 5 10
Abnormal behavior(0-3)
‘ 0 : None 10 5 5 10 10 5 5 10
; Grooming (0-2)
i 0 : None 10 5 5 10 10 5 5 10
Rearing 4+ 2 4+ 1 4+ 2 4+ 2 4+ 2 G+ 2 bt 1 g+ 2
Lrination (0-3)
0 : None 9 5 5 10 10 5 5 10
1 : Small amount i 1} 1} 1] 0 0 0 0
pefication count 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ Q 0+ 0 0+ 0

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Open field observatlon (1 week)
Sex Male Female
Dose {mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 10 5 5 10 10 5 5 10
Posture (N,F,H}

N : Normal 10 3 5 10 10 5 H] 10
Galt{l,0-3)

t : Nofminimal location 2 2 0 2 0 0 1] 0

0 : Normal 8 3 5 8 10 5 5 10
Arousal (1-3)

3 : Normal 10 5 5 10 10 5 5 10
Tremor {0-3}

0 : None 10 5 5 10 10 ] 5 10
Convulsion (0-3)

0 : None 10 5 5 10 10 5 5 10
Abnormal behavlor{0-3)

0 : None 10 5 g 10 10 5 5 10
Grooming (0-2)

0 : None 10 5 4 10 10 5 5 10

1 : Occasional bouts (up to four) ] 0 1 0 0 0 0 0
Rearing 2+ 2 1+ 1 1+ 1 1+ 1 4+ 2 5+ 2 4+ 3 2+ 2
Urination (0-3)

0 : None 10 4 4 8 10 5 5 10

1 :; Small amount 0 1 1 2 0 1] 0 0
Defication count 0+ 0 0+ 0 0+ 1 1+ la) 0+ Q0 0+ 0 0+ ¢ 0+ 0

No slgnificant difference in any treated groups from control group.

a): 2/10 males had deflcation and, yellowlsh feces were observed 1 out of the 2 males.
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Table 2-17 A 28-day oral toxicity study of Pigment Yecllow-14 in rats with a recovery period of 2 weeks
Open field observation (2 weeks)
Sex Male Female
Nose (mg/kg) 0 100 300 1000 a 100 300 1000
Parameter No. of anlmals 10 5 5 10 10 5 5 10
Posture {(N,F.H)

N : Normal 10 5 5 10 10 5 5 10
Galt{L,0-3)

LU : No/minimal iocation 1 2 1 1 0 o} 0 a

0 : Normal 9 a 4 ] 10 8 5 10
Arousal (1-5)

3 : Normal 10 5 5 10 10 5 5 10
Tremor {0-3)

0 : None 10 5 5 10 10 5 5 10
Convulsion (0-3}

0 : None 10 g 5 10 10 5 5 10
Abnoraal behavior{0-3)

0 : XNone i0 5 5 10 10 5 5 10
Grooming (0-2)

0 : Xone 10 5 5 1 10 5 9 10
Rearing 1+ 1 1+ 2 2+ 2 2+ 2 4+ 3 4+ 1 4+ 3 3 2
Crination (0-3)

0 : None 10 5 3 10 10 5 5 10

1 ¢ Smpall amount 0 [ 1 0 0 0 0 1]

2 : Moderate amount [i] ] 1 0 0 1] 0 0
Defication count 1+ 1 0+ 1 1+ 1 0+ 1a) 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.

a): 1/10 males had defication and, yellowish feces were observed.




Le- 1

B-4G650

Table 2-18 A 28-day oral toxicity study of Pigment Yellow-14 In rats with a recovery perlod of 2 weeks

Open field observatlion (3 weeks)

Sex Male Female
Dose (mg/kg) 4] 100 300 1000 1] 100 300 1000
Parameter No. of animals 10 5 ] 10 10 5 5 10

Pasture {N,F.H)

¥ ! Normal 10 5 5 10 10 5 b 10
Galt{C,0-3)

U : No/minimal location 0 2 0 0 0 0 [i] 0

0 : Normal 10 3 5 10 19 1 ] 190
Arousal (1-5)

J : Normal 10 5 5 10 10 3 5 10
Tremor {0-3)

0 : None 10 3 5 10 10 3 5 10
Convulsion (0-3)

0 : None 10 3 5 10 10 5 5 10
Abnormal behavior{0-3)

0 : None 10 ] 5 10 10 5 5 10
Grooming (0-2)

0 : None 10 5 5 10 10 B 5 10
Rearing 2+ 1 1+ 2 3+ 4 2+ 2 6+ 2 5+ 3 5+ 2 5+ 3
Urinatlon {0-3)

0 : None 10 5 5 10 10 5 b 10
Defication count 0+ 0 1+ 1 0+ 1 0+ 1a) 0+ 0 0+ 0 0+ 0 0+ ¢

No significant difference in any treated groups from control group.
a): 1/10 males had deflcation and, yellowish feces were observed.
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Table 2-19 A 28-day oral toxielty study of Pigment Yellow-14 1ln rats with a recovery period of 2 wecks

Open field observation (4 weeks)

Sex Male Fenale
Dose (mg/kg) a 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10

Posture (X,F.H}

N : Normal 10 5 5 10 10 5 3 10
Galt(l,0-3) |

L : Nofminimal location 0 0 0 3 0 0 0 0

0 : Xornmal 10 5 5 7 10 5 5 10
Arousal {1-3)

3 & Normal 10 a 5 10 10 5 5 10
Tremor {0-3}

0 : None 10 5 3 10 10 5 5 10
Convulsion {0-3)

0 : None 10 5 5 10 10 5 5 10
Abnormal behavior(0-3)

0 : None 10 5 B 10 10 5 5 10
Grooming (0-2)

0 : None 10 5 5 10 10 5 g 10
Rearing 3+ 2 1+ 1 2+ 2 2r 2 5+ 3 5+ 2 4+ 2 4+ 3
Urination (0-3)

0 : None 10 5 8 10 10 5 3 10
Defication count 0+ 0 0+ 1 0+ ¢ 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.
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Table 2-20 A 2B-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery perlod of 2 weeks

Open fleld observation {(Recovery 1 week)

Sex Male Female
Dose {mg/kg} 0 1000 1] 1000
Parameter No. of animals 5 5 5 5

Posture (N,F,H}

N ¢ Normal o S 5 ]
Galt(l,0-3)

0 : Normal 5 B B 5
Arpousal (1-5)

3 : Normal 5 5 5 5

Tremor {(0-3)
0 : None

413
L2
[41]
n

Convulslion (0-3)
0 : None

(1]
[41]
[H]
om

Abnormal behavior(0-3)
0 : None 5

1]
2]
o

Grooming (0-2)
0 : None

o
o

v
T

Rearing 2+ 2 2+ 2 5+ 3 6+ 2

Urination (0-3)
0 : None 5 5 5 5

Defication count 0+ 0 0+ 0 0+ O 0+ 0

No significant difference between treated group and control group.
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Table 2-21 ' A 28-day oral toxleity study of Plgment Yellow-14 in rats with a recovery perlod of 2 weeks

Qpen {leld observation (Recovery 2 weeks)

Sex Male Female
Dose (meg/kg) 0 1000 0 1000
Parametcr Ko, of animals 5 5 3 5
Posture (N,F,!)
N : Normal 5 3 5 5
Galt(L,0-3) .
L : No/minkmal locatlon 0 1 0 0
0 : Normal 5 4 5 5

Arousal (1-3)

3 : Normal 5 5 o 5
Tremor (0-3)

0 : None 5 5 5 o
Convulsicon (0-3)

0 : Kone 5 5 5 5
Abnormal behavior(0-3)

0 : None 5 5 5 5

Grooming (0-2)

0 : None 5 3 5 5
Rearing 3x 1 2+ 1 4+ 3 4+ 1
Ufination (0-3)

0 : None 3 5 5 5
Deflcation count 0+ O 0+ 0 0+ O 0+ 0

No significant difference between treated group and control group.
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Table 2-22 A 28-day oral toxlicity study of Pigment Yellow-14 in rats with a rccovery periaod of 2 weeks
Manipulative test {4 weeks)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 [¢] 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Approach response (1-3)
2 : Normal 10 5 5 10 10 ] 3 10
Touch response {1-3)
2 : Normal 10 5 5 10 10 5 ] 10
Auditory response (1-4)
3 : Normal 10 5] 5 10 10 5 3 10
Tall pinch response (1-4)
3 : Normal 10 5 3 10 10 B 5 10
Pupillary reflex(P.F,L.R)
P : Pass, both 10 5 5 10 10 H] 5 10
Aerial righting reflex 0+ 0 0+ 0 0+ 0 0+ O 0+ 0 0+ O 0+ O 0+ 0
Landing foot splay 81+23 84+27 G6+20 T3+19 B7+19 72411 61+15 57+24

No signiflcant difference in any treated groups from control group.
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Table 2-23 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

Manipulative test (Recovery 2 weeks)

Sex Male Female
Dose {(mg/kg) 4] 1000 0 1000
Parameter No. of animals 5 ] B 5

Approach response (i-3)
2 : Normal

41
Lh]
¢
en

Touch response (1-3)

2 : Normal 5 5 5 5
Audlitory response (1-4)

3 ¢ Normal 3 S ] 5
Tail pinch response (1-4)

d : Normal 5 ] 5 5
Pupillary reftex{P,F,L,R)}

P : Pass, both ) 5 5 5
Aerial righting reflex 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay G5+ 6 58+17 58+13 42+11

No significant difference between treated group and control group.
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Table 2-24 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Grip strengih {4 week)

Sex Dose Fore limb Hind 1limb

mg/kg 33 E

0 No. 10 10

Mean 1040 546

5.D. 149 119

Male 100 No. 5 5

Mean 1028 519

5.D. 195 60

300 No. ] 3

Mean 1041 312

5.D. 165 33

1000 Ko. 10 10

Mean 992 525

Y— S.D. 161 109
<o
[Mk]

0 No. 10 10

Mean 896 453

S.D. 140 107

Female 100 No. 5 5

Mean 953 458

S.D. 168 120

300 No. 5 5

Mean 911 433

5.D. 136 74

1000 No. 10 10

Mean 933 547

5.D. 148 107

No significant difference from control group ln any treated groups
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Table 2-25 A 28-day oral toxlicity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

Grip strength (Recovery 2 week)

Sex Dose Fore limb Hind limb
mg/Kg g E

Male 0 No. H] 5
Mean 1124 535

5.D. 127 22

1000 No. 5 5

Mean 1104 517

S.D. 115 64

Female 0 No. 3 ]
Mecan 1024 489

S.D. 112 60

1000 No. 5 5

Mcan 1095 204

$.D. 43 75

No significant difference between treated group and control group.
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Table 2-26 A 28-day oral toxicity study of Plgment Yellow-14 in rats with a recovery period of 2 wecks
Motor activity (4 weeks)
Interval (minutes)
Sex Dosc
me/ke 0-190 10-20 20-30 30-40 40-50 50=-G0 Total(0-G0)
0 No. 10 10 10 10 10 10 10
Mean 405 359 275 153 136 103 1431
S.D. 52 84 164 153 130 93 388
Male 100 No. 3 5 5 5 5 5 5
Yean 397 319 188 122 116 90 1233
S.D. 9 406 141 137 130 133 237
300 No. o 5 5 5 5 5 3
Mean 364 368 193 GG az 24 1047
5.D. 46 86 170 58 28 17 290
1000 No. 10 10 10 10 10 10 10
Mcan 411 451 263 233 231 214 1702
3.D. 51 T0 149 152 179 157 584
0 No. 10 10 10 10 10 10 10
Mecan 394 341 291 234 180 159 1609
S.D. 50 80 159 139 147 127 474
Female 100 No. 5 5 51 5 5 5 5
Mean 404 384 214 155 120 271 1547
S.D. 21 62 102 160 142 69 210
300 No. 5 ] 5 5 5 5 5
Mean 403 329 235 109 53 244 1373
5.0. 32 94 157 132 49 138 548
1000 No. 10 10 10 10 10 10 10
Mean 396 315 195 209 185 190 1489
5.D. 27 109 162 127 130 134 515

No signiflcant difference in any treated groups from control group.
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Table 2-27 ’ A 28-day oral toxicity study of Pigment Yellow-14 [n rats with a recovery pericd of 2 weeks

Motor activity (Recovery 2 weeks)

Interval (minutes)

Sex Dose
mg/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-060)
Male 0 NOo. 5 5 5 5 5 ] 5
Mean 433 339 274 92 25 45 1207
5.D. 37 183 146 110 25 49 409
1000 No. 5 5 5 5 5 5 5
Mean 427 399 369 ZB7» 235 195 1912«
5.0, 35 43 42 117 183 174 524
Female o NOo. F] 5 5 5 ] 5 5
Mean 394 301 82 55 T9 56 968
5.D. 4G 94 111 61 105 104 204
1000 No. H g 3 51 5 5 5
Mean 381 315 236 27 43 71 1073
S.D. a7 108 153 41 42 87 365

# : p<0.05 (Significant difference from control group)
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Table 3-1 A 28-day oral toxicity study of Pigment Yeilow-14 in rats with a recovery period of 2 weeks
Body welght (Administratlon perled)
Day of administration
Sex Dose Galn
mg/Kkg 1 4 T 10 14 17 ) 21 24 28 1-28
0 No. 10 10 10 . 10 10 10 10 10 10 10
Mean 239 259 280 299 323 338 360 369 391 152
5.D. 8 11 13 14 16 19 23 26 31 a0
Male 100 No. 5 5 5 5 5 5 5 5 5 5
Mean 239 259 284 303 332 346 3G9 374 401 1G3
5.D. 5 T 9 11 11 14 16 18 19 19
300 No. 5 S 5 5 5 5 5 5 5 5
Mcan 238 258 277 292 313 325 347 355 378 140
5.0. T T T 10 9 12 12 15 12 12
1000 No. 10 10 10 10 10 10 10 10 10 10
Mean 239 256 276 295 319 336 355 363 385 146
S.D. S 8 12 14 16 17 19 20 22 20
4] No. 10 10 10 10 10 - 10 10 10 10 10
Mean 184 193 202 211 224 232 240 245 255 Tl
5.D. T B g 8 190 13 13 12 13 10
Female 100 No. 51 5 5 b 5 5 5 5 5 5
Mean 184 192 200 212 224 231 244 248 258 T4
5.D. 7 8 3 ki 8 8 8 9 8 8
300 No. 5 5 5 b 5] a 51 5 5 5
Mean 184 190 204 212 223 231 240 244 266 T2
S.D. 3] 11 g 15 14 14 13 13 11 8
1000 No. 10 10 10 10 10 10 10 10 10 ‘ 10
Mean 188 190 200 210 220 227 238 239 248 63
S.D. 6 8 B 9 9 9 11 11 12 9
Unit : g

No significant difference

in any treated groups from control group.
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Table 3-2 A 28-day cral toxicity study of Plgment Yellow-14 1ln rats with a recovery period of 2 weeks
Body welght (Recovery period)
Day of recovery
Sex Dose Galn
mg/Kg 1 B] 7 10 14 1-14
Male +] No. 3 B 5 5 ] 5
Mean a79 387 405 412 425 46
5.D. 40 41 13 43 47 8
1000 No. 5 5 5 51 5 5
Hean 386 394 414 421 437 51
5.0, 21 22 25 27 31 11
Female 0 No. 5 5 5 5 5 5]
) Mean 257 261 271 272 274 18
5.D. 14 16 17 14 13 3
1000 No. B 51 5 5 5] 5
Mean 253 259 267 289 276 24»
S.D. 14 12 13 17 16 4
Lnit : g

s : p<0.05 (Significant

difference from control group)




6E- 1

B-4650

Table 4~1 A 28-day oral toxicity study of Plgment Yellow-14 In rats wlth a recovery period of 2 weeks
Food consumptlon (Administration period)
Day of adminlistration
Sex Dose
wg/ ke 1 4 7 10 14 17 21 24 28
0 No. 10 10 10 10 10 10 10 10 10
Mean 25 21 21 21 20 19 20 19 19
5.0, 2 2 2 2 2 2 3 2 2
Male 100 No. 5 H] 5 5 H] S 5 5 5
Mean 25 22 22 21 22 20 21 19 20
5.0. 2 1 2 2 3 2 3 3 K]
300 No. 5 3 5 5 5 5 5 H H]
Mean 23 22 21 19 19 18 19 18 19
5.D. 2 2 1 2 2 3 2 1 2
1000 No. 10 10 10 10 10 10 10 10 10
Mean 23 20 20 20 20 20 20 19 20
S.D. 0 1 2 2 2 1 1 1 1
0 No. 10 10 10 10 10 10 10 10 10
Mean 17 16 15 16 16 14 15 15 15
5.D. 3 1 1 1 1 1 2 2 1
Female 100 No. 5 5 5 5 B 5 5 5 5
Mean 18 15 15 15 16 15 16 15 15
s5.D. 3 2 1 2 2 2 1 2 1
300 No. ] 5 5 5 E] 5 5 5 5
Mean 17 16 16 15 15 15 15 15 15
5.D. 3 2 1 2 2 2 1 1 1
1000 No. 10 10 10 10 10 10 10 10 10
Mean 18 15 16 15 15 14 15 14 14
S5.D. 2 1 2 2 1 2 2 2 2

Unit : g/rat/day
No slgnificant difference in any treated groups from control group.
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Table 4-2 A 28-dey oral toxicity study of Pigment Yellow-14 In rats with & recovery period of 2 weeks

Food consumption (Recovery perlod}

Day of recpovery

Sex Dose
mg/kg 3 ki 10 14
Male 0 No. 5 5 5 5
Mean 24 25 25 27
5.D. 2 3 3 3
1000 NO. 5 51 3 5
Mean 25 27 26 29
S.D. 2 1 2 2
Female 0 No. 5 5 5 5
Mean 18 20 20 20
S.D. 3 1 2 1
1000 No. 5 5 5 b5
Mean 18 21 20 21
5.D, 2 2 2 3

Unit : g/rat/day
No significant difference between treated group and control group.
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Table 5-1 A 2B-day oral toxlclty study of Pigment Yellow-14 in rats with a recovery pericd of 2 weeks
Urinalysis (4 weeks)
1} 2} 33
pH Protein Ketone body Glucose
Sex Dose No.
me/kg 5.05.586.06.57.07.5 8.0 8.5 9.0 I T S S A S - 4= HE ot EtES - =t 4t rEE e
4] 10 ] 4] Q 0 ] o 2 5 3 o 1 7T 2 0 4] 3 4 3 0 0 4] 10 ¢ 0 0 © 1}
Male 100 5 0 a 0 0 0 0 2 3 0 0 5 0 0 O Ons 5 0 0 0 O Ow 5 0 0 0 0 0
300 5 0 0 0 0 0 0 i 3 1 2 1 2 0 0 O« 5 0 0 0 0 O» 5 0 0 0 0 0
1000 10 a 0 Q 0 0 o] 1 8 1 0 4 6 0 0 0 7T 2 1 0 0 [} 10 o 0 0 O ¢}
0 10 0 0 0 0 4 1 4 1 0 5 3 2 0 0 0 9 0 1 0 O 0 10 0 0 0 0 4]
Female 100 5 0 0 0 0 0 0o 4 1 0 1 2 2 0 0 1] 5 0 0 0 O o] 5 0 0 0 0 4]
300 5 0 0 [¢] 1 0 1 1 2 ] 1 1 3 0 © 0 3 0 2 0 0O 0 5 0 0 0 O 1]
1000 10 0 1] 1 0 1 1 2 5] 0 0 5 4 1 0 0= T 2 1 0 O 4] 9 1 0 0 0 0
1) :+ 0 - 5 mg/dL += 1 10 - 20 mg/dL + 30 - 70 mg/dL ++ 1 100 - 200 mg/dL +++ : 250 - 400 mg/dL o >400 mg/dL
2) : 0 mg/dL +- : 5 mg/dL + : 10 - 20 mg/dL ++ @ 30 - 45 mg/dL +++ : 60 ~ B0 mg/dL ++++ : >80 mg/dL
3) - : 0 - 10 mg/dL +- : 30 - 50 mg/dL + : 70 - 100 mg/dL ++ : 150 - 200 mg/dL ++4+ 1 300 - 500 mg/dL ++++ 1 21000 mg/dL
s : p<D.05 ; #a : p<0,01 (Significant difference from control group)
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Table 5-2 A 28-day oral toxlecity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Urinalysis (4 weeks)
4) 5) G) 7)
Occult blood Bilirubin Urobllinogen Color
Sex Dose Ko,
mg/Ke - - + o+t - = o+ o+ Frt A+ . O A TP A e LY Y DY
Q 10 10 o 0 0 0 10 0 0 0 O 0 9 1 0o 0 0 D10 0
Male 100 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 0 1) ) 0 5 0
300 D 5 0 0 0 @ 5 0 0 0 0 4] 5 0 0 0 L] a 5 ©
1000 10 10 0 0 0 0 10 0 0 0 0 Q 8 2 0 0 0 010 0O
0 10 10 0 0 0 O 10 0 0 0 0O 0 9 1 0 0 0 010 O
Female 100 H 3 0 0D 0 O 5 0 0 0 0 o] 5 0 0 0 0 0 5 0
300 3 5 0 0 0 0 5 0 0o 0 O 0 3 2 0 0 0 0 5 O
1000 10 9 1 ¢ 0 O 10 0 ¢ 0 0 0 9 0 1 0 1] g 10 0O
4) - : 0 mg/dL +- : 0.03 mg/dL + 0.06 - 0,1 mg/dL ++ 0.2 - 0.5 mg/dL +++ ¢ 21.0 mg/dL
5) - : 0 mg/dL += 1 0.2 mg/dL + 0.5 - 1.0 mg/dL ++ 1 2.0 - 4.0 mg/dL +++ ; 6.0 - 10.0 mgfdL ++++ : >10.0 mg/dL
6) +- : 0.2 - 1.0 mg/dL. + : 2.0 - 3.0 mg/dL. ++ : 4.0 - 6.0 mg/dL +++ : 8.0 - 12.0 mg/dL ++++ : >12.0 mg/dL
T} LY : Light yellow Y : Yellow DY : Dark yellow

No significant difference in any treated groups from control group.
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Table 5-3 A 28-day oral toxlelty study of Plgment Yellow-14 [n rats with a recovery period of 2 weeks
Urinalysis (4 weeks)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC cast PS co
Sex Dose KNo.
mg/kg - - + 4 - - * 4k e - - ok dd - - * d okt - - * - - + 4+ t++ - - + ++ 4
0 10 10 0 0 0 0O 10 0 0 0 © 010 0 0 O 10 ¢ ¢ 0 O 10 ¢ 0 9 1 0 0 O 16+ 0 © 0 0
Male 100 5 5 0 0 0 0 5 0 0 0 0O 0 5 0 0 O 0 0 0 0 5 0 0 5 0 0 0 0 5 0 0 0 0
300 5 5 0 0 0O O 5 0 0 0 0 0 5 0 0 O 5 0 0O O O 8 0 0 5 0 0 0 0 5 0 0 0 0
1000 10 10 0 0 0 0 10 0 0 0 O 010 0 0 0O 10 ¢ 0 O '0 10 0 O 10 0 0 O O 10 0 0 0 0
|
0 10 10 ¢ ¢ 0 0 10 0 0 0 © 010 0 0 0 10 0 0 0O O 10 ¢ 0 10 0o ¢ 0o O 10 0 0 9 0©
Female 100 5 353 0 0 0 0 5 0 0 0 ¢ ¢ 53 0 0 0 5 0 0 0 O 5 0 ¢ 4 1 0 0 0 5 0 0 0 0O
300 5 5 0 0 0 0O 5 ¢ 0 0 0O 0 5 0 0 O 5 0 0 0 O 3 0 ¢ 4 1 0 0 O 5 0 0 ¢ O
1000 10 10 ¢ 0 0 0O 10 0 0 0 0 010 0 0 © 10 0 0 0 0 10 0 ¢ 73 0 0 0 10 0 0 0 0O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Eplthelial Cell +- : Slight
PS : Phosphate Salts * : Mild
co : Calcium Oxalate ++ : Moderate

+++ 1 Severe
No signifleant difference in any treated groups from control group.
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Table 5-4 A 28-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery period of 2 wecks

Water intake and urinalysis (4 weeks)

Water Urine Osmolality
Sex Dose No. intake volume
mg/ke mL/24h mL/24h mOsm/Kg
0 10 Mean a7 6.0 17568
5.D. 7 3.1 445
Male 100 5 Mean 38 0.8 1545
5.0, 35 3.4 426
300 5 Mean 50« 12.9 1201=
5.D. 11 T.7 480
1000 10 Mcan 43 7.3 1795
S.D. 9 2.2 289 _
0 10 Mean 36 5.5 1563
5.D. 5 2.2 462
Female 100 5 Mean 30 6.3 1804
5.0, 5 4.3 726
300 5 Mean 38 T.4 1534
5.0. 12 5.7 513
1000 10 Mecan 41 5.5 1624
S.D. 20 2.4 418

» : p<0.05 (Significant difference from control group)
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Tablce 5-5 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Urinalysis (Recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.05.5686.06.57.07.58.08.59.0 - 4= 4+ ++ +++ 4+ — 4= 4 4 At bt - #m 4+ 4 t+r FEEE
Male 0 ] 0 0 Q 0 0 0 0 3 2 0 0 2 2 1 4] 2 2 1 0 0O 0 3 0 0 0 0 0
1000 5 (1} 0 0 0 0 1} 1 2 2 0 1 2 1 1 0 3 2 0 0 O 0 5 0 0 0 0 0
Female 0 5 o] )] 0 ) 1 0 1 3 1] 11 3 0 0O 0 4 1 0 0 0 ¢ 5 0 0 0 0 [#]
1000 S 4] 0 Q 0 0 0 4 1 0 1 3 1 ¢ © 0 - 4 1 0 0 0 0 4 1 0 0 O 0
1) - : 0 -5 mg/dL +- : 10 - 20 mg/dL + : 30 - 70 mg/dL ++ @ 100 - 200 mg/dL 44 250 - 400 mg/dL ++++ ¢ >400 mg/dL
2) - : 0 mg/dL += + 5 mg/dL + 1 10 ~ 20 mg/dL ++ : 30 - 45 mg/dL +4+ G0 - 80 mg/dL ++++ : »80 mg/dL
3) - :0 - 10 mg/dL +~ : 30 - 50 mg/dL + 1 70 - 100 mg/dL ++ : 150 - 200 mg/dL +++ : 300 - 500 mg/dl.  ++++ : 21000 mg/dL

No signlficant difference between treated group and control group.
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Table 5-6 A 28-day oral toxicity study of Pligment Yellow-14 in rats with a recovery period of 2 weeks
Urinalysts (Recovery)
4) 5) G) T)
Occult bleod Bilirubin LCrobilinogen Color
Sex Dose No.
ng/kg - =+t +++ L A Y L e T T YY" LY Y DY
Male 1] 5 5 0 0 0 0 5 0 0 0 0 1] 3 2 0 0 0 0 5 0
1000 5 5 0 0 0 0 5 0 0 0 0 0 4 1 0 0 ¢} 0 5 0
Female 0 o 5 0 0 0 0 5 0 0 0 O 0 3 2 0 0 0 0 5 0
1000 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 © 0 0 5 0
4) - : 0 mg/dL +- 3 0.03 mg/dL + 0.06 - 0.1 mg/dL. ++ : 0.2 - 0.5 mg/dL +++ 1 21.0 mg/dL
8) - : 0 mg/dL +=- : 0.2 mg/dL + 0.5 - 1.0 mg/dL ++ 1 2.0 - 4.0 mg/dl 444 6.0 - 10.0 mg/dL.  ++++ : >10.0 mg/dL
6) +- : 0.2 -1.0mg/dl. + : 2.0 - 3.0 mg/dL. ++ : 4.0 - 6.0 mg/dL  +++ : B.0 - 12.0 mg/dL ++++ »12.0 mg/dL

7) LY :
Ko significant difference between treated group and control group.

Light yellow

Y : Yellow

DY : Dark yellow
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Table 5-7 A 28-day oral toxleity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Urinalysis (Recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast Ps co

Sex Dosc No.

mg/kg - = * ok - - + okt v+ - - + ++ +++ - +- + 4+ 4 - + - - * otk - - + ort 4+
Male 0 5 3 0 ¢ 0 O 53 0 0 0 ¢ 0 5 0 0 O 5 0 0 0 0 5 0 0 2 3 0 0 0O 5 0 0 ¢ 0

1000 5 5 0 0 0 © 5 0 0 0 O 0 3 0 0 ¢ 53 0 0 0 ¢ 5 0 0O 3 2 0 0 O 5 0 0 0 ¢©
Female 0 ) 5 0 0 0 O 5 0 0 0 0 o 5 0 0 O 5 0 0 0 O 5 0 0 4 1 0 O 0 5 0 0 0 O

1000 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 O 5 0D 0O 0O O 5 0 0 53 0 0 0 0 5 0 0 0 0
SEC : Squamous Epithellal Cell - : Negatlve
SREC : Small Round Epithelial Cell += ¢ Slight
1] : Phosphate Salts + 1 Mild
co : Calcium Oxalate ++ 1 Mpderate

+++ 1 Severe
No significant difference between treated group and control group.
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Table 5-8 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

Water intake and urlnalysls (Recovery)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
Male [4] b Mean 40 G.2 2444
5.D. g 1.8 238
1000 5 Mean 44 11.Ge 1887
S.D. 13 3.6 532
Female 0 5 Mean 51 7.6 1975
5.D. 28 3.5 643
1000 5 Mean a7 10.1 1583
5.D. T 3.9 430

8¥- 1

# : p<0.05 (Significant diffcrence from control group)
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Table G-1 A 28-day oral toxicity study of Plgment Yellow-14 1n rats with a rccovery period of 2 weeks
Hematology (4 weeks)
RBC [E1+] nt MOV MCH MCHC Retlcu- Plate~- PT APTT Fibri-
Sex bose No. locyte let nogen
mg/Kg K10¥ L g/dL % rL pE % X X10%¥ulL s s mg/dl.
0 3 Mean 772 15.3 45 h8.0 19.8 34.2 2.2 96.0 11.G 15.7 245
5.D. 19 0.5 i 1.4 0.6 0.3 0.5 4.8 ¢.5 0.3 ]
Male 100 3 Mean 7G8 15.5 45 58.8 20.2 34.3 2.0 96.2 12.2 1G6.2 257
5.D. 12 0.3 1 1.5 0.5 0.3 0.4 10.7 0.4 2.3 26
300 b Mean 792 15.7 406 57.7 19.8 34.3 2.2 103.7 12.8 18.6 259
S.D. 406 0.5 1 1.6 0.6 0.2 0.4 12.3 1.1 1.8 19
1000 B Mean 775 15.4 45 o27.6 19.8 34.3 2.1 96.9 12.4 16.6 264
S.D. 46 0.9 3 1.8 0.9 0.7 0.7 10.0 0.7 2.4 8
Q B Mean 753 15.4 44 57.8 20.5 35.5 1.8 105.7 11.7 16.7 216
$.D. 28 0.7 2 1.3 0.5 0.8 0.4 12.5 0.5 2.2 21
Female 100 o Mean 742 15.1 42 55.8 20.4 35.9 1.8 105.6 11.7 17.2 199
S.D. 52 0.5 2 1.2 0.9 1.0 0.5 7.3 0.4 1.7 9
300 3 Mean 732 15.4 43 58.7 21.1 35.8 2.3 100.7 11.35 15.7 220
S.D. 49 0.6 2 2.1 1.0 0.8 0.5 11.4 0.3 1.5 22
1000 5 Mean 742 15.2 43 57.9 20.5 35.3 1.8 97.9 11.5 16.3 209
s.D. 35 0.9 3 1.9 0.7 0.6 0.3 10.9 0.6 1.0 24

» : p<0.05 (Significant difference from control group)




Table 6-2 A 28-day oral toxlcity study of Pigment Ycllow-14 in rats with a recovery period of 2 weeks

B-46
} Uematology (4 wecks)

\
| WA Differential lcukncyte counts (%)
|

Sex Dose No. .
me/Ke K1QYuL Lymph. S5tab Seg. Eosino. Baso. Mono. Others
0 5 lean 96 86.2 0.9 11.6 0.8 0.0 0.5 0.0
5.0, 28 G.5 0.7 4.9 1.0 0.0 0.0 0.0
Male 100 ] Mean 92 89.7 0.4 9.1 0.4 0.0 0.4 0.0
5.D. 26 4.9 0.4 5.3 0.2 0.0 0.4 0.0
300 3 Mean 104 87.3 0.8 11.1 0.3 Q.0 0.5 0.0
5.D, 17 2.3 0.3 2.0 0.4 0.0 0.6 0.0
1000 5 Mean 129 Bg.4 1.0 9.2 0.2 0.0 0.2 0.0
5.D. 46 4.6 1.2 4.3 0.4 0.0 0.3 0.0

—

en [H S Mean 75 86.3 1.0 11.7 0.8 0.0 0.2 0.0
o 5.D. 30 5.6 0.8 5.3 0.6 0.0 0.3 0.0
Female 100 3 Mean 4151 87.8 0.8 10.1 1.0 0.0 0.3 0.0
5.D. 15 1.4 1.0 1.6 1.2 0.0 0.4 0.0
300 35 Mean 84 85.1 1.0 13.0 0.5 0.0 0.4 0.0
3.D. 18 3.2 1.1 2.8 0.5 0.0 0.4 0.0
1000 5 Mean 77 88.4 0.2 10.1 0.5 0.0 0.8« 0.0
5.D. 16 2.0 0.3 1.8 0.6 0.0 0.3 0.0

s : p<0.05 (Significant difference from control group)
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Table 6-3 A 28-day oral toxiclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
'Hcmntology {Recovery)
RBC b it MGV MCH MCHC Reticu- Plate- PT APTT Fibri-
Sex Dose No locyte let nogen
mg/kg X10% 4L g/dL % fL pg % % K1o¥eL s s mg/dL
Malc 0 5 Mean 810 15.3 46 5G6.5 18.9 33.5 1.8 95.0 13.8 19.9 247
5.0. 29 0.5 1 1.0 0.6 0.5 0.5 7.2 0.9 0.9 28
1000 5 Mean 786 15.2 45 57.3 19.3 33.7 1.7 106.1 13.0 18.4 260
5.D. 20 0.7 2 1.6 0.7 0.4 0.2 13.5 0.7 2.4 26
Female 0 3 Mean 791 15.5 46 57.9 19.6 33.8 1.6 100.8 11.4 14.7 209
5.D. 31 0.8 2 1.7 0.7 0.4 0.3 7.8 0.3 1.5 22
1000 3  Mean T98 15.5 46 57.8 19.5 33.7 1.8 104.0 11.5 15.6 200
5.D. 27 .4 2 1.5 0.5 0.3 0.4 6.4 0.5 0.6 10

No significant difference between treated group and control group.
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Table G-4 A 28-day coral toxicity study of Plgment Yellow-14 in rats with a recovery periocd of 2 weeks

Hematology {(Recovery)

WG Differential lcukocyte counis (%)
Sex Dose NoO. .
mg/ke X10%YxHL Lymph. Stab Seg. Eosino. Baso. Mono. Others
Male 0 3 Mean T4 83.1 1.3 14.7 0.6 0.0 0.3 0.0
5.0, 13 7.3 0.8 G.8 0.4 0.0 0.3 0.0
1000 5 Mean 97w 83.3 0.3+ 15.7 0.6 0.0 0.1 0.0
5.D, 16 3.5 0.4 3.8 0.4 0.0 0.2 g.0
Female 0 5 Mean 71 8G.8 0.9 10.6 1.4 0.0 0.3 0.0
5.D. 14 G.1 a.7 G.1 0.7 0.0 0.3 0.0
1000 B Mean 87 93.4 0.6 4.8 1.1 0.0 0.1 0.0
§.D. 23 4.3 0.4 3.4 1.0 0.0 0.2 0.0

» : p<0.05 (Significant difference from control group}
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Table 7-1 A 28-day oral toxlcity study of Plgment Yellow-14 In rats with a recovery perlod of 2 wecks

Blood chemistry (4 weeks)

GOT GPT LD AlP ¥ —GTP TP Albumin A/G T.cho TG Pl.
Sex Dose No. {ASAT) (ALAT)
mg/ kg IL/L IG/L IU/L IU/L IU/L g/dL g/dL mg/dL mg/dL mg/dl
0 5 Mean 49 29 52 328 1.6 5.8 3.7 1.87 55 49 96
S.D. [£] 3 as a3 0.2 0.3 0.1 0.22 5 11 11
Male 100 51 Mean 49 28 45 326 1.6 6.0 3.8 1.75 46 48 87
5.D. 8 2 a6 85 0.3 0.4 0.2 0.30 T 13 12
300 3 Mean 47 29 43 3606 1.5 5.7 3.8 1.91 o6 GT 89
S.D. 5] 3 16 14} 0.2 0.2 0.1 0.15 11 306 11
1000 3 Mean 52 30 53 403 1.8 5.7 3.8 1.91 58 o2 a8
5.D. 7 2 az2 53 0.2 0.2 0.1 0.11 i0 21 10
0 3 Mean 6% 29 31 201 2.1 6.2 3.9 1.71 50 23 87
5.D. 14 10 17 35 0.2 0.2 0.0 0.18 11 2 18
Female 100 3 Mean 4= 26 27 189 1.9 6.0 3.9 1.88 58 30 104
5.D. 5 1 T 43 0.2 0.3 0.1 0.20 3 8 12
300 9 Mean 54 29 20 174 1.9 G.2 3.9 1.73 1] 25 105
5.b. 5 [} 6 4G 0.3 0.2 0.0 0.11 B 4 G
1000 3 Mean 50= 26 24 190 1.9 6.2 4.0 1.74 62 30 111
5.D. L 1 3 20 0.4 0.3 0.3 0.10 10 11 20

s : p<0.05 (Significant difference from control group)
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Table 7-2 A 2B-day oral toxicity study of Plgment Yellow-14 in rats wiih a rccovery period of 2 wecks
Blood chemistry (4 weeks)
T.pili- Glucose BUN Crea- Na K Cl Ca P
Sex Dose No. rubin tinine
mg/kg mg/dL mg/dL mg/dl mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL
0 5 Mean ¢.11 151 8 0.56 143 4.7 110 9.7 8.6
S.D. 0.01 24 0 0.02 1 0.2 1 0.2 0.1
Male 100 5 Mean 0.11 153 8 0.57 144 4.6 110 9.7 8.6
5.D, 0.01 il 1 0.04 1 0.2 2 0.3 0.4
Joo 5 Mean 0.12 140 8 0.53 143 4.7 108 9.5 8.3
S.D. 0.01 12 1 0.04 1 0.3 1 .2 0.6
1000 B Mean 0.11 145 9 0.565 143 4.8 110 9.6 8.6
S.b. 0.01 18 1 0.06 1 0.2 2 0.3 0.6
o] 3 Mean 0.09 146 10 0.60 142 4.8 111 9.4 G.8
5.D. 0.02 16 1 0.05 2 0.0 2 0.1 0.6
Female 100 5 Mean 0.10 160 12 0.62 141 4.7 111 9.5 6.9
S.D. ¢.01 15 2 D.07 1 0.5 0 0.2 0.6
300 5 Mean 0.10 143 10 0.57 142 5.0 111 9.4 G.9
5.0, 0.01 11 1 0.04 1 0.1 1 0.3 0.6
1000 5 Mean 0.09 140 12 0.59 141 4.8 i10 9.5 6.9
S.D. 0.02 8 2 0.04 1 0.2 1 0.2 0.8

No significant difference in any treated groups from control group.
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Table 7-3 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks
Blood chemistry (Recovery)
GPT LDH ALP Albumin A/G T.cho TG 1,
Sex Dose (ALAT)

mg/kg It/L IL/L 1U/L g/dL mg/dL mg/dL mg/dL
Male 4] o Mean a2 27 252 1.8 5.9 3.7 1.69 61 32 05
5.D. 3 G 23 0.2 0.2 0.1 0.16 T 9 G
1000 5 Mean 33 34 245 1.9 8.1 3.7 1.56 72 33 106
5.D. 3 3 47 0.2 0.2 0.1 0.09 16 9 13
Female 0 Mean 33 24 20 115 1.8 G.3 4.0 1.73 T3 29 123
S.D. 3 5 4 19 0.6 0.3 0.1 0.23 8 3 9
1000 3 Mean 55 27 22 118 1.9 6.6 4.1 1.66 82 32 137
S.D. 3 6 5 22 0.3 0.4 0.2 0.12 16 9 27

Ko significant difference between treated group and control group.
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Table 7-4 A 28-~day oral toxicity study of Pligment Yellow-14 in rats with a recovery perlod of 2 weeks
Blood chemlstry (Recovery)
T.bill- Glucose BUN Crea- Na K Cc1 Ca P
Sex Dasc No. rubin tinine
meg/KE mg/dL mg/dL mg/dL mg/dL minol/L mmol/L mmol/L mg/dL mg/dl.
Male 0 3 Mean 0.10 122 12 0.36 142 4.6 109 9.5 8.0
S.D. 0.01 15 1 0.02 2 0.2 2 0.1 0.4
1000 5 Mean 0.11= 133 13= 0.G0ns 142 4.6 108 9.5 8.3
5.D. 0.00 10 1 0.01 1 0.2 2 0.3 0.4
Female 0 5 Mean 0.10 128 14 0.59 140 4.9 110 9.8 7.9
5. Iy 0.02 10 2 0.04 1 0.4 1 0.2 0.7
1000 5 Mcan a.11 131 13 0.59 140 5.0 111 9.8 T.6
S.D. Q.03 11 1 0.02 1 0.4 1 0.3 Q.7
« 1 p<0.05 [ #» p<0.01 (Significant difference from control group)
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Table 8-1 A 28-day oral toxleclty study of Pigment Yellow-14 in rats with a recovery pericd of 2 weeks
Absolute and relative organ weight (4 weeks)
Male

Body weight Brain Thymus Heart Lung Liver Spleen Kidney
Dose {R+L)
ng/kg g  Elg/100g DY) mg(mg/100g BW) g(g/100g BYW) E(g/100g BW) g(g/100g BW) glg/100g BY) glg/100g BY)
0 No. 5 5 5 5 3 3 5 5
Mean g2 2.05 404 1.23 1.34 11.75 0.64 2.66
S.D. 10 0.19 17 0.07 0.07 0.78 0.07 0.08
Absolute 100 No. 5 3 5 5 5 3 5 5
Mean 377 1.99 454 1.18 1.28 12.0G 0.68 2,57
5.D. 18 0.06 149 0.10 0.11 1.50 0.05 0.24
300 No. 5 b 3 5 5 g 5 5
Mean 357 1.95 381 1.17 1.25 11.02 0.66 2.62
5.0, 15 0.02 B89 0.03 0.04 1.48 0.09 0.30
1000 No. 5 5 5 5 E] 5 a b
Mean 361 2.00 459 1.21 1.29 10.92 0.67 2.67
S.D. 24 0.09 174 0.03 0.07 1.53 09.09 0.10
[} No. 3 5 5 5 ) E] 3
Mean 0.54 106 0.32 0.35 3.08 0.17 0.70
S.D. 0.03 22 0.01 0.02 0.16 0.02 0.02
Relative 100 No. 5 § 5 5 5 5 3
Mean 0.53 122 .31 0.34 3.19 0.18 0.68
5.0, 0.01 47 Q.02 0.02 0.26 0.02 0.04
300 No. 5 5 5 5 5 5 3
Mean 0.56 107 0.33 0.35 3.08 0.19 0.73
5.0, 0.02 23 ¢.01 0.01 0.33 0.03 0.06
1000 No. 3 5 5 5 5 5 3
Mean 0.55 126 0.34 0.36 3.01 0.18 0.74
5.D. 0.05 43 0.02 0.02 0.25 0.02 0.07

No significant difference ln any treated gEroups

from control

group.
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Table 8-2 A 28-day oral toxleity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

Absolute and relative organ weight (4 weeks)

Male
Adrenal Testls Epididymis
Dose {R+L) (R+L) {R+L)
ng/kg ng(mg/100g BY) g(g/100g BW) mg{mg/100g BW)
0 No. 3 5 5
Mean 55 2.98 857
5.D. 9 0.15 130
Absolute 100 No. 3 5 5
Mean b6 2.46 128
S.0. H 1.03 228
300 No. 5 5 5
Mean 49 2.91 781
§.b. 8 0.37 84
1000 No. 5 3 5
Mean 52 3.12 868
5.D. 10 0.19 86
0 Ka. 5 5 5
Mean 14 0.78 225
5.D. ] 0.04 36
Relative 100 No. 5 5 5
Mean 15 0.65 192
§.0. 1 0.26 57
300 No. 5 5 5
Mean 14 0.82 222
S.D. 2 0.11 23
1000 No. 5 5 5
Mean 14 0.87 239
5.0 3 0.10 38

No significant difference in any treated groups from control group.
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Table 8-3 A 28-day oral toxiclty study of Plgment Yellcow-14 in rats with a recovery periocd of 2 weeks
Absolute and relative organ welpght (4 weeks)
Female

Body weight Braln Thymus Heart Lung Llver Splecn Kidoey
Dose {R+L}
ng/Kg g l(g/100g BY) mp(mg/100g BW) g(g/100g BY) g{g/100g BY) E(g/100g BY) E(g/100g BW) glg/100g BW}
0 No. 5 3 5 5 5 5 5 3
Mean 241 1.91 403 0.84 1.05 6.98 0.4% 1.67
5.0. 1 0.11 129 0.06 0.07 0.40 0.08 0,12
Absolute 100 No. 3 5 5 F] 5 F] H] 3
Mean 245 1.88 412 0.84 1.03 7.1l 0.46 1.76
S.b. 9 0.07 49 0.03 0.04 0.50 0.03 0.12
300 No. 5 3 5 5 5 5 5 5
Mean 242 1.86 412 0.81 1.01 7.17 0.50 1.76
5.0. 15 0.08 49 0.03 0.07 0.79 .05 0.10
1000 No. 5 5 5 5 5 3 5 3
Mean 234 1.87 404 0.77 1.04 6.79 0.52 1.69
5.0, ] 0.12 58 0.04 0.06 0.63 0.05 0.12
0 No, 5 o i 5 5 5 E
Mean 0.79 166 0.35 .43 2.90 0.20 0.69
S.D. 0.05 44 0.02 0.02 0.12 0.01 0.04
Relative 100 No. H 5 5 5 5 5 5
Mean 0.77 168 0.34 0.42 2.91 0.19 Q.72
5.D. 0.03 16 .02 0.02 0.25 0.02 0.05
300 No. 5 5 5 5 5 5 5
Mean 0.71 170 0.34 0.42 2.96 0.21 0.73
5.D. 0.05 18 0.03 0.03 0.27 0.02 0.04
1000 No. 3 5 5 5 5 5 5
Mean 0.80 173 0.33 0.45 2.90 0.22 0.73
5.D. 0.04 28 0.01 0.02 0.20 0.01 0.06

No significant difference In any treated groups

from control group.
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Table 8-4 A 28-day oral toxiclty study of Plpgment Yellow-14 in rats with a recovery period of 2 wecks

Absolute and relative organ welipht (4 weeks)

Female

Adrenal Ovary Lterus

Dose {R+L) (R+L)
mg/kg mg(mg/100g BY) mg({mg/100g BW) ngl{mg/l00g BW)
0 No. 5 5 ]
Mean 69 85.8 466
5.D. 4 14.7 112
Absolute 100 No. a 5 5
Mean 64 81.2 530
S.D. 6 5.5 90
300 No. 5 5 5
Mean 67 77.2 462
§.D0. 1] 11.4 94
1000 No. 5 H 5
Mean 63 g0.T 492
5.D. 4 4.2 137
0 No. 3 5 5
Mean 29 33.7 193
5.D. 1 T.0 a9
Relative 100 Na. 5 5 5
Mean 28 33.2 216
5.D. 2 2.4 35
300 No. 5 5 5
Mean 28 32.1 193
5.D. 4 5.8 46
1000 No. 5 5 5
Mean 27 34.6 212
§.D. 2 1.6 68

No significant difference in any treated groups from control group.




19-1

B-4850

Table 8-5 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks

Absolute and relative organ welght (Recovery)

Male
Body welght Brain Thymus lleart Lung Liver Spleen Kidney
Dose (R+L)
ng/kg g glg/100g BW) ng{ng/100g BW) g(g/100g BY) g{g/100g BW) g{£/100g BY) gleg/100g BW) g{g/100g BY)
Absolute V] No. 5 5 5 5 5 5
Mean 395 2,01 325 1.19 1.28 10.14
5.D. 43 .08 82 0.08 0.12 1.41
1000 No. H] 5 5 5 5 H
Mean 405 2.05 359 1.24 1.26 10,73
S.D. 28 0.11 66 0.08 0.08 0.91
Relative V] No. 5 5 5 5 §
Mean 0.52 a2 0.30 0.33 2.56
5.0, 0.06 13 0.03 0.02 0.09
1000 No. 5 5 b 5 S
Mean Q.51 89 0.31 0.31 2.65
5.D. 0.03 20 0.01 0.02 0.08

No significant difference between treated group and control group.
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Table 8-6 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Absolute and relative organ welght (Recovery)
Male
Adrenal Testls Epldidymis
Dose {R+L) {R+L) (R+L)
ng/kg mg{ng/100g BW) glg/100g BY) mg(mg/100g BW)
Absolute 0 No. 5 5 5
Mean 56 3.12 1018
5.D. 13 0.27 79
1000 No. 5 3 5
Mean 56 3.15 1004
S.D. 11 0.32 136
Relative ] No. 3 5 5
Mean 14 0.80 261
5.D. 2 0.14 40
1000 No. B 5 b
Mean 14 Q.77 259
S.D. 3 0.05 18

No significant difference between treated group

and control group.
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Table 8-7 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Recovery)
Female
Body welght Brain Thymus tieart Lung Liver Spleen Kidney
Dose {R+L)
ng/KE g  glg/100g BY) wmg{ng/100g BW) g(g/100g BW) g(g/100g DY) g{g/100g BW} g(g/100g BY) £(g/100g BW)
Absolute 1} Ko. ] 5 5 5 5 5 5 5
Mean 258 1.82 an 0.86 1.08 6.90 0.49 1.84
§.D. 15 0.06 58 0.08 0.02 0.42 0.09 0.12
1000 Ko. 3 5 5 5 5 3 5 a
Mean 255 1.86 343 0.82 1.07 6.85 0,56 1.84
8.D. 16 0.10 65 a,06 0.10 0.82 0.06 .09
Relatcive o} No. o 5 5 5 3 3 5
Mean 0.75 144 0,33 .42 2.07 0.19 o.M
5.0, 0.05 27 0.02 0.02 0.11 0.04 0.043
1000 No. 5 5 5 5 5 3 5
Mean 0.73 135 0.32 0.42 2.68 0.22 : g.72
5.D. 0.08 22 0.01 ¢.02 .18 0.02 0.03

No significant difference between treated group and control group.
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Table B-8 A 28-day oral toxficlty study of Plgment Yellow-14 in rats with a recovery pericd of 2 weeks

Absolute and relative organ weight (Recovery)

Female

Adrenal Ovary Lterus

Dose {R+L) (R+L)
ng/kg mg{rg/100g BY) ng(mg/100g DY) wmg(mg/100g BW)
Absolute 0 No. i 5 5
Mean 72 82.6 432
5.0, 10 7.8 91
1000 No. 3 5 3
Mean 69 76.5 483
5.0, 9 10.5 83
Relative Q hir® H 5 5
Mean 28 32.1 168
5.D. 5 4.0 38
1000 No. 3 5 5
Mecan 27 29.9 189
5.0, 3 2.4 30

No significant difference between treated group and control group.
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Table 9-1 A 28-day coral toxiclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

Gross pathological findings (4 weeks)

B-4650

Sex Organs Dose {(mg/kp) 0 100 300 1000
Findings No. of animals 51 5 b 5

Male Thyroid

Large or small {(unilateral) 0 4] 1 0
Lung

Focus, dark rcd 0 1 0 1
Testlis

Small (bllateral) 1] 1 0 0
Epididymis

Small (bilateral)} 0 1 4] 0
Prostate

Small ] 1 [4] 4]

No leslons were found 1n females.
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Table 9-2 A 2B-day oral toxiclty study of Plgment Yecllow-14 In rats wlth a rceavery period of 2 woeeks

Gross pathelogical findings (Recovery)

Sex Organs Dose (mg/kg) 0 1000
Findings No. of animals ] 5
Male Stomach
Focus, dark red, glandular stomach 2 2
Small IntesiLine
Diverticulum 0 1
Epidldymis
Focus, yellowish white (unilateral) 1 0

Ko Iesions were found iIn Ccmales,
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Table 10-1 A 28-day oral toxlicity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

liistopathologlcal findings (4 wecks)

Male
Organs Dose (mg/kg) 0 1000
No. of animals 5 51

=findings Grade 0 1 2 3 4 P TE 0 1 2 3 4 P TE

Liver

-microgranuloma 4 1 5 3 2 3

Prostate

-gell infTiltration, lymphocytic 4 1 ) 3 1 1 5]
0 : ko remarkable changes 1 : Slight 2 : Mild 3 @ Moderate 4 : Scvere P : Present TE : Total Examined
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Table 10-2 A 28-day oral toxiclty study of Pigment Yellow-14 In rats wlth a recovery pericod of 2 weeks

lHistopathological findings (4 weceks)

Female
Organs Dose (mg/kg) o 1000
No. of animals S 5

-findings Grade 0 1 2 3 4 PIE 0 1 2 3 4 PTE
Cecum

-cell infiltration, mucesa 3 5 4 1 5
Rectum

-gell infiltration, mucosa 5] 5 4 1 51
Kidney

-cyst 4 1 5 5 3
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe P : Present TE : Total Examined
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Histopathologlcal findings in gross leslon (4 weeks)

A 28-day oral toxliclty study of Plgment Yellow-14 In rals with a recovery period ol 2 woceks

B-4650

Gross pathologlical findings

Histopathological findings

dark red

-llemorrhage, focal (+-)
~-Cell infiltration, Inflammatory (+-)

{bilateral)
(bilateral}

=Atrophy, seminiferous tubule (++)
~Decrease, sperm (++)
~NOo remarkablc changes

or small (unilateral)

-No remarkable changes

Tabte 10-3
Dose Animal
Sex mg/Keg number Organs
Male 100 2003 Lung (Bronchus)
2004 Testls
Epldidymis
Prostate
300 3001 Thyrold (Parathyroid)
+~ & Slight ++ : Moderate
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Table 10-4 A 28-day oral toxliclty study of Pigment Yellow-14 in rats with a rcecovery period ol 2 wecks

Histopathological findings in gross lesion {(Recovery)

Dose Animal
Sex mg/kg number Organs Gross pathological findings lNistopathological findings
Male 0 1006 Stomach -Focus, dark red, glandular stomach -Erosion, glandular stomach (+)
1007 LEpididymis =Focus, yellowish white (unilateral) ~Granuloma, spermatic (+)
1008 Stomach -Focus, dark red, glandular stomach -Erosion, glandular stomach (+-)
1000 - 4006 Stomach -Foeus, dark red, glandular stomach -Erosion, glandular stomach (+)
4007 Stomach -Focus, dark red, glandular stomach -Erosion, glandular stomach {+)}
Ileum {Peyer's patch) -Diverticulum -Diverticulum (P)
+- & Slight + ¢ Mild P : Present
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Appendix 1 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weecks

Individual clinical signs (Administration period)

Dose (mg/kg) @ O

Day of administration
Sex Animal

number 1 2 3 4 5 6 T 8 9 10 11 12 13 14

1001 - - - - - - - - - - -
1002 - - - - - - - - - - -

1009 - - - - - - - - - - -

1004 - - - - - - - -

Male 1005 - - - - - - - -
1006 - - - - - - - -

1007 - - - - - - - -

1008 - - - - - - -
1009 - - - - - - -
1010 - - - - - - -

1101 -
1102
1103
1104
Female 1105
1108
1107
1108
1148 -
1110 - - - - - - - - - - -

Pt
LI I B |
}
1
1
LI R I |
1
1
t
1

1
1
1
r

- : No abnormality
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Appendix 2 A 28-day oral toxlelty study of Plgment Yellow-14 in rats with a recovery peried of 2 weeks
Individual clinical signs {Administration period)

Dose (mg/kg) : O

pay of administration
Sex Animal

nupber 15 16 17 18 19 20 21 22 23 24 23 26 27 28

1001 - -
1002 - - - - - - - -

1003 -
1004 -
Male 1005 - - -
1006 - - -
1007 - - -
1008 - - -
1009 - - -
1010 - - -

L)
rr oy
1
1
1
1
1
1
1
L)

LI I I B |
1
1
1
1
1
1
1
1
L I B B |
LI I T R |

1101 - - - - - - - - - -
1102 - - - - - - - - - -
1103 - - - - - - - - - -
1104 - - - - - - - - - -
Female 1105 - - - - - - - - - - - -
1106 - - -
1107 - - -
1108 - - -
1109 - - -
1110 - - -

- : No abnormallity
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Appendix 3 A 28-day oral toxleclty study of Pigment Yellow-14 in rats with a recovery pericd of 2 weeks

Individual c¢linical signs {Administration period)

Dosc (mg/kg) : 100

B-4650

Day of adminlstration

Sex Animal
number 1 2 3 4 5 3] T 8 9 10 11 12 13 14
2001 - A A A A A A A A A A A A A
2002 - A A A A A A A A A A A A A

Male 2003 - A A A A A A A A A A A A A
2004 - A A A A A A A A A A A A A
2005 - A A A A A A A A A A A A A
2101 - A A A A A A A A A A A A A
2102 - A A A A A A A A A A A A A

Female 2103 - A A A A A A A A A A A A A
2104 - A A A A A A A A A A A A A
2105 - A A A A A A A A A A A A A

- : No abnormallty
A : Feces, yellowish
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Appendix 4 A 2B-day oral toxlelity study of Plgment Yellow-14 In rats with a recovery period of 2 weeks
Individual clinical signs (Administration period)
Dose (mg/kg) : 100

Day of ademinkstration
Sex Animal

number 15 16 17 18 19 20 21 22 23 24 25 26 27 28
2001 A A A A A A A A A A A A A A
2002 A A A A A A A A A A A A A A
Male 2003 A A A A A A A A A A A A A A
2004 A A A A A A A A A A A A A A
2005 A A A A A A A A A A A A A A
2101 A A A A A A A A A A A A A A
2102 A A A A A A A A A A A A A A
Female 2103 A A A A A A A A A A A A A A
2104 A A A A A A A A A A A A A A
2105 A A A A A A A A A A A A A A

A : Feces, yellowlsh
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Appendix 5 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual clinical signs (Administration period)
bose {(mg/kg) : 300

B-4650

Day of administration
Sex Animal

nunber 1

(-]
[+
F
o
=]
-

3

[
(=]

—
—

-
[~

-
[}

[
r-.

3001
3Joo2
Hale 3003
3004
3005

L8
e g
i ==

o 0

-

o =

=

3101 -
3102 -
Female 3103 -
3104 -
3103 -

[ = o
= = == ]
T O = O D = = =
o = = =
[ = e S B e D

P e
Fo R

D e e

o -

2= 2 B 2 T e Dm e 3w

Se e bl | BOe e

S G Re o>

=2l e

- : No abnormality
A : Feces, yellowish
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Appendix 6 A 28~day oral toxicity study of Pigment Yellow-14 In rats with a recovery perlod of 2 wecks

Individual clinical signs {(Administration perilod)

Dose (mg/kg) : 300

B-4650

Day of administration

Sex Animal
number 15 16 17 18 19 20 21 22 23 24 25 28 27 23
aom A A A A A A A A A A A A A A
3002 A A A A A A A A A A A A A A

Male 3003 A A A A A A A A A A A A A A
3004 A A A A A A A A A A A A A A
3005 A A A A A A A A A A A A A A
3101 A A A A A A A A A A A A A A
3102 A A A A A A A A A A A A A A

Female 3103 A A A A A A A A A A A A A A
3104 A A A A A A A A A A A A A A
3103 A A A A A A A A A A A A A A

A : Feces, yellowlsh
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Appendix 7 A 2B-day oral toxleity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual clinical signs {(Administratfon period)

Dose {mg/kg) : 1000

Day of adminlstration
Sex Animal

nusber 1 2 3 q 5 6 7 8 ] 10 11 12 13 14
4001 - A A A A A A A A A A A A A
4002 - A A A A A A A A A A A A A
4003 - A A A A A A A A A A A A A
4004 - A A A A A A A A A A A A A
Male 4005 - A A A A A A A A A A A A A
4006 - A A A A A A A A A A A A A
4007 - A A A A A A A A A A A A A
4008 - A A A A A A A A A A A A A
4009 - A A A A A A A A A A A A A
4010 - A A A A A A A A A A A A A
4101 - A A A A A A A A A A A A A
4102 - A A A A A A A A A A A A A
4103 - A A A A A A A A A A A A A
4104 - A A A A A A A A A A A A A
Female 4105 - A A A A A A A A A A A A A
4108 - A A A A A A A A A A A A A
4107 - A A A A A A A A A A A A A
4108 - A A A A A A A A A A A A A
4109 - A A A A A A A A A A A A A
4110 - A A A A A A A A A A A A A

- : No abnormality
A : Feces, yellowlsh
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A 28-day oral toxlclty study of Plgment Yellow-14 in rats with a recovery period of 2 wecks

Appendix 8

Individual clinical signs (Adminlstration period)

1000

Dasc (mg/kg)

Day of adminmistration

Animal

Sex

15 16 17 18 19 20 21 22 23 24 25 26 27 28

number

LR - N R
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ol el e e T

Lo =i =

L =

e e e el e

G D e e

o wD ef D eT e S

o

- el A e f e ef e

L A

L -

LA AR R R -

o o w w oD oD oD oC oC <

4001
4002
4003
4004
4005
4006
4007
4008
4009
4010

Male

o e e e D o ef xC T e

o o oD W oD el el <

LA

o wf el e wf D D oD e

A

A L R
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Appendix 9 A 28-day oral toxlcity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual cllinical signs (Recovery perlod)

Dose (mg/kg) @ O

Day of rccovery
Sex Animal

number i 2 3 4 5 6 7 8 9 10 1 12 13 14

1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
Male 1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - -

3
1
1
1

1106
1107
Female 1108
1109
1110

LI R I |
[ I I B |
[}
[ ]
[
[
L I I |
LI T B |
LI B I |
LI I R B |
L I S B |
1
L3 I R R |
LI B T R |

- : Ko abnormality



01-1

B-4650

Appendix 10 A 28-day oral toxlclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual eclinical signs {Recovery period)

Dose (mg/kg) : 1000

Day of recovery

Sex Anlmal
number 1 2 3 4 5 i} 7 B g 10 11 12 13 14
4006 A A - - - - - - - - - - - _
4007 A A - - - - - - - - - - - -

Male 4008 A A - - - - - - - - - - - -
4009 A A - - - - - - - - - - - -
4010 A A - - - - - - - - - - _ -
4106 A A - - - - - - - - - - - -
4107 A A - - - - - - - - - - - -

Female 4108 A A - - - - - - - - - - - -
4109 A A - - - - - - - - - _ - -
4110 A A - - - - - - - - - - - -

- : No abnormality
A : Feces, yellowish
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Appendix 11 A 28-day oral toxleity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual home cage observation (Pre administration)
Dose (mg/kg) @ 0
Male Female
1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1
¢ ¥} 0 0 8] 4} o 0 o] 0 1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 4] 0 0 0 1 0 0 0 0 4] 0 0 0 0 1
Parameter 1 2 3 4 5 6 T 8 g 0 1 2 3 4 5 G i 8 9 1}
Posture (N,F,Il) N N N N N N N N N N N N N N N N N N N N
Convulsion (0-3) 4] 4] 0 1] 4] o] 0 1] o] 4] 1] 0 0 o o] [#] 1] o /]
Abnormal behavior (0-3) 0 0 0 0 0 ] 4] Q [H] ¢ 0 ] 0 0 0 4} 0 H] o o]
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Appendix 12

A 28-day oral toxiclty study of Pigment Yellow-14 Iin rats with a recovery perlod of 2 weeks

Individual home cage observation (Pre administration)

B-4650

Dose (mg/kg) 100
Male Female
2 2 2 2 2 2 2 2 2 2
0 g 0 0 ] 1 1 1 1 1
4] 1 1) 0 ¢} ) 0 o] 4} 1]
Parameter 1 2 3 4 5 1 2 3 4 o
Posture (N,F,H} N N N N N N N N N N
Convulsion (0-3) o ] 0 4] Q ] 0 Q 0 0
Abnormal behavior (0-3) 0 0 ¢] 0 o 0 0 0 0 0
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Appendix 13

A 28-day oral toxicity study of Pligment Yellow-~14 in rats with a recovery period of 2 weecks

Individual home cage observation (Pre administration}

B-4650

Dose {(mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
o [¢] 4} 0 1] 1 1 1 1 1
o 0 4] 0 0 0 0 (1} 0 v}
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N,F,H) K N N N N N N N N N
Convulslon (0-3) 0 4] 0 0 0 0 0 0 4] 0
Abnormal behavior (0-3) ¢] 0 0 0 [¢] o] 0 0 0 0
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Appendix 14 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period ol 2 weeks
Indlividual home cage observation (Pre adminlstration)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Q 0 0 4] 0 0 [#] 0 0 [4] 1 1 1 1 1 1 1 1 1 1
Q 0 0 [4] 0 0 4] 4] 0 1 0 [ 4] 0 0 Q 0 1] o] 1
Parameter 1 2 3 4 B 6 T 8 9 4] 1 2 3 4 31 6 7 8 g9 Q
Posture (N,F,Hl) N N N N I N N N N N N N N N N N N K N N
Convulsion (0-3) o] 0 0 0 ¢l 4} 1] 0 0 0 0 0 0 0 0 0 1) 0 4] )
Abnormal behavior (0-3) 0 0 a 0 0 0 Li] 0 0 0 0 0 0 0 4] 0 0 4] 1] 0
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Appendix 15 A 28-day oral toxicity study of Pigment Yellow-14 In rats with a recovery pecriod of 2 weeks
Individual home cage observation (1 week)
Dose (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 0 0 0 4} 4] o ¢} 0 0 1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
Parameter 1 2 3 4 D 6 ki g 9 0 1 2 3 4 5 4] T 8 9 0
Posture (N,F.H} N N N N N N N N N N N N N N K N N N N N
Convulsion (0-3) Q ] ¢} o 0 o] Q 1] 0 0 )] Q 0 0 ¢} o] Q 0 Q )]
Abnormal behavior (0-3) Q 0 0 0 0 0 0 0 0 4] 0 [} 0 [} 0 4] 0 0 0 0
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Appendix 16 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual home cage observation (1 week)

Dose {mg/kg) : 100

[ Male Female
2 2 2 2 2 2 2 2 2 2
0 0 0 0 0 1 1 1 1 1
0 0 0 0 o 0 0 0 0 0
Parameter 1 2 3 4 5 i 2 3 4 5
Posture (N,F,H) N N N N N N N N N N
Convulsion (Q-3) 0 0 0 4] 0 4] 0 0 0 0
abnormal behavicr (0-3) 0 0 0 0 0 [¢] 0 0 0 0

=]
—
o
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Appendix 17 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual home cage observation (1 week)

Dose (mg/kg) : 300

Male Female
3 3 3 3 3 3 3 3 3 3
0 0 0 0 0 i 1 1 1 1
0 [4] 0 0 [4] 0 0 ¢} 4] [H
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N,F,H} N N K N N N N N N N
Convulsion (0-3) 4] 0 0 4] 0 4] 0 0 0 0
Abnormal behavior (0-3) 0 0 0 0 0 0 0 0 0 0
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Appendix 18 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Indlvidual home ecage observatlon (1 weck)
Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
1) ] a L1} ¢} 0 [ 0 1] 0 1 1 1 1 1 1 1 1 1 1
0 4] 0 3] D 4} 0 1] ¢} 1 0 0 ] o ) 0 0 ¢} 4] 1
Parameter 1 2 3 4 5 6 T 8 9 o} 1 2 3 4 5 6 K g 9 )
Posture (N,.F.H) N N N N N N N N N N N N N N N N N N N N
Convulsion (0-3) 0 0 0 o] Q )] 0 o] Q 1] ¢} Q 0 [¢] s} 0 o] [ 0 0
Abnormal behavior (0-3) 0 0 0 0 o 0 0 [4] 0 0 4] o 0 0 0 0 0 0 0 0
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Appendix 19 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual home cage observatlon (2 weeks)
Dose (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 Q 0 0 0 4] 1 1 i 1 1 1 1 1 1 1
0 0 Q 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
Parameter 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 T 8 9 [¢]
Posture (N,F,H) N N N N N N N N N N N N N N N KN R N N N
Convulsion (0-3) 0 o o] 0 0 0 0 0 o 0 o] 0 0 0 0 0 0 0 0
Abnormal behavior (0-3) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Appendix 20 A 28-day oral toxleclity study of Plgment Yellow-14 in rats with a reccovery period of 2 weeks
Individual home cage observation (2 weeks)

Dose (mg/kg)l : 100

Male Female
2 2 2 2 2 2 2 2 2 2
o [ 0 o] 0 1 1 1 1 1
)] o ¢} 4] o o 0 ¢] 0 1}
Parameter 1 2 3 4 5 1 2 3 4 5

Posture (N,F,.H)

2,
b=
=
=z
=z
z

=

=2

=z
A

Convulslion {(0-3) 0 0 0 4] 0 0 [¢] 0 [4] 0

Abnormal behavior (0-3) 0 0 0 0 0 [¢] 0 0 ) 0
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Appendix 21 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual home cage observation (2 weeks)

Dose (mg/kg) : 300

Male Female
3 3 3 3 3 3 3 3 3 3
0 o 0 0 Q 1 1 1 1 1
0 [ 0 0 0 o 0 0 0 0
Parameter 1 2 3 4 7} 1 2 3 4 5
Posture (N,F,H) N N N N N N N N N N
Caonvulsion (0-3) 1] [¢] 4] 4] ] 0 o 0 ] 0
Abnormal behavior (0-3) 0 0 0 0 0 0 0 1} 0 0

=
b0
[
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Appendix 22 A 28-day oral toxicity study of Pigment Yellow-14 in rats with & recovery period of 2 weeks
Individual home cage observation (2 weeks)
Dose (mg/keg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4q 4
0 1] 0 0 0 0 0 4] 0 0 1 1 1 1 1 1 1 1 1 1
0 4] 0 o 0 [¢] 0 0 0 1 0 o 0 0 1] 0 0 o 0 1
Parameter 1 2 3 4 5 31 7 8 g . [¢] 1 2 3 4 5 G T 8 g Q
Posture (N,F,H) N N N N N N N N N N N N N N N N N N N N
Convulsion (0-3) _ 0 [¢] 0 0 0 0 L) 0 [¢] 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior (0-3) 0 0 1] 0 0 o 0 1} 0 0 o} o] 0 0 0 0 0 ¢] 0 o}
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Appendix 23 A 2B-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual home cage observation (3 weeks)
Dose (mg/kg) @ O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 0 4] 4] 0 0 0 0 4] 0 1 1 1 1 1 1 1 1 1 1
0 0 [4] 0 0 0 0 0 1] 1 0 0 4] 0 0 4] Q 0 0 1
Parameter 1 2 3 4 5 G T -] H o) 1 2 3 4 5 [+ T 8 9 0
Posture (N.F,H) N N N N N N N N N N N N N N N N N N N N
Convulsion (0-3) 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 o
Abnormal behavior (0-3) 0 0 0 0 0 4] 0 0 0 0 0 0 4] 0 0 0 0 0 4] 0
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Appendix 24 A 28-day oral toxlecity study of Pipment Yellow-14 in rats with a recovery pericd of 2 weeks
Individual home cage observation (3 weeks)

Dose (mg/kg) : 100

Male Female
2 2 2 2 2 2 2 2 2 2
0 o 0 0 0 1 1 1 1 1
0 1] 0 0 1] 0 0 0 0 0
Parameter 1 2 3 4 B 1 2 3 4 5

Posture {K,F,H)

=
4
=
=z
-
=z
=
=z
=
=

Convulsion {(0-3} 0 0 0 4] 0 0 ¢ 0 0 0
Abnormal behavior (0-3) o 0 0 0 o} o] 0 4] o] 0
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Appendix 25 A 28-day oral toxicity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

Individual home cage obscrvation (3 weeks)

Dose {mg/kg) : 300

Male Female
3 3 3 3 3 3 3 3 3 3
0 0 0 0 4] 1 1 1 1 1
0 0 ] 0 Q 0 ] 0 o 0
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N,F,I1) N N N N N N N N N N
Convulsion {0-3) 0 0 0 [4] 0 ¢] Q 0 o 0
Abnormal behavior (0-3) 0 ¢] [4] 0 0 0 [i] 0 0 0
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Appendix 26 A 28-day oral toxieity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual home cage observation (3 weeks)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
0 ¢] [¢] 0 0 0 Q [} 0 4] 1 1 1 1 1 1 1 1 1 1
o [¢] o} 1] 0 o] 0 o] 0 1 1] 0 0 1) ‘0 0 0 1) 0 1
Parameter 1 2 3 4 5 G T 8 9 [+] 1 2 3 4 5 6 T 8 3] 0
Posture (N.F,H) N N N N N N N N N N N N N N K N N N N N
Convulslon {0-3) 0 0 )] o] ¢ ¥} 0 ¢ 0 Q 0 Q [ ¢} 0 1] 1) 0 Q 0
Abnormal behavior (0-3) 0 0 0 0 0 0 o [} 0 0 o] 0 0 0 0 0 0 0 0 0
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Appendlx 27 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual home cage observation (4 weeks)
Dose (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 0 0 o] 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
4] 0 0 4] 0 0 0 0 0 1 0 0 o 0 0 0 0 0 1] i
Parameter 1 2 3 4 5 G T 8 9 0 1 2 3 4 b G T 8 ] [¢]
Posture (N.F,H) N N N N N N N N N N N N N N N N N N N N
Convulslon {(0-3) 0 0 0 o 0 0 0 0 0 0 0 0 1} 0 0 0 0 0
Abnormal behavior {0-3) 0 0 0 0 0 0 QO ¢ 0 0 4] 0 0 0 0 0 0 0 0 o
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Appendix 28

A 28-day oral toxlelity study of Pigment Yellow-14
Individual home capge ohbservatlion (4 weeks)

Dose (mg/kg) : 100

in rats with a recovery period of 2 weeks

B-4G350

Male ' Female
2 2 2 2 2 2 2 2 2 2
0 0 0 [4] 0 1 1 1 1 1
0 0 0 Q 0 0 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N,F,H) R N N N N N N N N N
Convulsion (0-3) 0 0 ] 0 4] 0 0 4]
Abnormal behavior {(0-3) 0 0 0 0 0 o 0 0 0 0
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Appendix 29

A 28-day oral toxlcity study of Plgment Yellow-14
Individual home cage observatiocn (4 wecks)

Dose (mg/kg)} : 300

in rats with a recovery period of 2 weeks

i
.

Male Female
3 3 3 3 3 3 3 3 K] 3
0 0 0 0 0 1 1 1 1 1
0 0 0 0 0 0 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 s}
Posture (N,F,H) N N N N N N N N N N
Coanvulsion (0-3) ] o] 4] 4] Q 0 0 Q 0 4]
Abnormal behavior (0-3) 0 0 Q o 0 0 0 1] 0 0
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Appendix 30 A 28-day oral toxiclity study of Pigment Yellow-14 in rats with & reccovery period of 2 wecks
Individual home cage observation (4 weeks)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
0 [4] 4] ¢ 0 0 0 0 Q 0 1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 0 0 0 o 1 ¢] 4] 0 [4] 0 0 0 Q 0 1
Parameter 1 2 3 4 5 6 T 8 ] 0 1 2 3 4 5 6 7 8 9 0
Posture (N,F,H} N N N N N N N N N N N N N N N N N N N N
Canvulsion (0-3) 0 0 o] 0 ) 0 Q 0 0 4} 0 o] 0 0 0 4] 0 0 0
Abnormal behavior (0-3) 4] 0 Q 0 0 0 0 0 0 0 Q 0 [4] 0 0 4] 0 0 0 )
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Appendix 31 A 28-day oral toxicity study of Pigment Yellow-14 1n rats with a recovery period of 2 weeks
Individual home cage observation (Recovery 1 week)

Dose (mg/kg) : O

Maie Female
1 1 1 1 1 1 1 1 1 1
0 1] 0 0 0 1 1 1 1 1
0 Q 0 0 1 0 0 0 0 1
Parameter [+ T 8 bt] 0 G T B g 0
Posture (N,F,H) N N N N N N N N N N
Convulsion (0-3) )] 0 v} 0 0 0 0 0 o] 0
Abnormal behavior (0-3) 0 ¢] 0 0 0 0 ¢] 0 0 0
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Appendix 32

A 28-day oral toxlclty study of Plgment Yellow-14 In rats with a recovery period of 2 weeks

Individual home cage observation (Recovery 1 week)

B-4650

Dose {mg/kg) 1000
Male Female

4 4 4 4 4 4 4 4 4 4

0 0 0 0 0 1 1 1 1 1

[} o0 0 0 1 0 0 0 0 1
Parameter 4] | B 9 ] 31 T 8 9 o]
Posture (N,F.l1) N N KN N N N N N N
Convulsion (0-3} Q 0 4] ) ] 4] 1] 0 1]
Abnormal behavior (0-3) 0 ] o] 0 4] 0 0 1] [¢] 1]
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Appendix 33

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery periocd of 2 weeks

Individual home cage observation (Recovery 2 weeks)

“.

B-4650

Dose (mg/kg) 0
Male Female

1 1 1 1 1 1 1 1 1 1

0 0 0 0 a 1 1 1 1 1

0 0 0 Q 1 0 0 0 0 1

Parameter 6 T 8 9 0 G 7 8 <] 0
Posture (N,F,H) N N N N N N N N N N

- Convulslon (0-3} 0 1] 0 1] 0 0 o 1] 0 o
Abnormal behavior (0-3) 0 o 0 1] 0 0 [} ¢] 0 0
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Appendix 34

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks

Individual home cage ohservation (Recovery 2 weeks)

=,

B-4650

Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4
0 0 0 1] 0 1 1 1 1 1
0 0 0 0 1 0 1] 0 0 1
Parametet G ki -] 9 [¢] G 7 8 9 0
Posture (N,F,H) N N N N N N N N N N
Convulsion (0-3) 0 4} o 8] 0 0 0 0 Q o
Abnormal behavior (0-3) 0 0 0 0 o 0 0 0 1] 0




ge-1

B-4650
Appendix 35 A 28-day oral toxlcity study ol Pigment Yellow-14 1ln rats with a recovery period of 2 weeks
Individual in the hand observation (Pre administration)
Dose (mg/kg) : O
Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 [¢] 0 L] 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

] 0 0 o 0 0 0 o] a 1 a 4} 0 ] 4} o o 4] 0 1
Parameter 1 2 3 4 5 6 T 8 9 o] 1 2 3 4 5 G T a 9 8]
Removal from cage (1-5) 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2 2
Yocalization (0-3) 0 0 0 0 o 0 0 0 [+ 0 0 0 0 0 0 ¢ 4} 1] 0 0
Reactivity to handling (1-5) 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2 2
Fur condlition (0-3) ] 0 0 4} 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 8] 0
Skin (0-3) 0 0 0 Q D 0 0 [¢] 0 0 ¢ 0 0 0 0 0 L] 0 4] 0
Piloerection(0/1) 0 [¢] 0 0 ¢] 0 0 0 ] 0 0 o] 0 0 0 0 0 0 0 0
Mucosal membranes (0-3) 0 0 0 o 0 0 0 ] 0 0 0 0 ¢ 0 0 0 0 0 0 0
Secretions-Eye, Nose (0/1) 0 0 0 0 0 o Q 0 0 0 0 0 0 ¢ 0 0 0 0 ¢ 0
Palpebral closure (0-3) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [¢] 0 0 0
Exophthalmos {0/1) 0 0 0 0 0 0 4] 0 ¢l 0 a 1] 0 0 o 0 0 0 o 0
Pupil size (1-4} 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 F 2
Lacrimation (0/1) 0 0 (1} 0 4] 0 0 0 ¢] 0 o 0 0 4] 0 0 4] 0 0 0
Salivation {(0-3)} 0 0 o 0 Q 0 0 o 0 0 L 0 1] 0 0 0 0 0 0 0
Abnormal respiration (0-3) 0 0 0 0 0 0 0 (i} 0 0 o 0 0 0 0 0 0 0 0 0
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Appendix 36 A 2B-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
lndividual in the hand obscrvation {Pre administratlion)

Dose (mg/kg) : 100

Male Female
| 2 2 2 2 2 2 2 2 2 2
| ¢ 0 ¢] 4] o 1 1 1 1 1
o [¢] ¢ 4} 4] 8] 4} 0 0 0
Parameter 1 2 a 4 5 1 2 3 4 5
Removal from cage (1-5) 2 2 2 2 3 2 2 2 2 3
Vocalization {0-3) 0 0 Q 0 1 aQ 0 0 0 0
Reactivity to handling (1-5) 2 2 2 2 3 2 2 2 2 3
Fur condition (0-3) 4] o 0 0 0 0 0 Q0 0 o
= Skin (0-3} 0 0 0 0 [4] 0 0 0 3] [}
% Piloerection(0/1) o o 0o 0 0 © o o o o
Mucosal membranes (0-3) 0 0 0 4] 0 0 0 0 0 0
Secretions-Eye, Nose (0/1) 0 0 0 0 0 0 Q 0 0 0
Palpebral closure (0-3) 0 [¢] 0 0 0 0 0 0 0 Q
Exophthalmos (0/1) 0 0 0 0 0 0 0 0 0 0
Pupll size {1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation {0/1) 0 0 Q 0 0 0 0 0 0 0
Salivation {0-3) 0 0 0 0 0 0 0 0 0 0
Abnormal resplration (0-3) 0 0 0 0 0 0 a 0 0 0
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Appendix 37

Individual In the hand observation (Pre administration}

Dose (mg/kg)

: 300

. A 28-day oral toxicity study of Pigment Yellow-14 Iin rats with a recovery pericd of 2 weeks

B-4650

Parameter

Male

Female

QoW

MO oW

ool

oS

QoL

=0

[ ~N= ]

WOoOr W

O =L

F IR ]

Removal from cage (1-5)

Vocalizatlon (0-3)

Reactivity to handling (1-

Fur condftion (0-3}

Skin (0-3)
Pilgerection{0/1)

Mucosal membranes (0-3)
Secretions-Eye. Nose (0/1)
Palpebral closure {(0-3)}
Exophthalmos (0/1)

Pupil size (1-4)
Lacrimation (0/1)
Salivatlon (0-3)

Abnormal respiration (0-3)

5)

Q0 e N O O 0 Q@ 0 Qo 9 Kk O N

(=~ -

[=]

o O 2 BN o o O 2 o

0O o o o o Q@ 2 NN Q9 b

o o o W

o S N oo o O oo o 0O o N O W

29 QO N Q © O Q 9 D O N O b

o 90 O Ko o o O o O 0O N O 9w

Q O QO K O 0 O O @ O O m»m o W

O BN o O 0 o 2 O O ko W

o

o o O W oo W

o o Q@ N o o 9o o
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Appendix 38 A 2B-day oral toxlclty study of Pigment Yellow-14 in rats with a rccovery period of 2 weeks
Individual In the hand observation (Pre administration}
Dose {mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

o ] o] 1] 1] 8] 1] ] 4} 0 1 1 1 1 1 1 1 1 1 1

0 0 0 o 0 0 0 0 4] 1 o 0" 0 0 ] o] Q 0 4} 1
Parameter 1 2 3 4 5 6 ki B 9 0 1 2 3 ] 5 G 7 8 9 0
Removal from cage (1-5) 2 2 2 2 2 2 2 3 2 2 2 3 2 2 2 3 3 3 2 2
Vocalizatlon {0-3) ] 0 0 0 0 0 0 0 0 0 0 Q 0 0 o] 0 0 0 0 1
Reactivity to handling (1-5) 2 2 2 2 2 2 2 3 2 2 2 3 2 .2 2 3 2 3 2 2
Fur condition (0-3) 0 0 c 0 o 0 0 0 0 0 0 o ‘0 0 0 0 0 a 0 4]
Skin (0-3) 4] 0 0 0 0 0 0 0 0 0 i} 0 0 0 o 0 0 0 0 1}
Piloerection(0/1) 0 ¢ 0 0 0 0 0 0 0 0 o 0 0 0 o 0 0 0 0 o
Mucosal membranes (0-3} Q 0 0 0 0 0 0 0 0 1} 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose (0/1}) 0 0 0 0 0 4] 0 0 1] 0 0 0 Q 0 0 0 0 0 0 0
Palpebral closure {0-3) 0 0 0 0 0 0 0 o] 0 0 0 Q Q 0 0 Q 0 0 0 0
Exophthalmos (0/1} 0 0 8] o 0 0 0 o] 0 0 o] 4} )] 0 8] 0 0 0 0 Q0
Pupil size (1-4) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 o] 0 0 0 [¢] o] 0 0 0 4] 0 0 0 0 0 0 o 0
Sallvatlion (0-3) 0 0 [¥] 0 [¥] 0 o] 0 0 0 0 0 1] 0 0 0 0 0 o 0
Abnormal respiration (0-3) 0 0 4] 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
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Appendix 39

‘.

A 28-day oral toxlicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

individual 1n the hand observation (1 week)

Dose (mg/kg) : O

B-4650

Parameter

Male

Female
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Exophthalmos (0/1)

Pupil size (1-4}
Lacrimation (0/1)
Salivation (0-3}

Abnormal respiration (0-3)
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Appendix 40 A 28-day oral toxicity study of Pigment Yellow-14
Individual in the hand observation (1 week)

Dose (mg/kg) : 100

In rats wlth a recovery period of 2 wecks

B-4650

Male Female

2 2 2 2 2 2 2 2 2 2

0 0 0 0 0 1 i 1 1 1

0 0 0 0 0 0 0 0 0 0
Parameter 1 2 3 4 3 1 2 3 4 5
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2
Vocalization (0-3) 0 0 0 0 1 1 o o o 4]
Reactivity to handling (1-5) 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) 0 [4] 0 0 0 0 0 0 0 0
Skin (0-3) 0 0 0 0 0 0 0 0 0 0
Piloerection{0/1) 0 0 0 0 0 Q 0 0 4} 0
Mucosal membranes (0-3) 1] 0 0 0 0 o 0 0 0 0
Secretions-Eye, Nose (0/1) 0 0 0 0 0 0 0 Q 0 ¢
Palpebral closure (0-3} 0 0 0 0 0 0 0 0 0 1]
Exophthalmos (0/1) 0 0 a 0 0 0 0 0 o 0
Pupil size {1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 0 0 0 0 0 0 0 0
Salivation {0-3) 0 0 4} 0 0 o 0 0 0 0
Abnormal respiration (0-3) 0 0 0 0 0 0 0 0 0 0
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Appendix 41 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual in the hand observatlion (1 week)

Dose (mg/kg) : 300

Male . Female

3 3 3 3 3 3 3 3 3 3

0 0 0 0 0 1 1 1 1 1

0 0 0 0 [¢] o] Q 4} 0 0
Parameter 1 2 3 4 5 1 2 3 4 54
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2
Vocallzation {0-3) 0 4] 0 0 0 0 0 0 0 0
Reactivity to handling {1-5)} 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) 0 o 0 4] 0 0 0 0 0 0
Skin (0-3} o 0 [¢] 4} ¢ o] 4] 0 0 4]
Piloerection{0/1} 0 0 0 a 0 0 0 0 0 0
Mucosal membranes (0-3) 0 0 4] 0 0 4] 0 0 0 0
Secretions-Eye, Nose {0/1) 0 0 0 0 0 a a 0 0 0
Palpebral closure (0-3) [} 4] 0 ] 4] Q 0 0 0 0
Exophthalmos (0/1) 0 0 o 0 0 o 0 0 ] 0
Pupll size (1-4)‘ -2 2 2 2 2 2 2 2 2 2
Lacrimatlion (0/1) 0 0 o 0 0 0 0 0 0 0
Salivation (0-3} 0 0 0 o] 0 0 0 0 0 0
Abnormal respiration (0-3) 0 0 0 0 0 0 0 0 0 ¢
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Appendix 42

®

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual in the hand observation (1 week)

Dose (mg/kg)

H

1000

B-4650

Parameter

Male

Female
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Lacrimation (0/1)
Salivation (0-3)

Abnormal resplration (0-3})
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B-4650
Appendix 43 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery period of 2 weecks
Individual 1n the hand observation (2 weeks)
Dose (me/kg) : O
Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 0 [4] 0 o] 0 0 [¢] 0 0 1 1 1 1 1 1 1 1 1 1

o [¢] 0 0 0 o 0 0 0 1 ] 0 8] 0 0 0 0 0 0 o1
Paramcter 1 2 3 4 5 6 T 8 9 o 1 2 3 4 5 5 7 8 9 0
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Vocalizatien (0-3) 0 0 0 0 0 ¢] 0 0 0 0 v} 0 0 ¢ 0 o] ¥} o] 0 0
Reactivity to handling (1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) Q 0 0 o o] 0 0 0 ] 0 0 o 0 0 0 0 o 0 0 o
Skin (0-3) 0 0 4] 0 0 Q 0 0 0 0 0 0 0 0 ] [4] 0 4] 0 0
Pileoerecction{0/1) 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 o 0 0 4] 0
Mucosal membranes (0-3) 0 4] (1} 0 0 0 0 0 Q 0 0 0 0 0 4] 0 0 0 0 0
Secretlons-Eye, Nose {0/1) 0 0 0 Q 0 0 0 0 0 0 0 Q 0 0 1] 0 0 0 0 4]
Palpcbral closure (0-3) 0 0 0 0 0 0 4] 4] 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos (0/1) 0 ] 0 0 0 o] 0 o 0 o] v} 0 0 0 0 i 4} ] 0 0
Pupil size (1-4) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 o Q 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 4] ]
Salivation (0-3) 4] 0 0 0 0 0 o 0 0 0 0 0 0 0 0 o] 0 4] 0 0

0 0 0 0 0 0 o 0 0 +] 0 0 0 0 0 0 o ¢! 0 1]

Abnormal respiration (0-3)
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Appendlx 44 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Indlvidual in the hand observation (2 weeks)

Dose (mg/kg) : 100

Male Female

2 2 2 2 2 2 2 2 2 2

o [¢] 0 0 0 1 1 1 1 1

o 0 0 0 [¢] 0 0 0 D 0
Parameter 1 2 3 4 5 1 2 3 4 S
Removal from cage (1-5) 2 2 2 2 3 2 2 2 2 2
Vocalization (0-3) 0 0 0 o] 1 0 o] 0 0 0
Reactivity to handling (1-5) 2 2 2 2 3 2 2 2 2 2
Fur condition (0-3) 0 0 0 a 0 .0 0 0 0 0
Skin (0-3) 0 0 0 o ] o} 0 0 0 o]
Plloerection(0/1} o 0 0 0 0 0 0 0 0 o]
Mucosal membranes (0-3) 0 0 0 0 0 0 0 0 0 4]
Secretions-Eye, Nose (0/1) o 0 0 0 0 o 0 0 0 0
Palpebral closure (0-3) 0 0 0 o} Q 0 0 0 0 0
Exophthalmos (0/1) o 0 0 0 0 0 0 4] 0 0
Pupll size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 0 0 ¢ 0 0 0 0 0
Salivatlion (0-3) 4] o 0 0 o 0 0 4] 0 0
Abnormal respiration (0-3) [¢] 0 0 0 0 0 1} 0 0 0
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Appendix 45

A 28-day oral toxicity study of Plgment Yellow-14
Individual in the hand observation (2 weeks)

Dose (mg/kg) : 300

in rats with a recovery period of 2 weeks

A
‘.

B-4850

Male Female

3 3 3 3 3 3 3 3 3 3

4] 0 0 0 0 1 1 1 1 1

0 0 ¢] 0 0 4] 0 0 [¢] [\
Parameter 1 2 a 4 3] 1 2 3 4 B
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2
Yocallzation (0-3) 0 0 4] 0 o] 0 0 0 0 0
Reactivity to handling (1-3) 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) 0 0 0 0 0 0 Q 0 0 0
Skin (0-3) 0 1] 0 4] 0 [¢] [4] Q 0 0
Piloerection(0/1} 0 0 0 0 0 o] 0 0 0 o
Mucosal membranes (0-3) 0 0 0 (4] 0 0 0 0 0 0
Secretions-Eye, Nose (0/1)} o 0 4] 0 0 0 0 0 0 0
Palpebral closure (0-3) 0 0 0 0 0 0 1] o] 0 ]
Exophthalmos (0/1) 0 0 0 0 0 0 0 0 0 0
Pupill size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) o 0 o 0 0 0 0 0 ¢ 0
Salivation (0-3) 0 0 0 0 ] 0 0 0 L] 0
Abnormal respiration (0-3) 0 0 0 0 0 0 0 0 1} 0
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Appendix 46 A 28-day oral toxlclty study of Pigment Yellow-14 In rats with a recovery perlod of 2 weeks
Individual 1n the hand observation (2 weeks}
Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

0 0 0 o 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

0 0 0 0 0 Q 0 0 0 1 Q 0 0 0 0 0 0 o] 0 1
Parameter 1 2 3 4 5 6 ki 8 g 4] X 2 3 4 5 6 7 8 a 0
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Vocalization (0-3) 0 4] 0 Q 0 0 0 0 0 0 0 1 0 Q 0 0 0 0 4]
Reactivity to handling (1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) o] o o] 0 0 0 0 0 [¢] 0 0 0 Q 0 0 0 0 ¢] 4] 0
Skin (0-3} 0 0 0 0 0 0 o 0 0 0 v} o o] ] [ 4} a 0 [} 0
Piloerection(0/1) o 0 o] L] 0 0 0 0 4] 0 0 0 0 0 0 4] 0 0 0 0
Mucosal membranes (0-3) 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose (0/1) 0 0 Q 0 o] 0 0 o 0 1} 0 0 1] 0 4] 0 0 0 0 0
Palpebral closure (0-3) 0 0 0 0 0 0 0 v} ] 0 0 0 o 0 0 0 0 0 0 0
Exophthalmos (0/1) 0 0 0 0 0 o 0 0 0 0 0 0 0 0 o 0 0 0 [¢] 0
Pupll size (1-4) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Lacrimation {(0/1) 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 ¢] 0 0
Salivation (0-3) 0 4] 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0
Avnormal respiration (0-3) 0 0 0 o] 0 0 0 0 a 0 0 0 0 0 0 0 4] 0 0 0
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Appendix 47 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perilod of 2 weeks
Individual in the hand observation (3 weeks)
Dose (mg/kg) : O
Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 o] 0 0 ¢] 0 0 0 0 0 1 1 1 1 1 1 1 1 ¥ 1

0 ¢] 0 0 o] 4] Q 0 0 1 0 0 o ¢] 0 [4] 0 [¢] 0 1
Parameter 1 2 3 4 5 -] 7 8 9 0 1 2 3 4 5 G 7 21 9 0
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Vocalization (0-3) 0 0 0 0 0 0 0 Q 0 0 a 0 0 o 0 0 0 0
Reactivity to handling {1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fur condition (0Q-3) 0 0 0 v} ¢ Y 0 0 0 0 V] 0 0 0 0 0 o o 0 0
Skin (0-3) 0 0 0 0 0 0 0 0 0 0 0 o] 4] 0 0 0 0 0 0 4]
Pllgoerection{0/1} 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 ¢] 0 0 0 .0 0
Mucosal membranes (0-3) 0 0 0 0 0 0 0 1} 4] (1} o] 0 Q 0 0 0 o 0 0 0
Secretions-Eye, Nose (0/1) 0 0 0 ) 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢] 0 0
Palpebral closure (0-3} 0 o] 0 o o] 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0
Exophthalmos (0/1) 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 o
Pupil size (1-4) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 0 o 0 0 0 o 0 o 0 0 0 0 0 o 0 0 0 0
Salivation {0-3) 0 0 0 L] 0 0 0 0 0 0 0 0 1] ¢] 0 0 0 4] 0 0
Abnormal respiration (0-3} 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 Q 0 0 0 1] 0
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Appendix 48 A 28-day oral toxlicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Indivldual In the hand observation (3 weeks)

Dose (mg/kg) : 100

Male Female

2 2 2 2 2 2 2 2 2 2

0 o 0 0 0 1 1 1 1 1

0 0 0 0 0 1] 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 5
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2
Vocallzation (0-3) o 0 0 Q 1 0 0 0 0 1]
Reactivity to handling (1-3) 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) 0 v} 0 0 0 0 0 0 0 0
Skin (0-3) 0 0 0 0 0 0 0 o] 0 0
Plloerection(0/1) 0 0 0 0 1] 0 0 0 0 0
Mucosal membranes (0-3) 0 0 0 o] 0 0 0 0 0 0
Secretions-Eye, Nose (0/1) 0 0 0 0 ] 0 4] 0 0 \]
Palpebral closure (0-3} 0 0 0 0 0 0 0 0 0 0
Exgphthalmos (0/1) 0 0 0 1} 0 0 0 0 0 0
Pupil size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 0o o0 O 0o o o o ©
Salivation (0-3) 0 4] 0 0 0 0 0 0 0 0
Abnormal respiration (0-3) 0 0 0 0 4] 0 0 ] 0 0
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Appendix 49 A 28-day oral toxleity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual in the hand observation (3 weeks)

Dose (mg/kg) : 300

Male Female

3 3 3 3 3 3 3 3 3 3

0 0 0 0 0 1 1 1 1 1

0 0 0 0 0 0 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 5
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2
Vocalization (0-3) 1] 0 0 0 0 0 0 0 0 Q
Reactivity to handling {1-5) 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) 0 0 0 0 0 0 0 o 0 0
Skin (0-3) [¢] 0 0 0 ¢] [} 4] 0 [4] 0
Plloerection(0/1) 0 [4] 0 0 0 0 0 0 0 0
Mucosal membranes (0-3) 0 0 0 0 0 0 0 0 0 0
Secretlons-Eye, Nose (0/1) 0 ¢ 0 0 4] 0 0 0 0 o
Palpebral closure (0-3) 0 0 0 0 0 0 0 0 0 0
Exophthalmos {0/1) o 0 0 4] 0 0 0 Q 0 0
Pupil size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 0 0 0 0 0 0 0 0
Salivation (0-3) 0 0 0 0 o 0 0 o 0 0
Abnormal resplration (0-3) 0 0 V] 4] 0 0 0 0 0 0
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Appendix 50 A 28-day oral toxicity study of Pigment Yellow-14 in rats with & recovery period of 2 weeks
individual in the hand observation {3 weeks)
Dose {(mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

0 0 0 0 0 0 L}] 0 0 o 1 1 1 i 1 1 1 1 1 1

o] Q Q 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
Parameter 1 2 3 4 5 6 T 8 9 ] 1 2 3 4 5 (4] T 8 9 0
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Vocalizatlion (0-3) 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 4] 0 0 0
Reactivity to handling (1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3) 0 0 0 0 o 0 o o 0 I} Q 0 0 0 0 0 o 0 0 0
Skin (0-3) [¢] 4] 4] o o] 0 0 o] 4] 0 0 0 0 0 4] 0 0 0 0 0
Piloerection(0/1) o 0 0 0 0 0 0 0 o 0 0 o 0 0 0 0 0 0 o 0
Mucosal membranes (0-3) Q ¢ 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 O 0 Q
Secretions-Eye, Nose (0/1) 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 o 0
Palpebral closure (0-3) 0 0 0 0 Q 0 0 0 0 4] 0 0 0 0 0 4] o 0 0 0
Exophthalmos (0/1) 0 0 0 (] 0 0 0 0 ¢} 0 0 0 0 0 0 0 0 0 4] 0
Pupil size (1-4) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 4] 1] 0
Salivation (0-3) [¢] 0 0 0 0 4] 0 0 0 0 0 1] 0 [¢] [4] 0 0 0 0 0
Abnormal respiration (0-3) ¢] 0 0 ] 0 0 0 0 ] 0 0 0 0 0 0 0 ¢] 4] 0 0
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Appendlx 51

A 28-day oral toxiclty study of Pigment Yellow-14 1in rats with a recovery pericd of 2 weeks

Individual In the hand observation (4 weeks)

Dose (mg/kg)

HI

B-4650

Parameter

Female
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Salivation (0-3)

Abnormal respiration {0-3)
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Appendix 62 A 28-day oral toxleity study of Pigment Yellow-14 in rats with a rccovery pericd of 2 wecks

A ||

Individual in the hand observatlon (4 weeks)

Dose (mg/kg) : 100

Male Female

2 2 2 2 2 2 2 2 2 2

0 0 0 ] 8] 1 1 1 1 1

¢] 0 0 0 0 ] 0 0 0 0

Parameter 1 2 3 4 S 1 2 3 4 5
~ Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2
Vocalization {0-3) 0 0 0 0 o 0 0 0 o] 0
Reactivity to handling (1-3} 2 2 2 2 2 -2 2 2 2 2
Fur condition {0-3) 0 0 1] 0 0 0 0 0 4] 0
Skin (0-3) o] 0 0 0 0 o 0 0 Q 0
Piloerectlon{0/1) 0 Q g 0 4] 0 0 0 0 0
Mucosal membranes (0-3) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose (0/1) 0 o 0 0 0 0 0 o 0 0
Palpebral closure (0-3) 1] 0 4] 0 [} 0 0 0 0 1]
Exophthalmos (0/1) 0 0 0 0 0 [¢] 0 0 0 1]
Pupll size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 o 0 0 0 0 a 0 0
Salivation (0-3) 0 0 o] 0 0 0 0 ¢] 0 4]
Abnermal respliration (0-3) 0 0 4] 0 0 (1] 0 0 0 0
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Appendix 53

A 28-day oral toxleity study of Pigment Yellow-14
Individual Iin the hand ohservation (4 weeks)

Dose (mg/kg) : 300

in rats with a recovery periocd of 2 wecks

B-4650

Male Female

3 3 3 3 3 3 3 3 3 3

Q 0 0 0 0 1 1 1 1 1

Q 4] 0 0 o 0 0 0 [¢] 4]
Paramcter 1 2 3 4 5 1 2 a3 4 ]
Removal from cage (1-5)} 2 2 2 2 2 2 2 2 2 2
Vocalization (0-3) 0 0 4] 0 0 0 0 0 0 0
Reactivity to handling (1~5) 2 2 2 .2 2 2 2 2 2 2
Fur conditicn (0-3} 0 0 o 0 o 0 0 0 0 0
Skin (0-3) 0 0 0 0 0 0 0 o] Q [i]
Piloerection{0/1) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes (0-3) 0 0 v} 0 0 0 0 0 0 0
Secretlons-Eye, Nose {0/1) 0 0 Q 0 4] 0 0 0 0 0
Palpebral closure (0-3) 0 0 0 0 0 0 Q 0 0 o
Exophthalmos {0/1) 0 0 0 0 0 0 0 0 0 0
Pupil size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 0 o o 0 ] 0 0 1}
Salivation (0-3) 0 o 0 0 0 0 0 0 0 0
Abnormal respiration (0-3) 0 0 0 0 0 0 0 0 0 0
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Appendlx 54 A 28-day oral toxiclity study of Pigment Yellow-14 in rats with a recovery peried of 2 weeks
Individual fin the hand observation (4 weeks)
Dose (mg/kg) 1000
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

4] 0 0 0 0 0 0 0 0 0 i 1 1 1 1 1 1 1 1 1

0 0 0 Q 0 0 [\ 0 0 1 0 0 0 0 0 0 0 0 0 1
Parameter 1 2 3 4 5 G ki 8 ] 0 1 2 3 4 5 G 7 8 g 1}
Removal from cage {(1-8) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Vocalization (0-3) 0 0 0 0 4] 1] +] 0 0 0 0 ¢] Q o] Q 0 0 0 [ 0
Reactivity to handling {1-5) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fur condition (0-3} 0 4] 0 ¢] 0 0 0 [4] 0 0 0 4] 0 0 o 0 0 0 0 Q
Skin (0-3) 0 4] 0 0 0 0 Q Q 0 0 Q Q 0 4] 0 0 0 0 0 [4]
Piloerection(0/1) 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 4] 0 0 Q
Mucosal membranes (0-3) 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 4] 0 o 0
Secretions-Eye. Nose (0/1) 4] 0 0 1] 0 0 0 0 4] 0 o 0 0 0 0 0 0 0 0 0
Palpebral closure {(0-3) 0 1} 0 1] o] 0 0 o] 0 0 1 0 o] 0 0 0 0 0 0 1
Exophthalmos (0/1) 0 0 4] L] ¢] 0 0 0 4] 1} 0 0 0 0 0 0 0 ¢ 0 0
Pupll size k1—4) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Lacrimation (0/1) 0 0 4] 0 0 o 0 8] 4} o o} ¢] 0 ] 0 0 0 0 4] 0
Salivation (0-3) 0 0 0 0 4] L] 0 0 Q 0 0 ¢] 0 0 [4] o 0 0 0 0
Abnormal respiration (0-3) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 V] 0 0 0 0 0




ge-1

B-4650

Appendix 55 A 28-day oral toxlcity study of Plpgment Yellow-14 in rats with a recovery period of 2 weeks
Individual In the hand observatlion {(Recovery 1 week)

Dose (mg/kg) : O

Male Fenmale

1 1 1 1 1 1 1 1 1 1

0 0 0 0 0 1 i 1 1 1

0 0 0 0 1 8] 1} 0 0 1
Parameter G T 8 2 0 G 7 4 9 0
Removal from cage (1-5) 2 2 2 2 2 2 2 2 2 2
Vocalization (0-3} ] 0 0 0 0 o 0 0 0 0
Reactivity to handling (1-5) 2 2 2 2 2 2 2 2 2 2
Fur condition {0-3) a 0 0 0 o 0 4] 1] 0 0
Skin (0~3) Q 0 0 0 0 o] 0 0 0 0
Piloerection(0/1) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes (0-3) 0 0 1] 0 0 0 0 0 0 0
Secretions-Eye, Nose {(0/1) 0 0 0 0 0 Q 0 0 Q ¢
Palpebral closure {0-3} 0 4] 0 0 0 0 0 0 Q 0
Exophthalmos (0/1} 0 0 0 0 0 0 0 0 1} ]
Pupll size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimation {(0/1) 0 0 0 0 0 0 0 Q 0 0
Salivation (0-3) 0 0 0 0 0 0 0 0 0 o
Abnormal respiratlon (0-3} 0 0 0 4] 1] 0 0 0 0 0
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A 28-day oral toxlicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks

Individual In the hand observation {(Recovery 1 week)

Dose (mg/kg)

1000

B-4650

Parameter

Male

Female
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Appendix 57 A 28-day oral toxlelity study of Pigment Yellow-14 in rats with a recovery periocd of 2 weeks
Individual in the hand observation {(Recovery 2 weeks)

Dose (mg/kg) : 0

Male Female

cOor
~oor
=T
L=

Parameter

(=N b
DORK
~NOoR=
@ S
L-R=N
[=R o

Removal from cage (1-35)

Vocallzation (0-3})

w9
W 9 N
W 9 ko

Reactivity toe handling (1-5)

Fur condltion (0-3)

(=]
o
o

Skin (0-3)

[=TRE = T~ S N - I -

Plloerectlion(0/1)

Mucosal membranes (0-3)

[= T — T - N — = N = ]

[= N =]

Secretions=-Eye, Nose (0/1)

Palpebral closure (0-3)

(=]

Exophthalmos (0/1)

N o O

Pupil size (1-4)
Lacrimation (0/1}

Salivation {0-3)

[=] Q o [ L] Q L= = =] (= [=] [ - = b
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Appendix 58 A 28-day oral toxleclity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks

Individual 1n the hand observation {(Recovery 2 weeks)

Dose (mg/kg) : 1000

Male Female

4 4 4 4 4 4 4 4 4 4

L] 0 0 1] 0 1 1 1 1 1

0 [¢] 0 o 1 0 0 0 0 1
Parameter G 7 8 2 0 G T 8 g 0
Removal from cage {(1-35) 2 2 2 2 2 2 2 2 2 2
Yocalization (0-3) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling (1-5) 2 2 2 2 2 2 2 2 2 2
Fur condition {0-3} 4] 0 0 0 0 0 0 [1] 0 0
Skin (0-3) 0 0 0 4] 0 0 4] 0 0 0
Pilloerection{0/1) 0 0 0 Q 0 0 0 0 0 o]
Mucosal membranes (0-3) o 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nosc (0/1) 0 0 0 0 0 0 0 0 0 1]
Palpebral closure (0-3} 0 0 0 0 0 0 0 0 0 0
Exophthalmos (0/1) 0 0 o 0 0 a 0 4} 1] 0
Pupll size (1-4) 2 2 2 2 2 2 2 2 2 2
Lacrimatlion {(0/1) 0 0 0 0 0 0 0 4] 0 0
Sallvation (0-3) 0 0 0 0 0 o 0 0 0 0
Abnormal respiration (0-3} 0 0 0 0 0 0 0 4] 0 0
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Appendlx 59 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery periocd of 2 weeks
Individual open fleld observation (Pre administration)
Dose {mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 0 0 o 0 o] L] 0 0 0 1 1 1 1 1 1 1 1 i 1
0 o] 4] 0 0 0 0 ] 0 1 ] s} o 0 0 0 0 0 Q 1
Parameter 1 2 3 4 5 6 ki 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture (N,F,H} N N N N N N N N N N N N N N N N N N N N
Gait(t.0-3) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 0
Arousal (1-3) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) Q 0 0 0 0 o] [4] 0 o] 0 [} 0 0 0 [¢] 0 [i] ¢] 4] 0
Convulsion (0-3) 0 0 0 0 0 Q o 0 Q 4] 0 0 [4] 0 0 0 0 0 0 o
Abnormal behavior(0-3) 0 0 0 (1} 0 0 0 0 4] (1} 0 o] o 0 0 Q 0 4] 0 0
Grooming (0-2) o © ©o ©o © 0 0 0 0 © o o o o o0 © o 0 © 0
Rearing 0 4 4 5 6 3 6 3 4 8 5 2 3 8 8 4 1 3 4 6
Crination (0-3)} 0 0 0 o 0 0 0 1 0 0 0 4] ¢] 0 0 0 0 0 0 ¢
Defication count 0 Q 0 0 0 0 o 0 0 0 0 0 0 0 0 0 4] 0 0 0
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Appendix 60 . A 28-dey oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual open ficld observation (Pre administration)

Dosc (mg/kg) : 100

Male Female

2 2 2 2 2 2 2 2 2 2

0 0 0 o 0 1 1 1 1 1

0 0 0 1] 0 0 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N,F,H) N N N N N N N N N N
Galt{U,0-3) 0 0 0 0 ¢ 0 4] 0 0 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 a 0 0 0
Convulsion (0-3) 0 0 0 0 0 Q ¢ 0 4] 0
Abnormal behavior(0-3) 0 0 0 0 0 0 0 0 0 0
Grooming (0-2) 0 0 0 o] 0 0 0 0 0 0
Rearing 4 6 5 3 4 9 6 5 6 5
Lrination (0-3) 0 0 0 0 0 0 0 0 0 0
Defication count 0 o 0 0 0 0 0 0 0 0
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Appendix 61

A 28-day coral toxicity study of Plgment Yellow-14 1ln rats with a recovery period of 2 weeks

Individual open {ield observation (Pr¢c administration}

B-4650

Dose (mg/kg) : 300
Male Female
3 3 3 -3 3 3 3 3 3 3
Q Q 0 0 0 1 1 1 1 1
0 0 0 0 0 o 0 o] 1] 0
Parameter 1 2 3 4 5 1 2 a3 4 5
Posture (N,F,H} N N N N N N N N N N
Gait(Lu,0-3) o 0 0 0 0 0 0 4} 0 [}
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 ¢] 0 0 0 0 0 0 0 0
Convulsion {(0-3) 0 o . 0 0 0 0 0 0 0 0
Abnormal behavior(0-3) 0 0 0 o 0 0 0 0 4] 0
Grooming (0-2) 0 0 0 0 o] o 0 0 0 0
Rearing 4 5 4 6 1 5 5 4 5 4
Urinatlon (0-3) Q 0 0 0 0 0 0 0 0 0
Deflcation count 1] 0 0 0 0 0 0 0 0 0




z29-1

Appendix 62

A 28-day oral toxlcity study of Pigment Yellow-14 1n rats with a recovery period of 2 weeks
Individual open field observation {Pre administration)}

Dose {(mg/kg) : 1000

B-46

Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

0 0 0 0 o] 0 0 0 0 0 1 1 1 1 1 1 1 1 1 i

0 0 ¢ 0 0 0 0 0 0 1 0 0 0 0 0 o 0 0 0 1

Parameter 1 2 3 4 5 [} ki 8 g 0 1 2 3 4 S 6 ki 8 9 0
Posture (N,F,Il} N N N N N N N N N N N N N N N N N N N N
Galt(L,0-3) 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 [¢] 0 0 0 1]
Arousal (1-3) 3 3 3 3 3 3 K] 3 3 3 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) Q 0 0 0 0 0 0 0 0 0 o 0 0 ] 0 0 0 0 0 0
Convulsion (0-3) o ¢] 4] 0 0 0 o 0 0 0 0 ] 0 0 0 0 0 0 o] 0
Abnormal behavior(0-3) 0 0 0 0 0 0 0 0 0 4] 0 0 4] 0 0 ¢ 0 0 0 0
Grooming (0-2) 0 0 0 0 0 4] 0 0 4] 0 0 0 0 0 0 0 0 o] 0 1}
. Rearing T 4 5 5 2 1 3 4 3 4 5 1 G 1 2 G 5 2 2 4
Urination (0-3) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Defication count 4] 0 0 0 0 0 0 o] 0 1 4] 0 0 0 0 0 0 4] 4] 0
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Appendix 63 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual open field cbservation (1 week)
Dose (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
[ 0 0 0 0 0 4] 0 0 Q 1 1 1 1 1 1 1 1 1 1
0 o ¢] 0 0 0 0 o 0 1 1} 0 0 0 0 0 0 0 4] 1
Parameter 1 2 3 4 5 G T 8 9 0 1 2 a 4 5] 6 7 8 9 0
Posture (K,F,H) N N N N N N N N N N N R N N N N N N N N
Galt(L,0-3) v 0 0 ] 0 0 U o 0 0 0 0 0 0 0 ] o0 0 0 0
Arousal {1-5) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 o] 4] 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0
Convulsion (0-3) 0 0 0 0 ) 0 0 0 o 0 0 ¢ 0 a 0 0 0 0 ¢ 0
Abnormal behavior(0-3) 0 0 0 0 0 o] 0 0 0 ¢] 0 0 0 0 0 4] 0 0 0 0
Grooming (0-2) [4] 0 0 0 0 0 0 o 0 0 0 0 0 0 0 Q 0 0 0 Q
Rearling ] 2 0 4 4 5 0 0 3 1 4 5 6 4 3 1 3 3 4 8
Urination (0-3) o 0 0 0 ¢] 0 0 0 ¢] 0 0 0 0 0 0 0 0 [¢] 0 0
Defication count 1 0 1 o 0 0 0 0 0 0 0 t] 0 0 0 0 0 [¢] o] 0
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Appendix G4 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual apen field observatlion (1 week)

Dose (mg/kg) : 100

Male Female

2 2 2 2 2 2 2 2 2 2

0 0 0 0 1] 1 1 1 1 1

0 0 0 0 0 0 o 0 0 o]
Parameter 1 2 3 4 ] 1 2 3 4 5]
Pasture (N.F.,H) N N N N N N N N N N
Galt(Ll,0-3) U 0 0 U 0 4] 0 o] 0 o
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 ¢ 0 0 0 1] 0 V] 0
Convulsion (0-3) 4] 0 0 0 Q 0 0 0 0 0
Abnormal bebavior(0-3) 0 0 0 0 o -0 0 0 0 0
Grooming (0-2) ] 0 0 4] 0 0 0 0 0 0
Rearing 0 2 [4] 0 1 T 6 3 5 3
Urination (0-3) 1] 0 Q 1 0 0 0 0 0 0
Defication count 0 0 0 1 Q 1] 0 0 0 0
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Appendix G5

A 28-day oral toxicity study of Pigment Yellow-1l4
Individual open field observation (1 week)

Dose (mg/kg) : 300

in rats with a recovery period of 2 weeks

B-4650

Male Female

] 3 3 3 3 3 3 3 3 3

0 0 0 0 0 1 1 1 1 1

0 0 0 0 0 ¢ 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 3
Posture (N,F,H) N N N N N N N N N N
Gait(U,0-3) 0 0 0 0 0 0 4] o 0 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 0 0 0 0
Convulsion (0-3}) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior(0-3} 0 0 0 0 a 0 o] 0 0 o
Grooming (0-2}) 1 0 0 0 0 0 0 0 0 1]
Rearing 1 2 0 2 0 9 5 s} K] 3
Crination (0-3) 1 0 0 0 0 0 0 0 0 0
Defication count 0 0 0 0 2 0 0 0 0 1]
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Appendix G6

A 28-day oral teoxicity study of Plgment Yellow-14 kn rats with & recovery perlod of 2 weeks

Individual open field observation (1 week)

Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 A 4 4 4 4 4 4 4 4 4 4 4
0 0 o 0 8] 1) 0 0 0 0 1 1 1 1 1 1 1 1 1
0 0 0 0 0 0 0 V] 0 1 0 0 0 Q Q 0 Q 0 0
Parameter 1 2 3 4 S 4] 7 8 9 Q 1 2 3 4 3 G 7 8 9
Posture (N.F.H) N N N N N N N N N N N N N. N N N N N N
Gait(L,0-3} 0 U o] 0 0 U 0 0 0 0 0 [¢] 0 0 0 0 o Q 0
Arousal (i-5) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 K] 3 3 3
Tremor (0-3) 1] 0 0 0 0 0 0 4] o 0 0 0 0 0 1] 0 0 0 0
Convulsion (0-3) 0 0 0 0 0 0 0 ’ 4] 0 0 0 4] 0 0 0 0 0 Q 0
Abnormal behavior({0-3) 0 0 Q 0 0 0 ¢] 0 0 ¢] Q 0 o 0 Q V] 0 1] 0
Grooming (0-2) 0 0 0 o o Q 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing 0 4] 3 2 0 0 4 ] 1 2 3 4 G 2 2 0 0 3 2
Urination (0-3) i 1 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Deficatlon count 0 4 0 0 0 0 4] 0 0 1a) 0 0 0 0 0 0 ] 0 0

a) : Feces, yellowlsh
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Appendix 67 A 2B-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual open field observation (2 weeks)
Dose {(mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
0 4] 0 0 0 0 4] ] 0 1 4] 0 0 Q 0 0 Q 0 0 1
Parameter 1 2 3 4 5 6 T 8 9 0 1 2 3 4 5 G T 8 g L]
Posture {(N,F,H) R N N N N N N N N N N N N N N N N N N N
Galt(Uu,0-3) 4] 0 0 0 0 Q U ¢] 0 0 0 o] 0 0 [¢] 0 0 0 0 ¢]
Arousal {1-5) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Tremor {(0-3) ¢ 0 0 0 o] [4] 0 0 0 0 0 o] 0 0 [4] ] 0 0 0 0
Convulsion (0-3) 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 Q o 4]
Abnormal behavior(0-3) 0 0 0 0 0 o o o 0 0 0 0 0 0 0 0 0 o 0 0
Grooming (0-2) 0 0 0 0 Q 0 0 0 [¢] 0 0 0 0 0 0 o] 0 0 0 0
Rearing 0 1 1 4 Q 0 1] Q 2 2 6 5 4 ] 3 0 0 8 3 8
Urination (0-3) 0 0 0 0 o 0 o 0 [0} 0 o 0 4] o 0 Q 0 0 0 0
Defication count 0 0 1 Q 3 1 0 0 0 0 0 0 0 (1} 0 0 (1} 0 0 0
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Appendix 68

A 2B-day oral toxleity study of Pigment Yellow-14
Individual open fleld observation (2 weeks)

Dose (mg/kg) : 100

in rats with a recovery period of 2 weeks

H.

Male Female

2 2 2 2 2 2 2 2 2 2

0 ] o] 1] 0 1 1 1 1 1

0 0 0 o 0 0 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N.F,H) N N N N N N N N N N
Galt(y,0-3}) U 0 0 0 0 0 0 0 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3}) 0 0 0 0 0 ¢ 0 0 0 0
Convulsion (0-3) 0 0 0 0 0 0 Q 0 0 a
Abnormal behavieor(0-3) 0 o 0 0 0 0 0 o 0 o]
Grooming (0-2} 0 0 0 0 0 0 0 0 0 o
Rearing 4 1 1 4] 0 4 5 4 4 2
Urination (0-3) 0 0 0 1] o 0 0 o 0 0
Defication count 1 0 0 0 1 0 0 0 4] 0
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Appendix 69

A 28-day oral toxleity study of Pigment Yellow-14
Individual open field observation (2 weeks)

Dose {mg/kg) : 300

in rats with a recovery period of 2 weeks

{.

B-4650

Male Female

3 3 3 3 3 3 3 3 3 3

0 0 0 0 0 1 1 1 1 1

0 ¢] 4] o 0 0 o] 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N,F,H) N N N N N N N N N N
Gait{y,0-3) o u @ 0 0 o o 0 0 o
Arousal (1-3) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 1] 0 0 1]
Convulsion (0-3} 0 o 0 0 ¢ 0 o 0 0 1]
Abnormal behavior{0-3} 4] 0 0 4] 0 0 0 0 0 0
Grooming {0-2) 0 0 o 0 o 0 o 0 0 0
Rearing 3 0 2 Q 4 6 B 6 )] 4
Urinatlon (0-3) i 0 Q 0 2 0 0 4] 0 0
pDefication count 2 0 0 0 1 0 0 0 0 0
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Appendix 70 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual open field observation (2 weeks)
Dose (mg/kg) : 1000
Mele Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
4] 0 o 0 0 0 0 ¢] 1} ¢] 1 1 1 1 1 1 1 1 i 1
0 1] 0 0 0 0 0 0 0 1 0 [H] 0 4] 0 0 0 0 0 1
Paramecter 1 2 3 4 5 6 i a8 9 0 1 2 3 4 5 G T 8 9 0
Posture (N,F.H) N N N N N N N N N N N N N N N K N N N N
Galt(v,0-3) Q u 0 0 0 0 0 o Q o ] 0 Q 0 0 0 0 0 [¢] 4]
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3 3 K] 3 3 K] 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o [ o] 0 Q
Convulsion (0-3) 0 0 0 0 0 0 0 0 0 0 Y] 0 0 4] 0 0 0 0 0 0
Abnormal behavior{0-3) 0 0 0 [¢] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [¢]
Grooming (0-2) 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 o 0 0 0
Rearing 3 0 4 3 0 1] 0 2 0 4 8 5 5 3 2 1 1 3 3 1
Urination (0-3) 0 0 0 Q 0 0 0 4] o] 0 0 0 0 0 0 0 0 0 0 0
Defication count 0 0 0 0 0 0 0 2a) Q o 0 V] 0 0 0 0 0 o 0 0

a) : Feces, yellowish
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Appendix 71 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual open [lcld observation (3 wecks)
Dose (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 0 0 ¢] 4] 0 0 Q 0 0 1 1 1 1 1 1 1 1 1 1
0 o 0 8] 0 0 v} ] 0 1 ] o] 4] 1] 0 4] 1) o] [} 1
Parameter 1 2 3 4 ] 6 7 8 9 0 1 2 3 4 5 [¢] ki 8 9 o
Posture (N,F.H) N N N N N N N N N N N N N N N N N N N N
Gait(u,0-3) 0 0 Q 0 0 0 V] 0 0 o 0 Q 0 [¢] 0 0 0 0 0 ]
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Tremor (0—5) 0 0 ] 0 ¢] 0 0 0 0 0 0 0 [¢] 0 Q 0 [¢] 0 0 [¥]
Convulsion (0-3) 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 o 0 o 0 o o
Abnormal hehavior(0-3) 0 o 0 0 0 L] [¢] 0 0 0 0 0 0 0 0 0 0 0 ¢] 0
Grooming {(0-2) 0 0 0 0 4] 4] 0 0 ] 4} o] 0 Q 0 0 o] 4] 0 0 0
Rearing 2 4 1 4 2 3 0 1 2 0 T T 8 G 6 o] 3 G 2 9
Urination {0-3) o 0 0 o o 0 0 0 o] 0 0 [0} o o o] 0 o 0 v} o
befication count 0 0 o] 0 o 0 0 0 o] 0 0 0 o 0 0 0 0 4] 0 o
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Appendix 72

A 28-day oral toxicity study of Plgment Yellow-14

Individual open [leld observatlion (3 weeks)

in rats with a recovery period of 2 weecks

Dose {mg/kg) 100
Male Female
2 2 2 2 2 2 2 2 2 2
0 0 0 0 v} 1 1 1 1 1
0 0 0 4] 0 0 0 0 0 0
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N.,F,H) N N N N N N N N N N
Gait(U,0-3) 0 U 4] 0 u 0 0 0 Q i)
Arousal {1-5) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 0 0 0 0
Convulsion (0-3) 0 4] 0 0 4] ¢ 0 0 0 0
Abnormal behavior(0-3) 0 0 0 0 0 0 0 Q 0 0
Grooming (0-2) 0 0 0 0 o 0 0 0 0 0
Rearing D 0 o] 1 ] 8 3 2 8 4
Urination (0-3) 0 0 o 0 0 0 0 0 0 0
Defication count 0 2 4] 0 2 0 0 0 0 0
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Appendix 73 A 28-day oral toxleity study of Pigment Yellow-14 in rats with a recovery perlod of Z weeks
Individual open fleld abservation (3 weeks)

Dose {mg/kg} : 300

Male Female

3 3 3 3 3 3 3 3 3 3

0 0 0 0 0 1 1 1 1 1

0 0 0 0 0 o] 0 o 0 0
Parameter i 2 3 4 5 1 2 3 4 5
Posture (N,F,H) K N N N N N N N N N
Galt{l,0-3) 0 0 0 0 0 Q Q 0 ] 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor {0-3) 0 0 0 0 0 0 0 4] 0 o
Convulsion (0-3) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior(0-3) o 0 0 0 0 0 v} 0 0 0
Grooming (0-2) ] ¢l v} 1] [ o] 0 o 4] 0
Rearing 4 0 3 1 g9 4 7 8 3 5
Crination (0-3) 0 4] 0 0 0 4] Q 0 0 0
Deflcation count 0 4] 4] 0 2 0 0 0 0 0
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Appendix 74 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual open fleld observation (3 weeks)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
0 0 ¢] 0 0 Q 4} 0 0 0 1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 0 0 0 0 1 Q 0 0 0 0 0 0 0 0 1
Parameter 1 2 3 4 5 i] 7 8 9 0 1 2 3 4 5 G 7 -1 9 0
Posture (N,F,H) N N N N N N N N N N N N N N N N N N N N
Galt(vL,0-3) 0 0 0 0 ¢] 0 o 0 o) 0 o] [¢] 0 o] 0 0 0 0 4] 0
Arousal {1-5) 3 d 3 3 a 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o] 0 0 0 a
Convulsion (0-3) [¢] 0 0 o] 0 o 0 [¢] 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior(0-3) 4] 4] 0 ¢ 0 0 0 0 4] ¢ 0 o 0 4] 0 [¢] 0 0 0 0
Grooming {0-2) 0 1) o 0 0 ] o 0 0 o 0 0 0 0 0 0 0 0 0 0
Rearing 3 3 3 4 0 0 0 3 4] 4 11 4 G 4 3 G 2 4 6 1
Urination (0-3) Q 0 0 8] 1] Q0 0 0 0 0 0 ] 0 0 0 0 ] 0 0 0
Defication count 0 0 0 0 (1} 0 o 28) 0 0 Q 0 0 0 0 0 ] 0 0 0

a} : Feces, yellowlsh
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Appendix 75 A 28-day oral toxiclity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual open fleld observation (4 weeks)
Dose (mg/kg)} : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
o ¢} 0 0 0 0 o 0 0 0 1 1 1 1 1 1 1 1 1 1
o o] 0 o 0 0 0 ] 0 1 0 o 0 0 0 0 0 [¢] 0 1
Paramcter 1 2 3 4 5 6 T 8 3] ] 1 2 a 4 51 6 T 8 9 o
Posture (N,T,i} N N N N N N N N N N N N N N N N N N N N
Gait(,0-3) o] 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 o 0 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 R
Tremor (0=3) 0 0 0 Q 0 0 0 ) 0 0 0 o 0 0 0 0 0 0 0 0
Convulsion (0-3) 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 o] 0 0
Abnormal behavior(0-3) o 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 Q 0 0
Grooming (0-2) o o o o0 o0 © o0 0 0 0 o o 0 ©o 0o o0 0 0o 0o 0
Rearing 4 9 2 2 1 2 2 2 2 0 9 4 8 8 3 0 3 [3] 3 5
Urination {0-3) 0 0 0 0 0 0 0 0 0 ] 0 0 o 4] 0 ¢] 4] 0 0 0
Defication count 0 0 0 4] 0 0 0 0 [ 0 0 Q 0 0 0 0 0 0 0 0
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Appendlx 76 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks
Individual open {lield observatlon (4 weeks)

Dose {mg/kg) : 100

Male Female

2 2 2 2 2 2 2 2 2 2

0 0 0 0 0 1 1 1 1 1

0 0 0 0 0 0 0 0 v} 0
Parameter 1 2 3 4 S 1 2 3 4 5
Posture (N,F,H) N N N N N N N N N N
Gait{(U,0-3) o] 0 0 0 o 0 0 o 0 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor {0-3) 4] 0 0 Q 0 0 1] 0 0 0
Convulsion {0-3} 0 o] 0 0 ¢] 0 0 0 0 o]
Abnormal behavior(0-3} o 0 0 0 0 0 0 ] 0 0
Grooming (0-2) Y] 0 0 0 0 0 0 ¢] 0 0
Rearing 2 2 0 2 0 7 6 4 8 2
Urination (0-3) 0 0 0 0 0 0 0 0 0 0
Defication count 0 2 0 0 0 0 0 0 0 0
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Appendix 77

A 28-day oral toxlcity study of Pigment Yellow-14
Individual open field observation {4 weeks)

Dose (mg/kg} : 300

In rats with a recovery period of 2 weeks

B-4650

Male Female

3 3 3 3 3 3 3 3 3 3

0 0 0 0 0 1 1 1 1 1

Q 0 0 0 0 o] 0 4] 4] 4]
Parameter 1 2 3 4 5 1 2 3 4 5
Posture (N,F,H) N N N N N N N N N N
Galt{U.0-3) 0 a 0 o] 0 0 0 4] 0 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 3
Tremor {0-3} 0 0 0 0 0 0 0 0 0 0
Convulslon (0-3) 0 1] 0 4] 0 0 0 0 0 0
Abnormal bebavior{0-3) 0 0 0 0 0 0 0 0 0 0
Grooming (0-2) 0 0 0 i) 0 0 ] 0 0 V]
Rearing 4 1 1 2 4 6 5 8 3 2
Urination (0-3) 0 0 0 0 0 4] o 0 0 1]
Defication count 0 0 0 0 0 0 0 0 Q 0
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Appendix 78 A 28-day oral toxlclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual open fleld observation {4 weeks)
Dose {(mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
o 0 0 o 0 4] 0 ] 0 1 0 0 [¢] L] o] 0 0 ¢] 0 1
Parameter 1 2 3 4 5 [} T 8 9 v} 1 2 3 4 5] G T 8 k] 0
Posture (N,F,H) N N N N N N N N N N N N N N N N N N N N
Galt(v,0-3) 0 U 0 0 [4] u U 0 0 0 0 0 0 0 0 0 0 0 0 ¢]
Arousal (1-5) 3 3 3 k] 3 3 3 3 3 3 3 3 3 3 3 ] pi 3 3 3
Tremor {(0-3) Q 0 0 0 0 0 0 0 0 0 0 0 0 0 o Q 0 0 0 0
Convulsion (0-3) o] 0 0 0 0 0 0 4] o 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavlior(0-3) 0 4] 0 0 0 0 0 0 0 0 Q o 0 0 0 0 0 0 o] 0
Grooming (0-2) 0 (1} 0 0 0 0 0 0 0 0 0 o 0 0 0 4] 0 0 0 0
Rearing 4 0 5 3 0 0 0 2 0 2 ;] 2 5 ¢ 6 6 1 4 2 3
Urination {0-3) 0 0 0 0 4] 4] 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
Defication count 0 0 0 0 0 0 0 1 0 Q 0 0 4] 0 0 0 0 0 0 0
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Appendix 79

A 28-day oral toxicity study of Pigment Yellow-14 1n rats with a recovery period of 2 weeks
Individual open ricld observation (Recovery 1 week) '

Dose {(mg/kg) : O

B-4650

Male Female

1 1 1 1 1 1 1 1 1 1

0 0 0 0 0 1 1 1 1 1

0 0 0 0 1 0 0 0 0 1
Parameter G T 8 9 0 6 7 8 9 0
Posture (N,F.,H) N N N N N N K N N N
Galt(v,0-3) ] 0 0 4] 0 0 0 [+] 0 0
Arousal (1-5) 3 3 3 3 3 3 3 B 3 3
Tremor {0-3) 0 0 0 0 0 0 0 0 o 0
Convulsion (0-3) 0 0 0 0 0 0 0 0 0 ¢
Abnormal behavior(0-3) 0 0 0 0 0 0 a 0 0 1]
Grooming (0-2) [i] 0 Q 0 0 0 [4] 0 0 0
Rearing 0 1 3 4 4 0 4 K 8 8
Lrination {(0-3) 0 0 ¢ 0 0 0 1} o 1] 0
Deflcation count 0 4] ¢ 0 4] 0 0 0 0 0
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Appendix BO

A 28-day oral toxiclty study of Pilgment Yellow-14 In rats with a reccovery period of 2 weeks

Individual open field observation {(Recovery 1 week)

B-4680

Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4
0 0 0 0 0 1 1 1 1 1
0 0 0 0 1 0 0 0 0 1
Parameter 6 7 8 9 0 G T a 9 0
Posture {N,F,H) N N N N N N N N N N
Gait(L,0-3} o 0 g 0 0 0 0 0 ¢] 0
Arousal (1-5} 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 0 0 0 0
Convulsion (0-3) 4] Q 0 0 0 0 0 0 4] 0
Abnormal behavior(0-3) 0 0 0 0 0 0 0 0 4] 0
Grooming (0-2) a o 0 0 o o 0 0 0 0
Rearing 1 1 4 1 4 8 4 8 5 8
Crination (0-3} 0 0 0 0 0 0 0 4] 0 0
Defication count 0 0 0 Q 0 0 0 0 0 0
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Appendix 81

A 28-day oral toxliclty study of Pigment Yellow-14 in rats with a recovery periocd of 2 weeks

Individual open field observatlon {(Recovery 2 weeks)

B-4850

Dase (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 1 1 1 1 1
0 0 0 0 1 Q 0 0 0 1
Paramcter 6 T 8 8 Q 6 7 8 9 0
Posture (N.F,H} N N N N N N N N N N
Galt(i,0-3) 0 0 a 0 o 0 0 0 0 0
Arousal {1-5) 3 3 3 3 3 3 3 3 3 3
Tremor (0-3) 0 0 0 0 0 0 0 0 Q 0
Convulsion (0-3) 4] Q 0 0 0 0 ¢ 0 Q 0
Abnormal behavior(0-3) 0 0 0 [¢] 0 0 0 0 0 0
Grooming (0-2) 0 0 0 0 0 4] 0 0 0 0
Rearing 4 2 4 2 3 1 2 5 3 8
Urination (0-3) o 0 0 0 0 0 o 0 o 0
Deficatlon count 0 0 0 0 0 0 0 0 0 0
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Appendix B2

A 28-day oral toxicity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

Individual open fleld observation (Recovery 2 weeks)

B-4650

Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4
0 0 0 1) 0 1 1 1 1 1
0 Q [#] 0 1 0 0 0 0 1
Parameter 6 T 8 9 ¢] 4] ki 8 9 0
Posture (N,F,H) N N N N N N N N N N
Galt{ui.0-3) u 0 0 0 0 o 0 4] 1] 0
Arousal (1-5) 3 3 3 3 3 3 3 3 3 a
Tremor {0-3) 0 0 0 0 o 0 0 0 0 V]
Convulsion (0-3} 0 0 0 4] 0 [¢] 4] 0 0 1]
Abnormal behavior{0-3) ¢ 0 0 0 0 0 0 0 0 0
Grooming (0-2) 0 0 0 0 0 0 0 0 0 0
Rearing 3 1 3 1 2 3] 3 5 4 4
Urination (0-3) 0 o] 0 0 0 0 0 0 0 o]
Defication count 0 0 0 0 0 0 0 0 0 0
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Appendix 83 A 28-day oral toxicity study of Plgment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual manipulative test (4 weeks)
Dose (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 0 0 0 0 0 0 [¢] 0 ) 1 1 1 1 1 1 1 1 1 1
4] 0 0 0 0 L] 0 0 0 1 4] 0 0 0 0 0 0 0 0 1
Parameter 1 2 3 4 5 G 7 8 g9 0 1 2 3 4 5 6 7 8 9 0
Approach response (1-3) 2 2 2 2 2 2 2 2 2 2 ] 2 2 2 2 2 2 2 2
Touch response (1-3) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Auditory response (1-4) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Tail pinch response (1-4}) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 a 3 3 3 3 3
Pupillary reflex(P,F,L.R)} P P P P P P P P P P P P P P P P P P P P
Aerial righting reflex 0 0 0 0 0 [¢] 0 0 0 0 0 0 o 0 o (1} 0 0 Q 0
Landing foot splay 88 G4 83 67 67 105 114 43 108 13 59 44 81 76 26 57 81 38 65 46
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Appendix 84

A 28-day oral toxleity study of Pigment Yellow-14
Individual manipulative test {4 weeks)

Dose (mg/kg)} : 100

in rats with a recovery period of 2 weeks

B-4650

Male Female
2 2 2 2 2 2 2 2 2 2
4] 0 Q o o 1 1 1 1 1
0 0 4] o 0 4] [} 0 0 0
Parametcr 1 2 3 4 5 1 2 3 4 5
Approach response (1-3) 2 2 2 2 2 2 2 2 2 2
Toueh response (1-3) 2 2 2 2 2 2 2 2 2 2
Auditory response (1-4) 3 3 3 3 3 3 3 3 3 3
Tail pinch response (1-4) 3 3 3 3 3 3 3 3 K] 3
Puplilary reflex(P,F,L,R)} P P P P r P P r r P
Aerlal righting reflex 0 0 0 0 V] 0 0 0 0 0
Landing foot splay 82 91 53 122 91 T4 70 53 T8 83
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Appendix 85 A 28-~day oral toxlcity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

Individual manipulative test (4 weeks)

g8 1

Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
0 0 0 0 ¢] 1 1 1 1 1
0 0 0 0 [¢] 8] 4] o 0 0
Parameter i 2 3 4 5 1 2 3 4 5
Approach response (1-3) 2 2 2 2 2 2 2 2 2 2
Touch response (1-3) 2 2 2 2 2 2 2 2 2 2
Auditory response {1-4) K] 3 3 K] 3 3 3 3 3 3
Tail pinch response (1-4) 3 3 3 3 3 3 3 3 3 3
Puplllary reflex(P,F,L,R) P P P p P P p P P P
Aerial righting reflex 0 ¢] 0 0 0 0 0 0 0 [}
Landing foot splay 65 66 G1 42 a7 44 80 47 71 63
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Appendix 86 A 28-day oral toxicity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual manipulative test (4 weeks)
Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
0 0 0 ¢] 0 0 0 +] 0 0 1 1 1 1 1 1 i 1 1 1
0 0 0 0 [i] 0 0 ¢] Q 1 0 o 0 0 0 0 0 0 0 1
Parameter 1 2 3 4 5 8 i 8 9 0 1 2° 3 4 5 4] 7 8 9 0
Approach response (1-3) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Touch response (1-3) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Auditory response (1-4) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Tail pinch responsc (1-4) 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Pupillary reflex(P,F,L.R) P P P P P P P P P P P P P P r n 3 r P P
Aerial righting reflex 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Landing foot splay 61 52 81 87 67 104 T7 47 GO 85 96 49 91 37 a7 46 55 26 81 39
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Appendix 87T

A 28-day oral toxlcity study of Pigment Yellow-14

Individual manipulatlve test (Reccovery 2 weeks)

in rats with a recovery period of 2 weeks

Dose (mg/kg) : O
Male Female
1 1 1 1 1 1 1 1 1 1
Q 0 0 (1] 0 1 1 1 1 1
4] 0 0 L] 1 Q 4] 0 0 1
Parameter 6 i 8 9 0 G 7 8 g 0
Approach response (1-3} 2 2 2 2 2 2 2 2 2 2
Touch response (1-3} 2 2 2 2 2 2 2 2 2 2
Auditory response (1-4} 3 3 3 3 3 3 3 3 3 3
Tall pinch response (1-4) 3 3 3 3 3 3 3 3 3 3
Puplllary reflex{P,F,L,R) P P P P P P P P P P
Aerial righting reflex 0 0 0 0 0 4] 0 0 0 0
Landing foot splay 68 G4 54 68 69 439 72 48 T4 50

B-4650
|
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Appendix 88 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod ol 2 weeks
Individual manipulative test (Recovery 2 weeks)

Dose (mg/kg) : 1000

Male Female
4 4 4q 4 4 4 4 4 4 4
0 0 o] o] 0 1 1 1 1 1
0 0 4] 0 1 0 0 0 o] 1
Parameter G ki 8 a 0 6 ki 8 <] 0
Approach response (1-3) 2 2 2 2 2 2 2 2 2 2
Touch response (1-3) 2 2 2 2 2 2 2 2 2 2
Auditory response (1-4) 3 3 3 3 3 3 3 K] 3 3
Tail pinch response (1~4) 3 3 3 3 3 3 3 3 3 3
Pupillary reflex{P.F.L.R) P P P P P P b P P p
Aerial righting reflex 0 ] [¢] 0 ] a 0 0 0 [}

Landing foot splay 46 77 35 86 66 51 39 27 54 38
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Appendix 89 A 28-day oral toxlecity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual grip strength (4 wecek)

Dose (mg/kg) : O

Sex Animal Fore 1limb Hind 1imb
number g g
1001 1155 358
1002 T42 534
1003 1225 769
1004 1127 692
Male 10035 1001 511
100G 1055 578
1007 964 527
1008 1186 463
1009 1070 449
1010 877 578
Mean 1040 546
5.D. 1490 119
1101 1052 279
1102 1021 350
1103 1049 532
1104 a7l 569
Female 1105 T2b 570
1106 841 312
1107 1064 450
1108 777 430
1109 8GO 492
1110 704 541
Mean 896 453

S.D. 140 107
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Appendix €0 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual grip strength (4 week)

Dose (mg/kg) : 100

Sex Animal Fore limb Hind 1imb
number g 3
2001 398 426
2002 830 520
Male 2003 1205 593
2004 838 518
2005 1269 539
Mean 1028 519
S.D. 195 60
2101 1142 475
2102 8952 314
Female 2103 1116 597
2104 760 G114
2105 855 479
Mean 953 496

s5.D. 168 120
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Appendix 951

A 28-day oral toxicity study of Pigment Yellow-14 In rats with a recovery perlod of 2 weeks

Individual grip strength {4 wcek)

Dose (mg/kg)

1 300

B-4G50

Sex Animal Fore limb Hlind limb
number £ g
3001 1062 543
3002 907 470
Male 3003 946 485
3004 973 547
3005 1318 505
Mean 1041 512
5.D. 165 aa
3101 937 404
J102 977 322
Female 3103 1076 474
3104 719 517
31035 gas 447
Mean g11 433
5.D. 136 T4
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Appendix 92 A 2B-day oral toxicity study of Pigment Yellow-14 In rats with a recovery period of 2 wecks
Individual grip strength {4 week)

Dose (mg/kg) : 1000

Sex Anlmal Fore limb Hind 1imb
number E E
4001 819 365
4002 834 4G1
4003 1030 T47T
4004 970 545
Male 4005 824 460
4006 932 449
4007 1080 462
4008 1354 598
4009 1017 606
4010 1061 552
Mean 992 526
5.D. 161 109
4101 1110 569
4102 910 518
4103 1012 G72
4104 645 533
Female 4105 594 402
4106 1000 413
4107 857 527
4108 1137 748
4109 851 491
4110 814 593
Mean 933 547

5.D. 148 107
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Appendix 83 A 28-day cral toxlcity study of Pigment Yellow-14 in rats with & recovery perlod of 2 weeks
Individual grilp strength (Recovery 2 week)

Dose (mg/keg) : O

Sex Anlmal Fore limb Hind 1limb
number B B
1006 1095 556
1007 952 551
Male 1008 1083 545
1009 1282 506G
1010 1208 51T
Mean 1124 535
5.D. 127 22
1108 1060 521
1107 1153 540
Female 1108 1054 532
1109 1006 446
1110 849 404
Mean 1024 489

5.D. 112 80
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Appendlix 94

A 2B-day oral toxicity study of Pigment Yellow-14 1n rats with a recovery period of 2 weeks

Individual grip strength (Recovery 2 week)

B-4650

Dase {mg/Kkg) 1000
Sex Animal Fore limb Hind 1imb
number g E
4006 1058 615
4007 1295 466
Male 4008 1016 547
4009 1026 491
4010 1128 465
Mean 1104 517
S.D. 115 64
4106 1053 508
4107 1053 416
Female 4108 1092 620
4109 1136 506
4110 1141 470
Mean 1095 504
S.D. 43 75
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Appendlix 95 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks
Individual Motor activity (4 wecks)

Dose (mg/kg) : O

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

1001 390 348 248 43 4] 28 1063
1002 417 387 261 23 61 11 1160
1003 444 490 440 306 41 23 1744
1004 432 415 398 50 14 41 1350
Male 1005 333 201 10 52 268 220 1084
1006 313 335 223 54 6 148 1079
1007 466 440 454 326 110 259 2058
1008 370 297 270 244 248 173 1602
1009 463 389 435 417 279 10 1993
1010 420 287 12 16 330 118 1183
Mean 405 359 275 153 136 103 1431
5.D. 52 84 164 153 130 93 388
1101 az1 253 26 5 G 68 679
1102 439 341 117 0 0 321 1218
1103 457 378 444 417 248 14 1958
1104 344 202 82 227 148 221 1224
Female 1105 402 294 361 283 250 281 18561
1106 342 453 456 396 387 329 2363
1107 375 311 379 280 233 58 1636
1108 406 341 265 203 224 2086 1645
1109 468 444 377 283 8 0 1580
1110 387 394 403 270 384 87 1836
Mean 384 341 291 234 180 159 1609

5.D. 50 80 159 139 147 127 474
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Appendix 96 : A 28-day oral toxiclty study of Pligment Yellow-14 in rats with a recovery period of 2 weeks
Individual Motor activlity (4 weeks)

Dose {mg/kg) : 100

Interval (minutes)
S5ex Animal
number 0-10 10-20 20-30 30=-40 40-50 50-60 Total{0-60)

2001 403 356 140 38 28 30 995
2002 409 287 157 a2 11 GO 956
Male 2003 395 361 396 244 40 14 1450
2004 390 337 14 2 308 325 1377
2005 388 256 235 296 183 21 1389
Mean 397 319 188 122 118 90 1233
S.D. 9 46 141 137 130 133 237
2101 403 346 67 5 208 358 1387
2102 421 492 338 106 1 216 1576
Female 2103 389 350 183 15 46 326 1300
2104 378 350 209 322 327 2566 1842
2105 429 381 270 327 19 198 1624
Mean 404 384 214 155 120 271 1547

S.D. 21 62 102 160 142 89 210
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Appendix 97

A 28-day oral toxicity study of Plgment Yellow-14 In rats with a recovery period of 2 weeks
Individual Motor activity (4 weeks)

Dose (mg/kg)

: 300

B-4850

Interval (minutes)

Sex Animal
pumber 0-10 10-20 20-30 30-40 40-50 S0-60 Total(0-60)
3001 342 410 31 17 34 52 886
3002 421 498 397 156 11 10 14983

Male 3003 345 327 338 84 T8 14 1186
3004 403 az28 33 18 9 21 812
3005 309 279 164 56 27 21 856
Mean 364 368 193 113 32 24 1047
5.D. 46 86 170 58 28 17 290
3101 407 259 149 11 5 229 1060
3102 454 442 444 232 112 352 2036

Female 3103 399 231 67 27 2 12 738
3104 a85 414 354 273 89 333 1848
3105 aTo 298 162 3 59 292 1184
Mean 403 a29 235 109 53 244 1373
5.D. 32 94 157 132 49 138 548
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Appendix 98 A 28-day oral toxiclity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks
Individual Motor activity (4 weeks)

Dose (mg/kg) : 1000

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

4001 458 392 GO 213 36 180 1339
4002 397 251 37 32 26 G 749
4003 409 217 208 304 334 175 1797
4004 440 447 240 27 446 415 2015
Male 4005 341 297 355 305 263 301 1862
4006 313 303 322 308 92 231 1569
4007 431 370 363 402 243 28 1837
4008 411 326 99 17 15 34 902
4009 484 452 379 380 485 409 2580
4010 425 3 473 337 369 363 2358
Mean 411 351 263 233 231 214 1702
5.D. 51 T0 149 152 179 157 584
4101 392 256 1 141 189 108 1087
4102 413 351 57 17 8 2 848
4103 397 353 368 362 262 316 2058
4104 455 393 360 205 177 354 1944
Female 4105 414 325 195 135 271 303 1643
4106 392 239 25 261 152 230 1299
4107 386 385 486 271 11 112 1551
4108 383 80 3 25 83 63 G617
4108 387 455 330 3656 269 347 2133
4110 361 329 225 304 427 61 1707
Mean 396 315 195 209 185 190 1489

§.D. 27 109 162 127 130 134 815
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Appendlx 99 A 28-dny oral toxicity study of Pigment Yellow-14 1in rats with a recovery perlod of 2 weecks
Individual Motor actlvity (Recovery 2 weeks)

Dose {mg/kg) : O

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40~-50 50-60 Total{0-80)

10086 392 427 344 288 27 26 1504
1007 490 419 327 53 28 46 1363
Male 1008 442 403 345 39 0 13 1242
1009 427 433 340 a7 64 128 1429
1010 414 11 13 41 7 10 498
Mean 433 339 274 92 25 45 1207
5.D. 37 183 146 110 25 49 409
1106 382 317 28 4 55 3 789
1107 406 431 264 30 8 0 1139
Female 1108 340 336 112 123 264 17 1192
1109 466 - 236 6 0 36 241 985
1110 378 187 1 120 a1 18 735
Mean 394 301 82 55 79 56 968

5.D. 46 94 111 61 105 104 204
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Appendix 100 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks
Individual Motor activity (Rccovery 2 weeks)

Dose {mg/kg) : 1000

Interval (minutes})

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-G0 Total{0-60)

4006 450 414 3G9 315 417 311 2276
4007 397 404 370 320 240 258 1989
Male 4008 382 az26 307 82 13 10 1120
4009 454 442 375 345 93 11 1720
4010 453 407 425 375 412 384 2456
Mean 427 399 369 287 235 195 1912
S.0. 35 43 42 117 183 174 524
4106 388 as57 79 5 11 2 842
4107 319 131 64 3 G2 51 820
Female 4108 362 309 322 1 14 71 10789
4109 473 399 329 27 113 219 1560
4110 363 379 a87 98 26 12 1265
Mean 3al1 315 2306 27 43 71 1073
5.D. 57 108 153 41 42 87 365
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Appendix 101

A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual body weight (Administraticon period)

B-4650

Dose (mg/kg) : O
Day of administration
Sex Animal Galn
number 1 4 7 10 14 17 21 24 28 1-28
1001 239 263 286 308 a37 354 376 387 412 173
10902 258 275 289 305 326 340 361 a76 394 138
1003 235 249 273 202 321 334 381 370 393 158
1004 237 256 280 303 334 350 365 aTT 408 189
Male 1005 244 267 296 a12 335 349 380 387 413 1G98
1006 239 253 273 285 303 308 326 328 340 101
1007 231 245 258 276 295 307 321 327 343 112
1008 241 267 286 306 az25 339 353 382 380 139
1009 239 269 297 g17 346 aB7 399 413 442 203
1010 228 242 264 284 a1 335 355 anT 388 160
Mean 239 259 280 299 323 338 360 369 351 152
5.D. 8 11 13 14 16 19 23 26 31 30
1101 187 185 204 218 228 240 245 242 251 64
1102 180 182 194 207 228 218 227 241 247 67
1103 186 196 212 216 235 248 252 258 268 82
1104 186 197 200 203 216 235 232 237 247 61
Female 1105 171 is1 188 200 209 208 224 235 244 T3
1106 184 190 200 203 216 229 241 240 255 71
1107 192 204 215 225 241 249 269 274 286 94
1108 176 200 209 220 228 221 229 243 252 76
1109 186 194 191 210 224 234 243 240 249 63
1110 192 203 208 210 220 235 240 243 254 62
Mean 184 193 202 211 224 232 240 245 255 T1
5.0, 7 8 9 B 10 13 13 12 13 10
Unit : g
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Appendix 102 A 28-day oral toxicity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

Individual body welght (Administration period)

Dose (mg/kg) : 100

B-4650

Day of administration
Sex Anlmal

Gain

number 1 4 T 10 14 17 21 24 28 1-28

2001 242 264 288 303 327 344 364 375 397 155

2002 245 267 293 316 335 352 370 373 400 1556

Male 2003 235 260 286 308 345 a55 384 392 419 184
2004 234 248 270 285 315 323 344 346 373 139

2005 237 256 283 304 336 a57 381 386 418 181

Mean 239 259 284 303 332 3486 369 374 401 163

5.D. ] 7 9 11 11 14 16 18 19 18

2101 178 179 195 203 215 222 237 235 247 88

2102 187 195 203 209 224 240 252 260 269 82

Female 2103 188 192 200 218 233 228 247 252 262 76
2104 177 196 201 211 218 225 239 250 208 81

21056 193 200 200 218 230 238 245 243 255 G2

Mean 184 192 200 212 224 231 244 248 258 74

S.D. ki 8 3 T a 8 6 g 8 8

Cnit : g
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Appendix 103
Individual body weight (Administration period)

Dose (mg/kg) : 300

A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

B-46

Day of administration
Sex Animal

Galn

number i 4 7 10 14 17 21 24 28 1-28

3001 241 263 278 297 317 329 344 351 371 130

3002 241 262 281 296 315 319 345 360 379 138

Male 3003 245 285 285 299 321 336 356 371 392 147
3004 229 249 273 295 316 334 360 359 386 157

3005 232 251 266 274 298 307 328 332 362 130

Mean 238 258 277 292 313 325 347 355 378 140

S.D. T 7 7 10 9 12 12 15 12 12

3101 174 175 193 200 217 218 231 236 246 T2

3102 184 200 212 219 225 230 237 251 261 7

Female 3103 185 187 196 152 202 216 225 225 243 58
3104 186 188 208 223 236 247 253 254 259 73

3105 191 202 210 226 236 244 255 255 269 T8

Mean 184 180 204 212 223 231 240 244 256 2

$.D. 6 i1 9 15 14 14 13 13 11 8

Unit : g
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B-4650

Appendix 104 A 28-day oral toxicity study of Pigment Yellow~1l4 In rats wlth a recovery period of 2 weeks
Individual body welght (Administratlion period)}

Dose (mg/kg) : 1000

Day of administratlion

Sex Anlmal Gain
number 1 4 7 10 14 17 21 24 28 1-28
4001 238 254 279 295 321 338 357 367 396 158
4002 240 262 284 308 335 348 372 374 400 160
4003 245 260 282 301 328 345 362 372 391 1486
4004 235 256 279 202 318 339 358 364 387 152
Male 4005 240 245 256 269 290 303 317 323 340 100
4006 247 270 292 314 341 359 381 387 407 160
4007 241 260 287 309 336 354 372 384 413 172
4008 - 231 243 259 279 303 316 338 339 362 131
4009 236 254 268 291 307 326 344 361 371 136
4010 234 257 277 285 316 331 353 367 384 150
Mean 239 256 276 295 J19 336 355 63 a8b 146
5.D. B 8 12 14 16 17 195 20 22 20
4101 195 197 204 205 214 224 238 237 242 AT
4102 185 195 200 217 231 238 247 248 260 75
4103 180 186 202 214 224 224 234 238 244 64
4104 185 186 199 211 221 225 233 233 238 53
Female 4105 176 185 189 193 201 210 217 222 230 54
4106 179 182 197 199 213 219 228 229 240 61
4107 192 197 203 208 218 235 245 254 267 75
4108 186 188 206 216 222 231 238 232 246 80
4109 185 191 197 214 226 231 245 246 253 68
4110 194 195 207 223 230 236 256 253 282 68
Mean 186 190 200 210 220 227 238 239 248 63
5.D. 6 [} 5 9 9 <] 11 11 12 9

Unit : g
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Appendix 105

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual body weilght

Dose (mg/kg)

H )

{Recovery perilod)

B-4650

Day of recovery

Sex Animal Gain
number 1 3 ki 10 14 1-14
1006 343 353 372 381 389 46
1007 342 348 366 368 377 a5
Male 1008 381 388 406 416 430 49
1009 440 451 474 479 497 57
1010 387 304 408 417 432 45
Mean 378 387 405 412 425 48
S$.D. 40 41 42 43 47 8
1i06 247 253 266 261 266 19
1107 281 288 298 297 298 17
Female 1108 249 260 266 265 271 22
1109 251 243 252 271 269 18
1110 255 261 274 267 268 13
Mean 257 281 271 272 274 18
5.D. 14 16 17 14 13 3
Unit : g
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Appendix 106

A 28-day oral toxiclty study of Plgment Yellow-14 In rats with a recovery period of 2 weeks

Individual body weight (Recovery perlod}

Dose (mg/kg)

¢ 1000

B-4650

Day of recovery

Sex Animal Gain
number 1 3 T 10 14 1-14
4006 408 415 436 448 464 56
4007 407 419 444 452 475 G8
Male 4008 362 370 390 394 406 44
4009 369 377 385 403 4186 47
4010 383 388 403 408 422 39
Mean 388 394 414 421 437 51
5.D. 21 22 25 27 31 11
4106 235 241 248 248 267 22
4107 269 270 276 278 290 21
Female 4108 244 259 267 260 283 19
4109 251 253 261 266 277 26
4110 2Gb 270 282 291 295 30
Mean 253 259 267 269 276 24
§.D. 14 12 13 17 i6 4
Unit : g
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B-4650

Appendix 107 A 28-day oral toxlecity study of Pigment Yellow-14 1n rats with a recovery period of 2 weeks
Individual food consumption {Administration perlod)

Dose (mg/kg) : ©

Day of administration

Sex Animal
number 1 4 7 10 14 17 21 24 28
1001 23 21 21 21 20 19 20 19 20
1002 27 24 20 20 18 20 20 20 19
1003 24 19 20 21 21 18 20 19 18
1004 26 20 21 22 22 21 22 21 21

Male 1005 26 24 23 23 22 20 22 20 21
1006 24 20 20 19 16 15 15 14 15
1007 22 19 16 19 17 17 17 15 16
1008 27 23 23 24 21 19 20 19 18
1009 24 23 23 24 24 21 24 21 22
1010 22 17 18 20 20 19 19 20 19
Mean 25 21 21 21 20 19 20 19 19
5.D. 2 2 2 2 2 2 3 2 2
1101 18 13 16 16 15 13 13 13 13
1102 16 15 16 15 17 14 16 15 14
1103 20 16 16 16 18 16 16 17 15
1104 15 17 14 15 15 14 13 12 15

Female 1105 13 15 14 16 16 12 16 16 15
1106 19 15 14 15 14 15 15 14 14
1107 20 16 17 17 18 15 17 16 16
1108 14 18 16 16 17 13 18 18 16
1109 19 15 15 17 18 15 18 i4 14
1110 16 15 13 14 15 15 13 12 13
Mean 17 18 15 16 18 14 156 15 15
S.D. 3 1 i 1 1 1 2 2 1

Unit : g/rat/day
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Appendix 108

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual focod consumption (Administration period)

B-4650

Dose (mg/kg) 100
Day of administration
Sex Animal
: number 1 4 7 10 14 17 21 24 28
2001 27 23 23 21 21 20 20 18 19
2002 24 23 22 22 22 20 20 18 19
Male 2003 26 22 23 21 25 20 22 21 20
2004 23 20 19 19 19 18 18 16 18
2005 26 22 24 24 25 24 26 24 26
Mean 25 22 22 21 22 20 21 19 20
$.D. 2 1 2 2 3 2 3 3 3
2101 17 13 15 13 14 13 14 12 14
2102 20 16 16 16 18 18 18 16 16
Female 2103 20 i5 16 17 17 13 16 16 14
2104 14 17 14 14 15 15 17 16 15
2105 18 16 14 16 15 16 16 13 15
Mean 18 15 15 15 16 15 16 15 15
5.D. 3 2 1 2 2 2 1 2 1
Unit : g/rat/day
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Appendix 109

A 28-day oral toxiclty study of Pigment Yellow-14 1n rats with a recovery period of 2 weeks

Individual food consumption {Administration perilod)

B-4650

Dose (mg/kg) : 300
Day of adminlstratlon
Sex Animal
number 1 4 ki 10 14 17 21 24 28
3001 24 23 22 20 20 19 i8 19 18
3002 24 23 22 19 18 16 18 B 18
Male 3003 24 24 21 19 19 18 19 i9 20
3004 22 21 22 22 21 22 22 19 21
3005 20 20 20 1T 17 15 17 17 17
Mean 23 22 21 19 19 18 15 18 19
5.D. 2 2 1 2 2 3 2 1 2
3101 16 14 15 14 14 12 14 15 14
3102 13 17 15 14 14 15 16 16 16
Female 3103 18 14 15 13 i5 15 15 15 15
3104 17 14 17 16 16 15 15 15 15
3105 20 19 18 19 18 16 17 14 15
Mean 17 16 16 15 15 15 15 15 15
5.D. 3 2 1 2 2 2 1 1 1
Unit g/rat/day
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Appendix 110 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual food consumption (Administration period)

Dose {mg/kg) : 1000

Day ol administration

Sex Anfmal
number 1 4 7 10 14 17 21 24 28
4001 23 20 20 18 19 18 18 19 20
4002 23 22 23 21 21 19 21 18 20
4003 24 21 21 21 22 21 22 20 20
4004 24 20 20 i8 19 19 19 19 19

Male 4003 23 17 17 17 19 13 18 16 17
4006 23 22 23 23 23 21 22 20 21
4007 24 20 21 20 21 21 21 21 21
4008 23 19 19 20 22 19 21 18 19
4009 23 20 20 20 19 19 20 17 18
4010 23 21 20 20 19 19 21 19 21
Mean 23 20 20 20 20 20 20 19 20
5.D. 0 1 2 2 2 1 i 1 1
4101 17 14 13 13 13 12 13 15 13
4102 19 16 16 16 16 16 156 15 15
4103 16 16 17 16 15 14 15 14 14
4104 18 15 16 14 15 12 13 13 13

Female 4105 15 14 14 13 13 13 12 11 13
4106 15 14 14 12 14 13 13 13 13
4107 20 1T 17 16 17 18 18 17 18
4108 20 15 17 16 15 1o 15 14 18
4108 18 15 15 15 15 14 15 13 13
4110 18 i6 17 16 15 15 18 14 15
Mean 18 15 18 15 15 14 15 14 14
5.D. 2 1 2 2 1 2 2 2 2

Unit : g/rat/day
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Appendix 111 A 28-day oral toxliclity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual food consumption (Recovery period)

Dogse (mg/kg) : O

Day of recovery

Sex Animal
number 3 T 10 14
1006 22 23 23 24
1007 21 23 22 24

Male 1008 25 28 27 29
1009 28 29 28 31
1010 24 24 23 25
Mean 24 25 25 27
S.D. 2 3 3 3
1106 15 19 18 19
1107 i9 20 20 20

Female 1108 23 20 18 21
1109 15 21 24 21
1110 18 21 19 21
Mean 18 20 20 20
5.D. 3 o1 2 1

Unit : gfrat/day
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Appendix 112 A 28-day oral toxlelity study of Plgment Yellow-14 In rats with a recovery period of 2 weeks
Individual food consumption {(Recovery perlod)

Dose (mg/kg) : 1000

Day of recovery

Sex Animal
number 3 7 10 14
4006 26 28 27 30
4007 28 29 28 32

Male 4008 24 26 24 27
4009 23 26 26 29
4010 25 26 24 27
Mean 25 27 28 29
S.D. 2 1 2 2
4106 15 18 18 18
4107 19 24 23 25

Female 4108 21 20 17 19
4109 17 21 21 22
4110 19 22 21 22
Mean 18 21 20 21
S.D. 2 2 2 3

Tnit : g/rat/day
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Appendix 113 A 28-day oral toxiclty study of Plgment Yellow-14 1n rats with a recovery perliod of 2 weeks
Individual urinalysis (4 weeks)
Dose (mg/kg) : O
1) 2} 8)
Sex Anlmal pH Pro- Ketone Urobi-
numbher tein body linogen
1001 5.0 + - - 4 Y
1002 8.0 + - - - +— Y
1003 8.5 + - + Y
1004 g.0 + - - - += Y
Male 1005 2.0 + - - - += Y
1006 8.5 - ‘- - - +- Y
1007 5.0 += - - - +- Y
1008 8.5 ++ + - - +- Y
1009 8.5 ++ + - +- Y
1010 8.0 + +- - - - Y
1101 7.0 + - - - - + - Y
1102 7.5 - - - - +— Y
1103 7.0 - - - - +- Y
1104 7.0 - - - - +- Y
Female 1103 8.0 + - - - Y
1106 8.0 - - - - Y
1107 8.0 + + - + Y
1108 7.0 - - +- Y
1109 8.5 +- - += Y
1110 8.0 +— - +=- Y
1) 0 - 6 mg/dL +- 1 10 - 20 mg/dL + 3 ++ : 100 - 200 mg/dL +++ : 250 - 400 mg/dL : >400 mg/dL
2) : 0 mg/dL +- 1 5 mg/dL + o ++ : 30 - 45 mg/dL +++ 1 60 - 80 mg/dL : >80 mg/dl
3) - ¢ 0 -~ 10 mg/dL +- @ 30 - 50 mg/dL + ¢ T0 - 100 mg/dL ++ : 150 - 200 mg/dL e 300 - 500 mg/dL 1 21000 mg/dL
4) - : 0 mg/dl += : 0.03 mg/dL + : 0.068 - 0.1 mg/dL. ++ : 0.2 - 0.5 mg/dL P
5) - : 0 mg/dL += 1 0.2 mg/dL + : 0.5 - 1.0 mg/dL. ++ 2.0 - 4.0 mg/dL +++ : 6.0 - 10.0 mg/dL : »>10.0 mg/dL
6) +- : 0.2 - 1.0 mg/dL. + : 2.0 - 3.0 mg/dL + 1 4.0 - 6.0 mg/dL  +++ 8.0 -~ 12.0 mg/dL ++++ ; >12.0 mg/dL
7) LY : Light yellow Y : Yellow Y : Dark yellow
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Appendix 114 A 28-day oral toxicity study of Plgment Yellow-14 In rats with a recovery pericd of 2 weeks
Individual urinalysis (4 weeks)

Dose (mg/kg) : O

URINE SEDIMENT

CRYSTALLIZATION
Sex Animal

number RBC WBC SEC SREC Cast 3] co

1001
1002
1003
1004
Male 1005
1006
1007
1008
1009
1010

o
[ N T T B |

*

i
LI |
2 T B B |
LI A |
| I |

1
+
I
I
1
+

1
+
I
I
[}

LI I I |
L}
+
]
1
1

LI O R B |
[}

1101
1102
1103
1104 .
Female 1105 - - += - -
1106
1107
1108 - - -
1109 - - +-
1110 - - +-

LI I I |
|
+
|
]

LI I |
1

[}
[}
+ +
LI}
1 I
] I

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithellal Cell +=- : Slight

PS : Phosphate Salts + 1 Mild

Cco : Calcium Oxalate ++ : Moderate
+++ : Severe
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B-4650

Appendix 115 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual water intake and urinalysls (4 weeks)

Dose (mg/kg) : O

Water Urine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mosm/kg
1001 b4 12.4 1048
1002 37 8.0 1250
1003 as 4.0 2134
1004 36 4.6 1620
1005 41 5.4 1986
1006 27 3.0 2322
Male 1007 33 8.5 1224
1008 38 3.8 1950
1009 32 2.4 1876
1010 31 T.7 2152
Mean 37 5.0 1756
S.D. 7 3.1 445
1101 43 2.8 1944
1102 33 7.8 1288
1103 31 3.9 15886
1104 44 8.7 1208
1105 31 7.3 1274
1106 . 36 7.7 872
Female 1107 37 3.6 2474
1108 34 4.1 1388
1108 33 3.9 1944
1110 34 4.8 1652
Mean 36 5.5 1563
5.D. a 2.2 462
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Appendix 116 A 28-day oral toxicity study of Pigment Yellow~14 In rats with a recovery perlod of 2 wecks
Individusal urinalysis (4 weeks)
Dose (mg/kg) : 100
1} 2) 3) 4) 5) 8) )

Sex Animal pH Pro- Ketone Glu- Qccult Bili- Urobi- Color

number tein body cose blood rubin 1inogen

2001 B.5 += - - - - *- Y

2002 8.5 += - - - - +- Y
Male 2003 8.0 += - - - - +- Y

2004 8.5 +- - - - - +- Y

2005 8.0 +- - - - - - Y

2101 8.0 + - - - +- Y

2102 8.0 - - - - +- Y
Female 2103 8.0 .- - - - +- Y

2104 8.5 = - - +- Y

2105 8.0 + - - - += Y
1) -0 -5 mg/dL +~ 1 10 - 20 mg/dL + 1 30 - 70 mg/dL ++ 1 100 - 200 mg/dL ++4+ 3 250 ~ 400 mg/dL ++++ 1 >400 mg/dL
2) - 0 mg/aL +- : 5 mg/dL + 1 10 - 20 mg/dL ++ : 30 - 45 mg/dL +++ : 80 - B0 mg/dL ++++ : >80 mg/dL
3) - : 0 - 10 mg/dL +- 1 30 - 50 mg/dL + 70 - 100 mg/dL ++ 1 150 - 200 mg/dL +++ @ 300 - 500 mg/dL ++++ 1 21000 mg/dL
4) = : 0 mg/dL += 1 0.03 mg/dL + : 0.06 - 0.1 mg/dl. ++ : 0.2 -~ 0.5 mg/dL +++ 1 21.0 mg/dL
3) - : 0 mg/dL += 1 0.2 mg/dL +: 0.5 - 1.0 mg/dL  ++ : 2.0 - 4.0 mg/dL +++ : 6.0 - 10.0 mg/dL ++4++ : >10.0 mg/dL
8} +-: 0.2 ~1.0mg/dl + : 2.0 - 3.0 mg/dL. ++ : 4.0 -~ 6.0 mg/dL +++ : 8.0 - 12.0 mg/dL ++++ L >»12.0 mg/dL
7} LY : Light yellow Y : Yellow DY : Dark yellow
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Appendix 117 A 28-day oral toxiclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual urlnalysis {4 wecks)

Dose (mg/kg) : 100

URINE SEDIMENT

CRYSTALLIZATION
Sex Animal

number RBC WBC 5EC SREC Cast PS co

2001 - - - - - - -
2002 - - - - - - -
Male 2003 - - *- - - - -
2004 - - .-
2005 - - -

2101 -
2102 -
Female 2103 -
2104 -
2105 -

+

]
L I I )
| I T B

1

[N I I |
+
]

¥+
]
I
1
1

SEC : Squamous Eplthellal Cell -
SREC : Small Round Eplthellal Cell -
PS ; Phosphate Salts +
co : Caleium Oxalate ++
+++

Negative
Slight
Mild
Moderate
Severe
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Appendix 118

A 28-day oral toxlcity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

Individual water intake and urinalysls (4 weeks)

B-4650

Dose (mg/kg) : 100
Water Urine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mOsm/kg
2001 39 6.4 1370
2002 44 13.¢6 048
2003 35 12.8 1574
Male 2004 32 6.2 1740
2005 39 10.2 2094
Mean 38 9.8 1545
S.D. 5 3.4 426
2101 25 1.7 3082
2102 34 11.2 1464
2103 26 5.4 1420
Female 2104 30 10.3 1354
2105 37 3.0 1898
Mean a0 G.3 1304
5.0. 5] 4.3 T26
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Appendix 119 A 28-day oral toxlicity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Individual urinalysis (4 weeks)
Dose {mg/kg) : 300
1) 2) 3) 4) 5) 6) 7)
Sex Animal pH Pro- Ketone Glu- Occult Bili- Uraobl- Color
number telin body cose blood rubin linggen
3001 8.5 + - - - +- Y
3002 8.5 +- - - - - +- Y
Male 3003 9.0 - - - - +-= Y
3004 8.0 - - - += Y
3005 8.5 - - - 4= Y
3101 8.5 += - - - - +-= Y
3102 7.5 + - - - - Y
Female 3103 8.0 - - - - - - Y
3104 6.5 + + - - + ¥
3105 8.5 + + - - + Y
1) - 0 - 5 mg/dL +- 10 - 20 mg/dL + : 30 - 70 mg/dL ++ 1 100 - 200 mg/dL +++ : 250 - 400 mg/dL ++++ 1 >400 mg/dL
2) - 0 mg/dL +- 1 5 mg/dL + : 10 - 20 mg/dL ++ 1 30 - 45 mg/dL +++ ¢ B0 - 80 mg/dL ++++ ¢ >BO mg/dL
3) - : 0 - 10 mg/dL += 1 30 - 50 mg/dL + 70 - 100 mg/dL ++ 1 150 - 200 mg/dL +++ : 300 - 500 mg/dL ++++ : 21000 mg/dL
4} - : 0 mg/dL +- 1 0.03 mg/dL + : 0,06 - 0.1 mg/dL. ++ : 0.2 - 0.5 mg/dL +++ : 21.0 mg/dL
5) - : 0 mg/dL += 1 0.2 mg/sdL + : 0.5 - 1.0 mg/dL ++ : 2.0 - 4.0 mg/dL +++ 1 5.0 - 10.0 mg/dL  4+++ ; >10.0 mg/dL
6) »- 0.2 « 1.0 mg/dL. + : 2.0 - 3.0 mg/dL. ++ : 4.0 - 6.0 mg/dL +++ : 8.0 - 12.0 mg/dL ++++ : >12,0 mg/dL
7y LY Light yellow Y : Yellow DY : Dark yellow



Appendix 120

A 2B-day oral toxicity study of Pigment Yellow-14 In rats with a recovery perlod of 2 weeks

Individual urinalysis (4 weeks)

Dose (mg/kg) : 300

B-4650

URINE SEDIMENT

Sex Anlmal
number RBC

WBC SEC SREC Cast

CRYSTALLIZATION

Ps

Cco

3001 -
3002 -
Male 3003 -
3004 -
3005 -

3101 -
3102 -
Female 3103 -
3104 -
3105 -

0z1-1

PS : Phosphate Salts
Cco : Calelum Oxalate

SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell »= ¢ Slight

+ : Mild
++ ! Moderate
+++ @ Severe
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Appendix 121 A 28-day oral toxlicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual water Intake and urinalysis (4 wecks)

Dose (mg/kg) : 300

Water Urine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mism/kg
3001 41 6.8 1816
3002 65 24.7 476
3003 41 5.4 1330
Male 3004 59 15.1 1222
3005 43 12.7 1162
Mean 50 12.9 1201
S.D. 11 T.7 480
3101 27 4.8 2236
Jio2 J1 4.9 1694
3103 57 17.5 810
= Female 3104 41 6.2 1488
. 3105 36 3.7 1442
p—t
& Mean 38 7.4 1534
S.D. 12 5.7 513
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Appendix 122 A 28-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Individual urinalysis (4 weeks)
Dose (mg/kg) : 1000
1) 2) 3) 4) 5) 6) T)
Sex Animal pH Pro- Ketone Glu- Qccult Bili- Urobl-~ Color
number tein body cose blood rubin linogen
4001 8.5 +- - - - Y
4002 8.5 +- - - - - += Y
4003 9.0 + - - += Y
4004 8.5 - += - - - - Y
Male 4005 8.5 + +- - - - = Y
4006 8.5 + - - - + Y
4007 8.5 = - - - - += Y
4008 8.5 - - - - - +- Y
4009 8.5 + - - - - +n Y
4010 8.0 - + - - - + Y
4101 8.5 +— - - - - = Y
4102 8.5 + - - - - +- Y
4103 6.0 + += - - - +- Y
4104 7.0 - + - - - ++ Y
Female 4105 8.5 e - - - - = Y
4108 B.5 + +- += - - +- Y
4107 8.0 + - - - - +- Y
4108 7.8 L - - +- Y
4109 8.5 - - - - - Y
4110 8.0 +— - - +- - += Y
1) - : 0 -5 mg/dL +~ 1 10 - 20 mg/dL + 1 30 - 70 mg/dL ++ : 100 - 200 mg/dL +++ 1 250 - 400 mg/dL  ++++ : >400 mg/dL
2) - : 0 mg/dL +- : § mg/dL + : 10 - 20 mg/dL ++ 1 30 - 45 mg/dL +++ : 60 - BO mg/dL ++++ 1 >80 mg/dL
31 - : 0 - 10 mg/dL +- : 30 - 50 mg/dL + ¢ 70 - 100 mg/dL ++ 31 150 - 200 mg/dL +++ : 300 - 500 mg/dL +++4 1 21000 mg/dL
4) : 0 mg/dL +- : 0.03 mg/dL + : 0.06 - 0.1 mg/dl. ++ : 0.2 - 0.5 mg/dL +++ : 21.0 mg/dL
5) : 0 mg/dL += 3 0.2 mg/dL + : 0.5 - 1.0 mg/dL ++ 1 2.0 - 4.0 mg/dL +++ 1 6.0 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- :0.2 ~1.0mg/dl + : 2,0 - 3.0 mg/dl. ++ : 4,0 - 8.0 mg/dL. +++ : 8.0 - 12.0 mg/dL ++++ ; >12.0 meg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Appendix 123

A 28-day oral toxicity study of Pigment Yellew-14 in rats with a recovery pericd of 2 weeks

Individual urinalysis (4 weeks)
Dose (mg/kg) : 1000

B=4850

Sex

URINE SEDIMENT

Animal
number RBC

WBC SEC SREC Cast

CRYSTALLIZATION

Ps

Cco

Male

4001 -
4002 -
4003 -
4004 -
4005 -
4006 -
4007 -
4008 -
4009 -
4010 -

[ ]
+ +
[}

t

(B
+
'

Female

4101 -
4102 -
4103 -
4104 -
41056 -
4106
4107
4108
4109
4110

]
+
]
I

¥
+
]
I

LI U ]
+
]
]

SEC :
SREC :
PS
Cco

Squamous Eplithelial Cell - : Negative
Small Round Epithelial Cell +=- ¢t Slight

Phosphate Salts

: Calcium Oxalate

+ : Mild
++ 1 Moderate
+++ @ Severe
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Appendix 124 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery perlod of 2 weeks
Indlvidual water Intake and urinalysis (4 weeks)

Dose (mg/kg) : 1000

Water Crine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mosm/kg
4001 a8 11.7 1154
4002 35 T.8 2054
4003 39 6.7 2046
4004 45 6.6 1876
AD05 45 5.2 1754
4006 8T 4.1 1946
Male 4007 44 9.6 1696
4008 37 6.1 1848
4009 42 7.1 1502
4010 35 T.8 2066
Mean 43 7.3 1795
5.D. g 2.2 289
4101 42 4.4 1788
4102 25 5.0 1892
4103 29 4.7 1846
4104 30 1.7 2522
4105 34 5.0 1208
4106 28 2.6 1590
Female 4107 45 7.3 1176
4108 52 6.7 1152
4109 34 7.5 14908
4110 94 9.9 1564
Mean 41 5.5 1624
S.D. 20 2.4 418
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Appendix 125 A 28-day oral toxicity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual urinalysis (Recovery)
Dose (mg/kg) : 0
1} 2} 3) 4) 5) G) 7)
Sex Animal pH Pro- Ketone Glu- QOccult Bili- Urobi- Color
number telin body cose blood rubin 1linogen
1006 8.5 +++ + - + Y
1007 9.0 + - - - - +e Y
Male 1008 8.5 + - - - Y
10090 8.5 Ll - - - - + Y
1010 9.0 ++ +— - - - +- Y
1106 8.0 - - - - + Y
1107 8.5 + +- - - + Y
Female 1108 8.5 += - - - - Y
1109 8.5 + - - - +- Y
1110 7.0 + - - - - + Y
1) - : 0 -5 mg/dL +- 10 - 20 mg/dL + 1 30 - 70 mg/dL ++ 1 100 - 200 mg/dL +++ @ 250 - 400 mg/dL  ++++ : >400 mg/dL
2} - : 0 mg/dL += 5 mg/dL + 10 - 20 mg/dL ++ @ 30 - 45 mg/dL +++ 1 60 - B0 mg/dL ++++ 1 280 mg/dl
a) - : 0 - 10 mg/dL +- 1 30 -~ 50 mg/dL + : T0 - 100 mg/dL ++ 1 150 - 200 mg/dL +++ : 300 -~ 500 mg/dL ++++ 1 21000 mg/dL
4) - : 0 mg/dL +=- 1 0.03 mg/dL + : 0.06 - 0.1 mg/dL. ++ : 0.2 - 0.5 mg/dL w4+ 3 21.0 mg/dL
3) : 0 mg/dL +=- : 0.2 mg/dL + : 0.5 - 1.0 mg/dL ++ 1 2,0 - 4.0 mg/dL +4++ 1 6.0 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- :10.2-1.0mg/dl. + : 2.0 - 3.0 mg/dL. ++ : 4.0 - 6.0 mg/dl. +++ : 8.0 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Appendix 126 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks

Individual urinalysis (Recovery)}

Dose (mg/kg) : O

URINE SEDIMENT

CRYSTALLIZATION
Sex Animal
number RBC WBC SEC SREC Cast PS Cco
1006 - - - - - = -
1007 - - +- - - - -
Male 1008 - - +- - - += -
1009 - - +- - - += -
1010 - - . - - - -
1106 - - +~ - - - -
1107 - - - - - - -
Female 1108 - - +- - - - -
1109 - - +- - - - -
1110 - - - - - += -
SEC : Squamous Epithellal Cell - : Negative
SREC : Small Round Epithellial Cell +- 1 Slight
PS ; Phosphate Salts + : Mild
co : Calclum Oxalate ++ : Moderate

+++ : Severe
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A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual water Intake and urinalysis (Recovery)

B-4650

Dose (mg/kg) : O

Water Urine Osmolality

Sex Animal intake volume
number mL/24h mL/24h mosm/kg
1006 33 5.9 2392
1007 39 9.7 2148
1008 38 8.6 2356
Male 1009 56 6.0 2792
. 1010 34 6.3 2532
Mean 40 6.9 2444
$.D. 9 1.6 238
1106 90 10.1 1146
1107 29 6.0 2022
1108 44 12.3 1524
Female 1109 24 4.3 2590
1110 68 5.1 2594
Mean 51 7.6 1975
5.D. 28 3.5 543
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Appendix 128 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perilod of 2 weeks
Individual urlnalysis (Recovery)
Dose (mg/kg) : 1000
1) 2) 3) 4) 5} 6) 7)
Sex Animal pH Pro- Ketone Glu- Occult B111- Urobi- Color
number teln body cose blood rubin 1linogen
4008 9.0 +H+ +- - - - * Y
4007 8.5 - - - - - - - Y
Male 4008 9.0 -+ - - - - - Y
4009 8.5 + - - - - - Y
4010 8.0 + - - - = Y
4106 8.0 *= - = - - +- Y
4107 8.0 - - +- Y
Female 4108 8.5 + - - - +- Y
4109 B.0 +- +- - - - +- Y
4110 8.0 e - - - += Y
1) - 0 - 5 mg/dL +- 1 10 - 20 meg/dL + 1 30 - 70 mg/dL ++ : 100 - 200 mg/dL #4s 1 250 - 400 mg/dl. ++++ @ >400 mg/dL
2) : 0 mg/dL +- : 5 mg/dL + 3 10 - 20 mg/dL ++ : 30 - 45 mg/dL +++ 1 60 - 80 mg/dL ++++ @ >80 mg/dL
3) - : 0 - 10 mg/dL +- : 30 - 50 mg/dL + ¢ 70 - 100 mg/dL ++ 1 150 - 200 mg/dL +++ 1 300 - 500 mg/dL  ++++ @ 21000 mg/dL
4} - 1 0 mg/dL += : 0.03 mg/dL + 10,06 - 0.1 mg/dL. ++ : 0.2 - 0.5 mg/dL +++ 1 21.0 mg/dL
5) - : 0 mg/dL +- 1 0.2 mg/dL + 1 0.5 - 1.0 mg/dL.  ++ : 2.0 - 4.0 mg/dL +++ 1 6.0 - 10.0 mg/dL ++++ : »>10.0 mg/dL
6) +- :0.2-1.0mg/dL + : 2.0 - 3.0 mg/dL. ++ : 4.0 - 6.0 mg/dL +++ : B.0 - 12.0 mg/dL ++++ : >12.0 mg/dL
7y LY : Light yellow Y : Yellow DY : Dark yellow
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Appendix 129 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual urinalysis (Recovery)

Dose {(mg/kg) : 1000

URINE SEDIMENT

CRYSTALLIZATION
Sex Animal
number RBC wBC SEC SREC Cast PS co

4006 - - +- - - - -
4007 - - T - - - - -
Male 4008 - - +- - - = -
4009 - - +- - - += -
4010 - - *- - - - -

4106 - - +- - - - -
4107 -
Female 4108 -
4109 -
41190 -

LI I |
+
1
1
1
1
1

SEC : Squamous Epithellal Cell - : Negative

SREC : Small Round Eplthelial Cell +- @ 51light

PS : Phosphate Salts + : M1ld

co : Calcium Oxalate ++ 1 Moderate
+++ : Severe
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Appendix 130

A 2B-day oral toxleity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual water intake and urinalysls {Recovery}

B-4650

Dose (mg/kg) : 1000
Water Urine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mOsm/kg
40086 30 10.2 2166
4007 53 17.0 1590
4008 38 8.9 1986
Male 4009 57 13.2 1158
4010 41 8.5 2544
Mean 44 11.6 1887
5.D. 11 3.8 532
4106 39 12.4 1218
4107 47 9.7 1282
4108 36 8.5 1674
Female 4109 28 4.9 2284
4110 a7 15.2 1460
Mean a7 10.1 1583
$.D. 7 3.9 430
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Appendix 131 A 28-day oral toxicity study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual hematology (4 wecks)

Dose (mg/kg) : 0O

RBC Hb Ht MCV MCH MCIC Reticu-  Plate- PT APTT Fibri-
Sex Anlmal locyte let nogen
number K10%pL g/dL % fL PE % % N10%al, s s ng/dL
1001 740 14.8 44 59.0 20.1 34.0 2.9 94.5 11.1 14.6 239
1002 778 15.8 46 59.1 20.3 34.4 1.9 94.4 12.2 16.6 248
Male 1003 772 15.4 : 45 58.0 20.0 34.5 2.4 97.5 11.2 16.0 258
1004 786 14.8 44 55.7 18.8 33.8 1.9 90.3 12.0 15.3 244
1005 786 15.6 46 58.1 19.8 34.1 1.7 103.2 11.8 16.1 235
Mean 772 15.3 45 58.0 19.8 34,2 2.2 96.0 11.6 15.7 245 |
S.D. 19 0.5 1 1.4 0.6 0.3 0.5 4.8 0.5 0.8 9
1101 715 14.9 41 57.3 20.9 36.4 1.7 114.7 11.5 16.6 223
1102 762 15.7 45 58.3 20.86 35.3 1.3 105.7 12.1 18.3 189
Female 1103 792 16.4 45 57.4 20.8 38,2 1.7 101.3 12.2 18.1 205
1104 747 14.6 42 56.2 15.6 34.9 2.3 119.3 11.0 13.0 246
1105 749 15.5 45 59.7 20.7 34.6 2.2 87.4 11.9 17.6 215
Mean 753 15.4 44 57.8 20.5 35.5 1.8 105.7 11.7 16.7 216
5.D. 28 0.7 2 1.3 0.5 0.8 0.4 12.5 0.5 2.2 21
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Appendix 132 A 28-~day oral toxicity study of Pligment Yellow-14 in rats with a recovery period of 2 wecks
Individual hematology (4 weeks)

Dose (mg/kg) : O

. WBC Differential leukocyte counts (%)

Sex Animal
number X10%#L  Lymph. Stab Seg. Eosino. Basc. Mono . Others
1001 81 91.5 0.5 T.5 0.0 0.0 0.5 0.0
1002 114 - 88.5 0.5 8.5 1.0 0.9 0.5 0.0

Male 1003 117 89.0 0.5 8.5 0.5 0.0 0.5 0.0
1004 56 75.0 2.0 20.0 2.5 0.0 0.5 0.0
10056 110 87.0 1.0 11.5 0.0 0.0 0.5 0.0
Mean 96 86.2 0.9 11.6 0.8 0.0 0.5 0.0
5.D. 26 6.5 0.7 4.9 1.0 .0 0.0 0.0
1101 117 89.0 0.0 10.0 0.5 0.0 0.5 0.0
1102 aT 7.0 2.0 20.0 1.0 0.0 0.0 0.0

Female 1103 52 92.0 1.5 5.5 1.0 0.0 0.0 0.0
1104 65 87.0 0.5 10.5 1.5 0.0 0.5 g.0
1105 96 86.5 1.0 12.5 0.0 0.0 0.0 0.0
Mean TS 86.3 1.0 11.7 0.8 0.0 0.2 0.0
5.D. 30 5.6 0.8 5.3 0.6 0.0 0.3 0.0
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Appendix 133

A 28-day oral toxicity study of Pigment Yellow-14 In rats with a recovery perlod of 2 wecks

Individual hematology (4 weeks)

B-4850

Dose (mg/kg) 100

RBC Hh Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Sex Anjimal locyte let nogen
number X10¥HL g/dL % fL pE % % K10%AL s 5 mg/dL

2001 769 15.5 45 58.1 20.2 34.7 1.8 21.7 12.2 14.0 230

2002 T80 15.5 45 58.1 19.8 34.1 1.9 89.0 12.0 14.6 242

Male 2003 776 15.7 46 59.3 20.2 34.0 1.6 98.5 12.8 19.5 255
2004 750 15.8 46 61.2 21.0 34.3 2.5 87.9 12.4 17.5 259

2005 765 15.1 44 a7.4 19.7 34.3 2.4 113.9 11.6 15.2 299

Mean T68 15.5 45 58.8 20.2 34.3 2.0 96.2 12.2 16.2 257

5.D. 12 0.3 1 1.5 0.5 0.3 0.4 10.7 0.4 2.3 28

2101 659 14.2 39 58.8 21.6 36.7 1.5 96.4 11.4 13.0 194

2102 T34 15.1 42 56.6 20.8 36.3 1.7 105.2 11.8 15.2 210

Female 2103 T51 15.3 42 55.6 20.3 36.5 1.8 111.6 12.2 17.3 207
2104 T68 15.5 44 56.9 20.2 35.6 2.6 114.0 11.3 16.1 197

2105 TO7 15.3 45 56.0 19.2 34.3 1.3 101.0 12.0 19.86 189

Mean T42 15.1 42 5G.8 20.4 a5.9 1.8 105.6 11.7 17.2 199

5.D. 52 0.5 2 1.2 ¢.9 1.0 0.5 7.3 0.4 1.7 9
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Appendix 134

A 28-day oral toxicity study of Plgment Yellow-~14 In rats with a recovery period of 2 weeks

Individual hematology (4 weeks)

Dosce (mg/ke)

100

B-4650

WBC Differential lcukocyte counts (%)

Sex Animal
number K10% 4L Lymph. Stab Seg. Eosino. Baso. Mono. Others
2001 136 92.5 1.0 5.5 0.5 0.0 0.5 0.0
2002 B8 91.0 0.5 7.5 0.5 0.0 0.5 0.0

Male 2003 95 92.0 0.5 7.0 0.5 0.0 0.0 0.0
2004 Tl 92.0 0.0 7.0 0.0 0.0 1.0 0.0
2005 T2 81.0 0.0 18.5 0.5 0.0 0.0 0.0
Mean 92 89.7 0.4 g.1 0.4 0.0 0.4 0.0
5.D. 26 4.9 0.4 5.3 0.2 0.0 0.4 0.0
2101 84 89.0 0.0 10.5 0.5 0.0 0.0 0.0
2102 70 86.0 1.0 12.0 0.0 0.0 0.5 0.0

Female 2103 50 87.5 0.5 11.0 0.0 0.0 1.0 0.0
2104 73 86.5 2.5 9.0 2.0 0.0 0.0 0.0
2105 50 89.5 0.0 8.0 2.5 0.0 0.0 0.0
Mean 65 B7.8 0.8 10.1 1.0 0.0 0.3 0.0
S.D. 18 1.4 1.0 1.6 1.2 0.0 0.4 0.0
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Appendix 1335

A 28-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery period of 2 weeks

Individual hematology (4 weeks)

B-4650

Dose {(mg/kg) 300

RBC Kb Ht MCV MCH MCIIC Reticu- Plate- PT APTT Fibri-

Sex Animal locyte let nogen
number Xi0¥aL g/dL % fL PE % K0YaL 5 5 mg/dL

3001 863 16.3 47 55.0 18.9 34.3 1.8 958.2 14.0 18.1 267

3002 811 15.9 47 57.4 19.6 34.1 2.3 121.9 11.6 16.0 287

Male 3003 749 15.0 44 58.9 20.1 34.1 2.0 104.8 12.0 18.7 255
3004 781 15.8 L14] 58.5 20.3 34.6 2.4 105.4 12.5 19.5 251

3005 758 15.4 45 58.8 20.3 34.5 2.7 B8.2 13.9 20.8 237

Mean TH2 15.7 46 b7.7 19.8 34.3 2.2 103.7 12.8 18.6 259

5.D. 46 0.5 1 1.6 0.6 0.2 0.4 12.3 1.1 1.8 19

3101 676 15.0 41 60.3 22.2 36.8 2.6 103.2 10.8 14.1 213

3102 694 14.7 42 59.9 21.3 35.5 2.7 105.2 11.4 17.9 207

Female 3103 782 15.3 43 55.2 19.6 35.5 2.5 115.9 11.6 15.4 216
3104 726 15.6 43 58.6 21.5 36.6 1.5 92.5 11.6 16.4 259

3105 782 18.2 47 50.6 20.7 34.8 2.3 86.7 12.1 14.9 206

Mean 732 15.4 43 08.7 21.1 35.8 2.3 100.7 11.5 15.7 220

5.D. 49 0.8 2 2.1 1.0 0.8 0.5 11.4 0.5 1.5 22
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Appendix 136

A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Indlvidual hematology {4 weeks)

Dose {mg/kg)

300

B-4650

WBC bifferential leukocyte counts (%)

Sex Animal .
number X10%4L Lymph. Stab Seg. Eosino. Baso. Mono. Others
3001 124 85.0 1.0 13.5 0.0 0.0 0.5 0.0
3002 121 87.5 0.5 10.5 0.0 0.0 1.5 0.0

Male 3003 93 84.5 0.5 14.0 1.0 0.0 0.0 0.0
anoca 95 89.5 1.0 9.0 0.5 0.0 0.0 0.0
3005 ar 90.0 1.0 8.5 0.0 0.0 0.5 0.0
Mean 104 87.3 0.8 11.1 0.3 0.0 0.5 0.0
$.D. 17 2.5 0.3 2.5 0.4 0.0 0.6 0.0
3101 106 79.5 2.5 17.5 0.5 0.0 0.0 0.0
3102 100 87.5 0.0 11.5 0.0 0.0 1.0 0.0

Female 3103 T7 85.5 1.5 11.5 1.0 .0 .5 0.0
3104 67 86.0 c.0 14.0 0.0 .0 0.0 0.0
3105 69 87.0 1.0 10.5 1.0 0.0 0.5 0.0
Mean 84 85.1 1.0 13.0 0.5 0.0 0.4 0.0
5.0, 18 3.2 1.1 2.8 0.5 0.0 0.4 .0
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Appendix 137 A 28-day oral toxiclty study of Plpment Yellow-14 [n rats with a recovery period of 2 weeks
Individual hematclogy (4 weceks)

Dose (mg/kg) : 1000

RBC Hb Ht MCY MCH MCHC Reticu- Plate~ PT APTT Fibri- !
Sex Animal locyte let nogen
number ¥10%1L g/dL % fL e % % X10¥uL s s mg/dL
4001 752 15.0 43 57.1 19.9 34.8 2.4 103.3 12.2 15.8 251
4002 789 16.5 47 59.6 20.9 35.0 3.1 110.2 12.3 17.0 269
Male 4003 709 14.1 41 57.3 19.8 34.6 1.9 95.6 11.6 12.9 263
4004 796 15.9 47T 59.2 19.9 33.6 2.0 85.1 12.6 19.3 266
4005 830 15.3 46 55.0 18.5 33.5 1.3 90.4 13.4 18.0 271
Mecan 775 15.4 45 57.06 19.8 34.3 2.1 96.9 12.4 16.6 264
5.D. 44 0.9 3 1.8 0.9 0.7 0.7 10.0 0.7 2.4 &
4101 722 14.6 41 56.7 20.3 35.8 1.6 101.1 12.3 16.8 192
4102 734 15.9 44 58.9 21.6 36.0 1.7 103.5 11.5 15.5 246
Female 4103 709 13.9 39 55.6 19.7 35.3 1.6 110.4 11.3 17.3 218
4104 T45 15.4 45 89.7 20.7 34.7 1.6 B2.5 0.7 15.0 201
4105 799 16.0 46 57.7 20.0 34.6 2.3 91.9 11.7 17.0 187
Mean T42 15.2 43 57.9 20.5 35.3 1.8 897.9 11.5 16.3 2049
5.D. 35 0.9 3 1.9 0.7 0.6 0.3 10.9 0.6 1.0 24
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Appendix 138

A 28-day oral toxielty study of Pigment Yellow-14 1in rats with a recovery perlod of 2 wecks

Individual hematology (4 weeks)

Dose {mg/kg)

1000

B-4650

WBC Differential leukoeyte counts (%)

Sex Animal
number X10¥AL Lymph. Stab Seg. Eosino. Baso. Mono. ~ Others
4001 153 89.0 2.0 2.0 0.0 0.0 0.0 0.0
4002 183 95.5 0.0 4.0 0.0 0.0 0.5 0.0

Male 4003 125 89.5 2.5 8.0 0.0 0.0 0.0 Q.0
4004 127 90.5 0.0 9.0 0.0 0.0 0.5 0.0
4005 59 82.5 0.5 16.0 1.0 0.0 0.0 0.0
Mean 129 89.4 1.0 9.2 0.2 a.o 0,2 0.0
S.D. 486 4.6 1.2 4.3 0.4 0.0 0.3 0.0
4101 B4 91.5 0.5 7.5 0.0 a.0 0.5 0.0
4102 88 86.0 0.0 12.5 0.5 0.0 1.0 0.0

Female 4103 80 87.5 0.0 10.0 1.5 ¢.0 1.0 0.0
4104 49 89.0 0.0 10.5 0.0 0.0 0.5 0.0
4105 85 88.0 0.5 10.0 0.5 Q.0 1.0 0.0
Mean 7 88.4 0.2 10.1 0.5 0.0 0.8 0.0
$.D. 16 2.0 0.3 1.8 0.6 0.0 0.3 0.0
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Appendix 139

A 28-day oral toxicity study of Pigment Yellow-14 In rats wlth a recovery period of 2 wecks

Individual hematology (Recovery)

B-4650

Dose {(mg/kg} : O

RBC b Ht MCvV MCH MCHC Reticu- Plate- PT APTT Fibri-

Sex Animal locyte let nogen
number X10¥uL g/dL % fL pPE % % ALOVAL 5 8 mg/dL

1006 823 15.0 46 55.3 183.2 32.9 1.7 92.9 14.3 20.3 206

1007 823 15.2 456 55.9 18.5 33.1 1.2 102.8 15.0 20.5 235

Male 1008 gz2 15.5 46 56.3 18.8 33.4 1.5 88.4 14.0 18.4 272
1009 823 16.0 47 56.9 18.4 34.2 2.0 102.4 13.3 20.6 273

1010 759 14.8 44 58.0 18.5 33.7 2.4 88.5 12.6 19.5 249

Mean 810 15.3 46 56.5 18.9 33.5 1.8 95.0 13.8 19.9 247

5.0, 29 0.5 1 1.0 0.6 0.5 0.5 7.2 0.9 0.9 28

1106 783 14.6 44 56.1 18.8 33.3 1.6 112.6 11.5 14.7 204

1107 798 16.3 48 60.0 20.4 34.0 1.3 102.2 11.7 14.1 246

Female 1108 T77 15.3 45 58.1 19.7 33.8 1.2 101.9 11.8 13.5 207
1108 841 16.3 a7 56.4 19.3 34.3 1.8 94.0 11.1 17.3 195

1110 58 15.0 45 58.9 19.8 33.6 2.0 93.5 11.0 14.1 191

Mean T91 15.5 48 57.9 19.6 J3.8 1.8 100.8 11.4 14.7 209

S.D. a1 0.8 2 1.7 0.7 0.4 0.3 7.8 0.3 1.5 22
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Appendix 140

A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery perlod of 2 wceks

Individual hematology (Recovery)

Dose (mg/kg)

HY

B-4650

WBC Differentlal leukocyte counts (%)

Sex Animal
number K10% L Lymph. Stab Seg. Eosino. Baso. Mono. Others
1006 72 89.5 2.0 8.5 0.0 0.0 0.0 0.0
1007 85 71.0 2.0 26.0 0.5 0.0 0.5 0.0

Male 1008 62 86.5 0.5 12.0 1.0 0.0 0.0 0.0
1009 90 86.5 0.5 11.5 1.0 0.0 0.5 0.0
1010 Gl 82.0 1.5 15.5 0.5 0.0 0.5 0.0
Mean T4 83.1 1.3 14.7 0.6 0.0 0.3 0.0
S.D. i3 7.3 0.8 6.8 0.4 0.0 0.3 0.0
1106 88 8%.5 0.3 8.0 1.5 0.0 0.5 0.0
1107 79 76.5 0.0 21.0 2.5 0.0 0.0 ¢g.0

Female 1108 53 89.0 1.5 7.5 1.5 0.0 0.5 0.0
1109 T4 92.5 1.5 5.5 0.5 0.0 0.0 0.0
1119 61 88.5 1.0 11.0Q 1.0 0.0 0.5 0.0
Mean Ti 86.8 0.9 10.6 1.4 0.0 0.3 0.0
5.D. 14 6.1 0.7 6.1 0.7 0.0 0.3 0.0
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Appendix 141

A 2B-day oral toxicity study of Plgment Yellow-14 In rats with a recovery period of 2 weeks

Individual hematelogy (Recovery)

B-4650

Dose (mg/kg) : 1000

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Sex Animal locyte let nogen
number X10%sL g/dL % fL pg % % X10¥aL s s me/dlL

40086 783 14.9 45 57.5 15.0 33.1 1.8 106.9 12.8 16.8 288

4007 T8Z 1G6.0 47 59.8 20.4 dJa.1 1.9 88.5 12.4 17.5 223

Male 4008 T85 15.2 45 o7.0 19.3 43.9 1.4 103.0 12.3 15.8 252
4009 T81 14.2 42 55.4 183.6 33.6 1.9 126.4 13.6 20.5 257

4010 818 15.7 46 56.6 10.2 33.9 1.7 105.5 13.7 21.3 280

Mean 785 15.2 45 57.3 19.3 33.7 1.7 106.1 13.0 18.4 260

S.D. 20 0.7 2 1.6 0.7 0.4 0.2 13.5 0.7 2.4 26

4106 791 15.2 45 57.1 19.2 33.7 2.2 109.9 12.2 15.0 189

4107 770 15.0 44 57.5 19.5 34.0 1.4 99.5 11.1 15.4 192

Female 4108 817 16.1 48 59.3 19.7 33.2 1.4 96.0 11.5 15.7 199
4109 776 15.6 46 59.4 20.1 33.8 1.9 110.5 11.0 1G.6G 211

4110 B34 15.7 47 B5.9 18.8 33.6 1.9 104.3 11.7 15.5 208

Mean 798 15.5 46 57.8 19.5 33.7 1.8 104.0 11.5 15.6 200

5.D. a7 0.4 2 1.5 0.5 0.3 0.4 G.4 0.5 0.6 10
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Appendix 142

A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery pericd of 2 weeks

Individual hematology (Recovery)

.Dose (mg/ke)

1000

B-4650

WBC Differential leukocyte counts {%}

Sex Animal
number X10¥xL Lymph. Stab Seg. Eosino. Baso. Mono. Others
4008 74 B3.0 0.5 10.5 1.0 0.0 0.0 0.0
4007 g2 83.5 0.0 15.5 1.0 0.0 0.0 0.0

Male 4008 94 81.0 0.0 18.5 0.5 0.0 0.0 0.0
4009 115 72.0 1.0 20.0 0.0 0.0 0.0 0.0
4010 108 85.0 . 0.0 14.0 0.5 0.0 0.5 0.0
Mean 97 83.3 0.3 15.7 0.6 0.0 0.1 0.0
$.D. 16 3.5 0.4 3.8 0.4 0.0 0.2 0.0
4106 71 98.5 0.5 1.0 0.0 0.0 0.0 0.0
4107 93 97.0 0.0 2.0 1.0 0.0 0.0 0.0

Female 4108 Gl B8.0 0.5 9.5 1.5 0.0 0.5 0.0
4109 a0 91.5 1.0 5.0 2.5 0.0 0.0 0.0
4110 121 92.0 1.0 6.5 0.5 0.0 0.0 0.0
Mean 87 93.4 0.6 4.8 1.1 0.0 0.1 0.0
S.D. 23 4.3 0.4 3.4 1.0 0.0 0.2 0.0
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Appendix 143 A 28-day oral toxicity study of Plgment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual bleod chemistry (4 weeks)

Dose (mg/kEg) : O

GOT GPT LDH AlP ¥ —GTP TP Albumin A/G T.cho TG PL
Sex Animal {ASAT) (ALAT)
number IU/L IU/L 1U/L IU/L 1U/L g/dL g/dL mg/dL mg/dL mg/dL
1001 36 29 119 259 1.3 5.8 3.7 1.76 61 67 104
1002 54 30 27 394 1.5 5.5 3.8 2.24 56 50 109
Male 1003 49 25 35 370 1.8 6.0 3.8 1.73 47 43 85
1004 61 33 43 355 1.9 6.0 3.8 1.73 57 42 99
1005 47 28 36 263 1.7 5.5 3.6 1.89 56 42 84
Mean 49 29 52 328 1.6 5.8 3.7 1.87 55 49 96
S.D. g 3 38 63 0.2 0.3 0.1 0.22 5 11 11
1101 89 29 Gl 239 2.2 5.9 3.9 1.95 51 25 86
1102 60 29 20 222 1.9 6.4 3.9 1.56 45 22 86
Female 1103 53 44 29 208 1.9 6.0 3.9 1.88 49 21 78
1104 G4 23 22 149 2.2 G.4 3.9 1.56 37 20 70
1103 59 18 24 187 2.3 6.3 3.9 1.63 66 25 117
Mean G5 29 31 201 2.1 6.2 3.9 1.71 50 23 87
5.D. 14 10 17 35 0.2 0.2 0.0 0.18 11 2 18
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Appendix 144 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual blood chemistry (4 wccks})

Dose {mg/kg) : 0

T.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Animal rubin tinine
number mg/dL mg/dlL mg/dL meg/dL mmol/L mmol/L nmol /L mg/dL mg/dL
1001 .12 186 8 0.56 144 4.4 110 8.9 8.6
1002 0.11 145 ) 0.58 144 4.6 110 9.8 8.6
Male 1003 0.10 151 8 0.58 142 4.8 108 9.5 8.5
1004 0.11 120 8 0.56 144 4.8 110 10.0 8.8
1005 0.10 152 9 0.52 143 4.8 109 9.5 8.5
Mean 0.11 151 8 0.56 143 4.7 110 2.7 8.6
S.D. 0.01 24 0 0.02 1 0.2 i 0.2 0.1
1101 0.12 153 10 0.68 143 4.8 112 9.4 6.9
1102 0.08 167 9 0.55 142 4.7 110 9.4 6.3
Female 1103 0.09 160 11 0.57 144 4.8 113 9.4 6.0
1104 0.08 126 10 0.58 141 4.8 11¢ 9.5 7.2
1105 0.10 132 11 0.64 14¢ 4.8 109 9.5 7.5
Mean 0.09 146 10 0.60 142 4.8 111 9.4 6.8
5.D. 0.02 16 1 0.05 2 0.0 2 0.1 0.6
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Appendix 145 A 28-day oral toxlicity study of Pligment Yellow-1l4 Iin rats with a recovery period of 2 woeeks
Individual blood chemlstry {4 weeks)

Dose {mg/kg) : 100

GOT GPT LDH AlP T —GTP TP Albumin ASG T.cho TG PL
Sex Animal (ASAT) (ALAT) .
numbet 1U/L IC/L IL/L 1U/L IU/L g/dL g/dL mg/dL mg/dL mg/dL
2001 47 29 a0 284 1.3 5.9 3.6 1.57 44 42 82
2002 44 26 33 344 1.5 5.9 3.7 1.68 a9 48 T7
Male 2003 48 26 42 465 1.5 6.3 3.9 1.63 53 T0 107
2004 62 3 25 287 1.8 5.6 3.9 2.29 41 39 82
2005 43 27 29 248 2.0 6.5 4.0 1.60 54 a9 838
Mean 49 28 45 326 1.6 G.0Q 3.8 1.73 46 48 87
S5.D. 8 2 26 B85 0.3 0.4 0.2 0.30 T 13 12
2101 41 25 38 178 1.8 5.6 3.8 2.11 63 38 114
2102 53 26 25 257 2.0 5.8 3.8 1.90 58 38 117
Female 2103 53 26 32 195 1.8 5.7 3.8 2.00 55 25 21
2104 48 28 26 140 1.7 6.7 4.1 1.58 511 26 105
2105 52 27 17 173 2.3 5.2 4.0 1.82 55 22 91
Mean 49 26 27 139 1.9 6.0 3.9 1.88 58 30 104
5.D. 3 1 T 43 0.2 0.5 0.1 0.20 3 8 12
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Appendix 146

A Z28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery perliod of 2 weeks

Individual blood chemistry (4 weeks)

Dose {mg/kg) : 100

B-4650

T.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mnol/L mg/dL mg/dL
2001 .11 170 T 0.63 144 4.7 11Q 9.5 9.1
2002 0.09 154 T 0.56 144 4.6 111 9.4 8.2
Male 2003 0.13 153 10 0.56 144 4.5 108 9.9 8.5
2004 0.12 146 3 0.55 144 4.5 112 9.7 8.3
2005 0.11 140 9 0.53 142 4.9 109 10.1 8.8
Mean 0.11 153 8 0.57 144 4.6 110 9.7 8.0
5.D. 0.01 11 1 0.04 1 0.2 2 0.3 0.4
2101 0.10 184 12 0.74 142 4.4 111 9.4 7.5
2102 0.11 154 9 0.56 142 4.2 111 9.2 6.3
Female 2103 0.09 145 11 0.59 140 5.4 111 9.5 6.6
2104 0.09 157 12 0.61 141 4.7 111 9.7 7.4
2105 0.09 158 14 0.61 142 4.8 110 9.7 6.5
Mean 0.10 160 12 0.62 141 4.7 111 9.5 6.9
5.D. 0.01 15 2 0.07 1 0.5 Q 0.2 0.6
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Appendix 147 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a reccovery perlod of 2 weeks
Individual blood chemistry {4 wecks)

Dose {mg/kg) : 300

GOT GPT LIH AlP T =GTP TP Albumin A/G T.cho TG PL
Sex Anilmal (ASAT) (ALAT)
number 1U/L 1U/L 1U/L iv/L 1u/L g/dL g/dL mg/dL mg/dL mg/dL
3001 42 a2 59 373 1.3 5.9 3.8 1.81 43 62 a7
3002 44 235 40 309 1.6 6.0 3.8 1.73 55 129 105
Male 3003 a7 30 32 455 1.6 5.8 3.8 1.90 69 46 111
3004 o7 29 65 365 1.2 5.5 3.7 2.06 64 59 i05
2005 47 29 30 329 1.8 b.5 3.7 2.06 48 39 86
Mean a7 29 43 366 1.5 5.7 3.8 1.91 56 67 39
5.0, 8 3 16 56 0.2 0.2 0.1 0.15 11 36 11
J101 o6 24 27 248 2.2 G.0 3.9 1.86 63 30 113
3102 32 23 35 134 1.9 G.1 3.9 1.77 50 29 103
Female 3103 b6 34 19 160 1.8 G.4 3.9 1.58 50 23 99
3104 46 as 22 143 1.6 6.4 4.0 1.67 GG 19 . 100
3105 3] a1 25 185 2.2 G.1 3.9 1.77 64 25 111
Mean 54 29 26 174 1.9 6.2 3.9 1.73 50 25 105
5.D. 5 [ 6 46 0.3 0.2 0.0 0.11 B 4 6
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Appendix 148

A 28-day oral toxleity study of Pigment Yellow~14 in rats with a recovery period of 2 weeks

Individual blood chemistry (4 weeks)

bose (mg/kg) : 300

®

B-4650

T.bili~ Glucose BUN Crea- Na K Cl Ca r
Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol/L mmol /L mmel/L mg/dL mg/dL
3001 0.11 158 T 0.56 142 4.2 107 9.4 7.4
3002 0.13 145 8 0.54 141 5.0 108 9.8 8.3
Male 3003 0.12 123 7 0.47 143 4.8 109 9.7 8.0
3004 0.12 144 8 0.54 143 5.0 108 9.5 8.8
3005 0.10 135 9 0.a5 144 4.7 110 8.3 8.9
Mean 0.12 140 8 0.53 143 4.7 108 8.5 8.3
5.D. 0.01 12 1 0.04 1 0.3 1 0.2 0.6
3101 0.10 159 g 0.60 141 4.9 110 9.0 6.5
3102 0.10 138 a 0.53 141 5.0 111 9.3 8.1
Female 3103 0.09 143 10 0.53 143 5.0 112 9.6 7.1
3104 0.10 130 10 0.57 141 5.1 109 9.8 7.1
3105 0.09 144 11 0.60 142 5.1 111 9.5 7.5
Mean Q.10 143 10 0.57 142 5.0 111 9.4 6.9
5.0, 0.01 11 1 .04 1 0.1 1 0.3 0.6
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Appendix 149 A 28B-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weecks
individual blood chemistry (4 weeks)

Dose (mg/kg) : 100Q

GOT GPT LDH AlP T =GTP TP Albumin A/G T.cho TG PL
Sex Animal (ASAT) {ALAT)
number 1U/L 1t/L Iu/L Iu/L IU/L g/dL g/dL mg/dL mg/dL mg/dL
4001 52 29 55 396 1.5 6.0 3.8 1.73 51 B0 95
4002 47 31 42 408 1.7 5.8 3.8 1.90 47 85 97
Male 4003 50 27 30 477 2.0 5.7 3.8 2.00 59 40 90
4004 47 30 107 329 1.7 5.8 3.8 1.90 T2 43 116
4005 65 32 32 403 2.1 5.4 3.6 2.00 60 az2 93
Mean 52 30 893 403 1.8 5.7 3.8 1.91 58 52 28
5.D. T 2 32 53 0.2 0.2 0.1 0.11 10 21 10
4101 45 24 24 200 1.9 6.1 3.8 1.65 o7 28 94
4102 44 26 21 219 2.3 6.5 4,2 1.83 76 49 142
Female 4103 53 28 29 168 1.3 5.8 3.6 1.64 70 25 113
4104 58 28 24 182 2.0 6.5 4.1 1.71 53 19 93
4105 418 25 22 1719 2.0 5.3 4.1 1.86 56 . 27 111
Mean 50 26 24 150 1.9 6.2 4.0 1.74 62 30 ill
5.D. ) 1 3 20 0.4 0.3 0.3 0.10 10 11 20
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Appendix 150 A 2B-day oral toxicity study of Pigment Yellow-14 in rats with a recovery periocd of 2 wecks

Individual blood chemistry (4 weeks)
Dose {mg/kg) : 1000

T.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Anlmal rubin tinine
number mg/dlL mg/dL mg/dL mg/dL mmol /L mmal/L mmol/L mg/dL mp/dL
4001 0.11 164 8 0.58 142 4.7 108 9.7 9.1
4002 0.12 1G4 10 0.63 142 4.9 108 10.0 7.6
Male 4003 0.10 140 9 0.55 143 5.1 110 9.7 8.8
4004 0.10 133 9 0.53 144 4.8 111 9.5 8.6
4005 0.10 126 g 0.47 144 4.8 111 9.3 0.1
Mean 0.11 145 g 0.55 143 4.8 110 9.6 8.6
5.0, 0.01 18 1 0.06 1 0.2 2 0.3 0.6
4101 0.10 147 11 0.63 143 4.7 110 9.4 5.9
4102 0.12 132 15 0.63 142 5.1 110 9.8 7.6
Female 4103 0.07 150 11 0.55 140 4.7 111 9.4 7.2
4104 0.08 132 9 0.57 141 4.8 111 9.5 6.7
4105 0.09 141 12 0.57 140 4.6 110 9.5 7.0
Mean 0.09 140 12 0.59 141 4.8 110 9.5 6.9
5.D. 0.02 8 2 .04 1 0.2 1 0.2 0.6
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Appendix 151 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual blood chemistry {(Recovery)

Dose (mg/kg) : Q

GOT GPT LDH AlP r—GTP TP Albumin A/G T.cho TG PL
Sex Animal {ASAT) {ALAT)
number /L 1U/L IG/L 1U/L 1U/L g/dL g/fdlL me/dL mg/dL mg/dL
1006 73 a3 23 254 1.5 5.9 3.6 1.57 57 26 89
1007 66 a2 26 245 1.8 5.7 3.7 1.85 55 27 96
Male 1008 GH 31 24 284 2.0 6.1 3.7 1.54 s 31 a0
1009 59 27 a7 221 1.9 5.0 3.7 1.61 531} 47 99
1010 66 335 24 255 1.8 6.0 3.0 1.886 39 27 102
Mean G6 32 27 252 1.8 5.9 3.7 1.69 61 32 95
5.D. 5 3 G 23 0.2 0.2 0.1 0.16 i 9 G
1106 52 26 15 116 2.0 5.9 4.0 2.11 &7 28 116
1107 ol 25 .21 103 1.9 6.1 3.8 1.635 a7 35 133
Female 1108 o6 29 19 111 2.4 6.7 4.0 1.48 86 31 134
1109 35 16 19 146 0.9 6.5 4.1 1.71 81 28 117
1119 50 26 25 97 1.6 6.5 4.1 1.71 T4 21 116
Mean 53 24 20 115 1.8 6.3 4.0 1.73 T9 29 123
5.D0. 3 5 4 19 0.6 0.3 0.1 .23 8 o 9
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Appendix 152

A 2B-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period ol 2 weeks

Individual bleood chemlstry (Recovery)

Dose {mg/kg) : O

B-4650

T.bili- Glucose BUN Crea- Na K cl Ca P
Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL
10086 0.10 109 10 0.52 145 4.8 111 9.3 7.8
1007 0.10 147 12 0.56 143 4.4 110 8.6 7.8
Male 1008 0.11 117 11 0.57 140 4.4 107 9.5 7.8
1009 0.09 122 12 0.56 141 4.7 109 9.5 8.1
1010 0.09 113 13 0.58 142 4.5 110 9.5 8.7
Mean 0.10 122 12 0.56 142 4.6 109 9.5 8.0
S.D. 0.01 15 1 0.02 2 0.2 2 0.1 0.4
1106 0.09 126 14 0.57 141 4.6 111 9.7 8.9
1107 0.12 143 11 0.55 139 5.3 110 9.8 7.3
Female 1108 0.11 114 16 Q.60 141 4.5 112 10.1 8.4
1109 0.08 130 14 0.65 139 4.8 110 9.6 T.5
1110 0.08 126 16 0.59 139 5.5 109 10.0 7.5
Mean 0.10 128 14 0.59 140 4.9 110 9.8 7.9
5.B. 0.02 10 2 0.04 1 0.4 1 0.2 0.7
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Appendlx 153 A 28-day oral toxiclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual blcod chemistry (Recovery)

Dose [(mg/kg) : 1000

GOT GPT LDH AlP v —GTP TP Albumin A/G T.cho TG PL
Sex Animael (ASAT) {ALAT}
number IG/L IU/L 10/L IU/L IG/L g/dL g/dL mg/dL mg/dL mg/dL
4006 57 30 33 244 1.8 6.3 3.7 1.42 95 27 120
4007 69 33 40 259 1.8 6.3 3.8 1.562 80 a8 117
Male 4008 T4 36 37 181 2.1 5.7 3.5 1.59 G1 22 92
4009 61 32 33 230 1.8 6.0 3.7 1.61 69 35 106
4010 55 36 28 311 2.0 6.1 3.8 1.65 56 44 94
Mean G3 ‘33 34 245 1.9 6.1 3.7 1.56 T2 a3 106
5.D. -} 3 5 4T 0.2 0.2 0.1 0.09 16 3] 13
4108 bl J1 23 110 1.8 6.4 4.0 1.67 68 18 113
4107 ha a4 30 104 1.7 T.1 4.4 1.63 93 42 165
Female 4108 56 25 21 110 1.7 6.7 4.1 1.58 78 31 124
4109 58 23 20 111 2.3 6.9 4,2 1.56 104 36 166
4110 55 19 16 157 1.8 6.0 3.9 1.86 66 32 115
Mean 5153 27 22 118 1.9 6.6 4.1 1.66 82 32 137
5.D. 3 6 5 22 0.3 0.4 0.2 0.12 i6 g 27




1218811

Appendix 154

A 28-day oral toxicity study of Pigment Yellow-14 1n rats with a recovery period of 2 wecks

Individual blood chemistry (Recovery)

¢
k%

B-4650

Dose (mg/kg) 1000

T.bili- Glucose BUN Crea~- Na K Cl Ca P

Sex Animal rubin tinine
number mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL
4006 0.11 132 14 0.59 141 4.5 108 9.6 8.1
4007 0.11 147 14 0.61 143 4.7 108 10.1 8.9
Male 4008 0.10 119 13 0.58 143 4.5 110 9.4 8.4
4009 0.11 135 12 0.61 142 4.3 109 9.3 B.3
4010 0.11 133 13 0.61 141 4.9 109 9.3 7.8
Mean 0.11 133 13 0.60 142 4.6 108 9.5 8.3
5.D. 0.00 10 1 0.01 1 0.2 2 0.3 0.4
4106 0.08 119 15 0.59 140 5.4 110 8.2 3.7
4107 .16 134 13 0.56 138 4.9 111 10.0 T.0
Female 4108 0.10 120 13 0.60 141 4.7 112 9.8 7.7
4109 0.11 139 13 0.62 138 5.6 109 9.9 7.3
4110 0.10 144 12 0.57 141 4.6 111 9.9 T.1
Mean 0.11 131 13 0.59 140 5.0 111 9.8 7.6
5.D. 0.03 11 1 g.02 1 0.4 1 0.3 0.7
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Appendix 155

Individual absolute and relative organ welght (4 weeks)

Sex : Male

Dose (mg/kg) :

.“'

A 28-day oral toxiclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

B-4650

Body welght Brain Thynus Heart Lung Liver Spleen
Animal
number ['s glg/100g BY) me(mg/100g BW) glg/100g BY) g(g/100g EBW) ¢lg/100g BW) glE/100z BW)
1001 393 1.78 340 1.25 1.26 12,99 0.54
1002 363 2.11 509 1.21 1.35 11,09 0.67
Absolute 1003 T 1.99 3711 1.20 1.27 11.94 0.62
1004 382 2,26 337 1.14 1.41 11.46 0.73
1005 390 2,12 461 1,34 1.40 11.28 0.85
Mean 382 2.05 404 1.23 1.34 11.75 .64
5.D. 10 0.18 17 0.07 0.07 0.76 0.07
1001 0.45 87 0.32 0.32 3.3 0.14
1002 0.57 138 0,33 0.37 3.01 (.18
Relative 1009 0.53 g8 Q.32 0.34 3.17 0.16
1004 0.59 88 0.30 0.37 3.00 0.19
1005 0.54 118 0.34 0.36 2.89 0.17
Mean 0.54 106 0.32 0.35 3.08 0.17
$.D. 0.05 22 0.01 0.02 0.18 0.02
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Appendix 158 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Individual absclute and relative organ welght (4 weeks)
Sex : Male
Dose {mg/kg) : O
Kidney Kidney Kidney Adrenal Adrenal Adrenal Testls Testls Testis
Animal (R) (L} (R+L) {R) (L) (R+L) (R) (L) (R+L}
number g(g/100g BW) g(gf100g BY) g(g/100g BY) mg(mg/100g B¥) mg(mg/100g BW) mg{mg/100g BY) glg/100g BN} glg/100g BW) g{g/100g BYW)
1001 1.30 1.37 2.67 28 ' 24 53 1.51 1.44 2.95
1002 1.27 1.37 2.64 21 23 44 1.42 1.47 2.89
Absolute 1003 1.29 1.26 2.56 24 25 . 49 1.468 1.39 2.85
1004 1.32 1,36 . 2.68 28 32 60 1.60 1.53 3.23
1005 1.41 1.37 2.78 31 36 67 1,49 1.47 2.96
Mean 1.32 1.35 2.66 26 29 55 1.50 1.48 2.08
§.D. 0.05 0.05 0.08 4 5 9 0.07 0.08 0.15
1001 0.33 .35 0.68 7 7 14 0.38 0.37 0.75
1002 0.34 0.37 0.72 6 6 12 0.38 0.40 0.78
Relative 1003 0.34 0.33 0.68 6 7 13 0.39 0.37 Q.76
1004 0.35 0.36 0.70 T 8 16 0.42 0.43 0.85
1005 0._36 0.35 0.71 8 g 17 0.38 0.38 0.76
Mean 0.34 0.35 0.70 7 T 14 0.39 0.39 0.78
S.D. 0.01 0.01 0.02 1 1 2 0.02 0.a3 .04
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Appendix 157 A 28-day oral toxiclty study of Plgment Yellow-14 In rats with a recovery period of 2 weeks
Individual absolute and relative organ welght (4 weeks)
Sex : Male

Dose (mg/kg) : 0

Epldidymis Epldidynis Epldidymis

Anlmal (R} (L) (R+L)

number ng(mg/100g BY} ng{mg/100g BW) wmg(mg/100g BY)

1001 352 321 679

1002 432 445 B77

Absolute 1003 421 363 789
1004 525 498 1023

10035 465 451 8186

Mean 439 418 857

5.D. 63 69 130

1001 90 B3 173

1002 117 121 238

Relative 1003 112 98 209
1004 137 130 268

1005 119 116 235

Mean 115 110 225

§.D. 17 19 26
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Appendix 158

A 28-day oral toxicity study of Plgment Yellow-14 1n rats with a recovery period of 2 weeks

Individual absolute and relative organ welght (4 weeks)

B-4650

Sex : Male
Dose (meg/kg) : 100
Body welght Brain Thynus Heart Lung Liver Spleen
Animal
numher £ glg/100g BW)} ng(mg/l00g BW) g{g/100g BW) gl(g/100g BK) g{g/100g BW) glg/100g BW)
2001 376 2.01 404 1.07 1.25 11.13 0.75
2002 T4 2.01 404 1.12 1.24 11.28 0.64
Absolute 2003 392 1.98 364 1.33 1.47 13.56 0.70
2004 349 1.90 T18 1.14 1.18 10.55 0.66
20035 395 2.07 378 1.23 1.25 13.78 0.63
Mean 377 1.99 4h4 1.18 1.28 12,06 0.588
5.D. 18 0.06 149 0.10 0.11 1.50 0.05
2001 0.53 107 0.28 0.33 2.96 0.20
2002 0.54 108 9.30 0.33 3.02 0.17
Relative 2003 0.51 93 0.34 0.38 3.46 0.18
2004 0.54 206 0.33 0.34 J.02 .19
2005 .52 96 0.31 0.32 3.49 0.16
Mean 0.53 122 0.31 0.34 3.19 0.18
5.D. 0.01 47 0.02 .02 0.26 0.02
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Appendix 159 A 28-day oral toxielty study of Pigment Yellow-14 In rats with a recovery perlod of 2 weeks
Individual absolute and relative organ welght (4 weeks}
Sex : Male
Dose (mg/kg) 100
Kidney Kidney Kldney Adrenal Adrenal Adrenal Testls Testls Testls
Animal (R) ) {R+L) (R) (L) [R+L) {R) (L) (R+L)
nuaber g{g/100g BY) glg/100g BW) glg/100g BW) mp(mg/100g BW) nmgi{mg/100gz BY) =mg(mg/100g DW) g{g/100g BY) g{g/100g BW) gl{g/100g BY)
2001 1.13 1.16 2.29 28 32 80 1.57 1.55 3.12
2002 1.25 1.25 2.50 24 25 49 1.48 1.44 2.93
Absolute 2003 1.40 1.42 2.82 29 a1 60 1.66 1.62 3.28
2004 1.15 1.27 2.42 25 27 52 0.38 0.38 0.76
2005 1.38 1.43 2.81 28 a1 59 1.13 1.08 2.21
Mean 1.26 1.31 2.57 27 29 56 1.25 1.21 2.48
5.D. 0.13 0.12 0.24 2 a 5 0.52 0.51 1.03
2001 0.30 0.31 0.81 T g 16 0.42 0.41 0,83
2002 0.33 0.33 0.67 6 7 13 .40 0.39 .78
Relative 2003 0.36 0.36 0.72 T 8 15 0.42 0.41 0.84
2004 0.33 0.36 0.69 T 8 15 0.11 0.11 0.22
2005 0.35 0.36 0.71 T 8 15 0.29 0.27 0.56
Mean 0.33 0.34 0.68 7 8 15 0.33 0.32 0.65
5.D. 0.02 0.02 0.04 0 1 1 0.13 0.13 0.28
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Appendix 160

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks

Individual absolute and relative organ welght (4 wecks)

 J

B-4650

Sex t Male
Dose {(mg/kg) : 100

Epldidymis Epidldynls Epldldymis
Animal (R} - (L) (R+L}
number B¥) mg(mg/100g OW) mg{mg/100g BW)
2001 465 429 894
2002 412 431 843
Absolute 2003 452 450 902
2004 186 187 373
2005 319 307 626
Mean 367 361 728
5.D. 116 113 228
2001 124 114 238
2002 110 115 225
Relative 2003 115 115 230
2004 53 54 107
2005 81 78 158
Mean a7 95 192
S.D. 29 28 57
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Appendix 161 A 28-day oral toxlicity study of Pligment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual absolute and relatlve organ welght (4 weeks)
Sex ¢ Male

Dose (mg/kg) : 300

Body welght Brain Thymus Heart Lung Liver Spleen
Animal
number g glg/100g BY} mg{mg/100g BY) g{g/100g BY) glg/100g BW) g(g/100g BW) g(g/100g BW}
3001 348 2.00 313 1.11 1.20 10.50 0.68
3002 360 1.99 381 1.14 1.21 12.76 0.54
Absolute 3003 37 2.02 375 1.25 1.29 12.37 0.65
3004 361 1.96 529 1.16 1.29 10.10 0.78 -
3005 337 1.98 309 1.19 1.26 9.35 0.64
Mean 357 1.99 381 1.17 1.26 11.02 0.66
5.D. 15 0.02 B9 0.05 0.04 1.48 0.08
3001 0.57 90 0.32 0.34 3.02 0.20
aooz2 0.55 106 0.32 0.34 3.54 0.15
Relative 3003 0.54 g9 0.33 0.34 3.28 .17
3004 0.54 147 0.32 0.36 2.80 0.22
3005 0.59 92 0.35 0.a1 2,717 0.19
Mean 0.56 107 0.33 0.35 3.08 0.19
5.D. 0.02 23 0.01 0.01 0.33 0.08
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Appendix 162 A 28=-day oral toxlclty study of Pigment Yellow-14 in rats with a reecovery period of 2 weeks
Individual absolute and relative organ welght (4 weeks)
Sex : Male
Dose {(mg/kg) : 300
Kidney Kidney Kidney Adrenal Adrenal Adrenal Testis Testls Testis
Animal (R) {L) (R+L) (R} (L} (R+L) {R) (L) {R+L)
number g{g/100g BY) 2{g/100g BW) g(g/100g B¥) mg(mg/100g BW) =g{mg/100g BW} ng(mg/100g BY) glg/100g BY) g{g/100g BW) g(g/100g BW)
3001 1.26 1.35 2.61 25 27 22 1.44 1.48 2.92
3002 1.30 1.37 2.67 23 23 46 1.58 1.57 3.15
Absolute 3003 1.43 1.56 2,98 21 19 A0 1.61 1.56 3.17
3004 1.27 1.43 2.70 29 a1 60 1.15 1.12 2.27
3005 1.10 1.04 2.14 22 24 46 1.59 1.46 3.05
Mean 1.27 1.35 2.62 24 25 49 1.47 1.44 2.91
5.D. 0.12 0.19 0.30 3 4 8 0.19 0.18 0.37
3001 0.38 0.39 0.75 7 B 15 0.41 0.43 0.84
3002 0.36 0.38 0.74 6 6 13 0.44 0.44 0.88
Relative 3003 0.38 0.41 0.79 ] 5 11 0.43 0.41 0.84
3004 0.35 0.40 0.75 8 9 17 0.32 0.31 0.63
3005 0.33 0.31 0.64 7 7 14 0.47 0.43 0.91
Mean 0.36 0.38 0.73 7 T 14 0.41 0.40 0.82
5.0. 0.02 0.04 0.08 1 2 2 0.06 0.05 0.11
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Appendlx 163 A 28-day oral toxlcity study of Plgment Yellow~1l4 Iin rats with & recovery period of 2 weeks
Individual absolute and relative organ weight (4 weeks)
Sex : Male

Dose (mg/kg) : 300

Epididymis Epididymis Epididynis

Anlmal (R} (L) (R+L}

nuaber mg(mg/100g B¥) mg({mg/100g BW) ng{ng/100g BN}

3001 A4 421 825

002 402 414 818

Absolute 3003 4371 440 877
3004 331 321 6852

3005 397 389 T86

Mean 394 397 79

s.D. 39 46 84

aoo1 116 121 237

3002 112 115 227

Relative 3003 116 117 233
3004 92 89 i81

23005 118 115 233

Mean 111 111 222

5.D. 1mn 13 23
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Appendlx 164

Individual absolute and relative organ welpght (4 weeks)

A 28-day coral toxicity study of Pigment Yellow-14 1ln rats with a recovery period of 2 weeks

B-4650

Sex : Male

Dose {(mg/kg) : 1000
Body weight Brain Thynus Hleart Lung Liver Spleen

Animal

number g glg/100g BY) mg(mg/100g BW)} g{g/100g BY) g(g/100g BW) glg/100g BW) g(g/100g BW)
4001 318 2.05 709 1.20 1,37 11,92 0.69
4002 373 2.01 527 1.21 1.24 12.20 0.65
Absolute 4003 313 1.90 460 1.24 1.33 11.06 0.79
4004 366 1.93 339 1.23 1.32 11.09 0.68
4005 a1g 2,12 260 1.17 1.21 8.34 0.54
Mean 361 2.00 459 1.21 1.28 10.92 0.67
5.D. 24 0.09 174 9.03 ¢.07 1.53 0.09
4001 0.55 189 0.32 0.36 3.17 0.18
4002 0.54 141 0.32 0.33 3.27 .17
Relative 4002 0.51 123 0.33 0.36 2.97 0.21
4004 0.53 93 0.24 0.38 3.03 0.19
4005 0.66 82 0.37 0.38 2.61 0.17
Mean 0.56 128 0.34 0.36 3.01 ¢.18
5.D. 0.06 43 0.02 0.02 0.25 0.02
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Appendix 165 A 2B-day oral toxicity study of Pigment Yellow-14 in rats with & recovery period of 2 weehks
Individual absolute and relative organ welght (4 weeks)
S5ex : Male
Dose (mg/Kg) 1000
Kldney Kidney Kidney Adrenal, Adrenal Adrenal Testis Testis Testis
Animal (R) (L) (R+L) (R} (L} (R+L) (R) (L) (R+L}
number glg/100g BW) g{g/100g BY) glg/100g BY) mog{mg/100g BY) mg{ng/100g BW) ng(mg/l00g BW) g{g/100g BW) g{g/100g BW) g{g/100g BYW)
4001 1.32 1.32 2.64 23 24 47 1.47 1.4% 2.96
4002 i.22 1.31 2.53 a0 31 6l 1.60 1.51 3.11
Absolute 4003 1.32 1.37 2.69 22 23 45 1.48 1.44 2.92
4004 1.35 1.45 2.81 30 35 G5 1.70 1.66 3.36
4005 1.37 1.33 2.7¢ 20 22 42 1.63 1.63 d.26
Mean 1.32 1.36 2.67 23 27 52 1.58 1.566 3.12
5.D. 0.06 0.06 0.19 5 B 10 0.10 0.09 0.19
4001 0.35 0.35 0,70 6 6 13 0.38 0.40 0.79
4002 0.33 0.35 0.68 8 8 16 0.43 0.40 0.83
Relative 4002 0.35 0.37 0.72 [ 6 12 0.40 0.39 0.78
4004 0.37 .40 0.77 8 10 18 0.46 0.45 0.92
4005 0.43 0.42 0.85 8 7 13 0.51 0.51 1.02
Mean 0.37 0.38 0.74 K| T 14 0.44 0.43 0.8T7
5.D. 0.04 0.03 0.07 1 2 3 0.05 0.05 0.10
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Appendix 166 A 28-day oral toxleity study of Pigment Yellow-14 1in rats with a recovery perlod of 2 weecks
Individual absolute and relative organ weight (4 weecks)
Sex : Male

Dose {mg/kg) : 1000

Epididymis Epididymis Epldidynis

Animal (R} L} (R+L)

number mg(mg/100z 8W) mng(ng/100g BY) mg{mg/100g BW)

4001 395 375 70

4002 402 397 708

Absolute 4003 413 407 820
4004 485 478 963

4005 481 455 436

Mean 435 422 858

5.0, 44 43 86

4001 105 100 205

4002 108 106 214

Relatlve 4003 111 108 220
4004 133 » 131 263

4005 151 143 299

Mean 122 118 239

5.D. 20 18 38
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Appendix 167

Individual absolute and relstive organ weight (4 weecks)

Sex :

Dose (mg/Kg)

Female

A 28-day oral toxlelity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

B-4650

Body welght Brain Thynus Heart Lung Liver Spleen
Animal
number g g(g/100g B¥) mgi{mg/l00g BW) glg/100¢ BW) glg/100g BW) g(g/100g BW) glg/100g BW)
1101 238 1.97 394 0.84 1.13 6.67 0.53
1102 234 2.03 321 0.75 1.00 6.84 0.47
Absolute 1103 261 1.96 628 0.91 1.08 7.57 0.56
1104 238 1.81 328 0.88 0.97 6.64 0.42
1105 234 1.78 347 0.81 1.04 7.20 0.47
Mean 241 1.91 403 0.84 1.05 .98 0.49
S.D. 11 0.11 129 0.08 0.07 0.40 0.06
1101 0.89 166 0.35 0.47 2.80 0.22
1102 0.87 137 - 0.32 0.43 2.92 0.20
Relative 1103 0.75 241 0.35 0.42 2.90 0.21
1104 0.76 137 0.37 0.41 2.79 G.18
1105 0.76 148 0.35 0.44 3.08 0.20
Mean .79 166 0.35 0.43 2.90 ¢.20
§.D. 0.05 44 0.02 0.02 0.12 ¢.01
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Appendix 168 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual absolute and relatlve organ welght (4 weeks)
Sex : Female
Dose {(mg/kg) : O
Kldney Kidney Kidney Adrenal Adrenal Adrenal Ovary Qvary Ovary
Animal (R} (L) {R+L) (R} (L) (R+L) {R) (L) (R+L)
number g{g/100g BW} gl{g/100g BW} g(g/100g BY) mz(mg/100g BY) mg(mg/l00g BY) mog(ng/100g BW) mg(mg/100g BW) nmgimg/100g BW) nmgimg/100g BW)
1101 0.88 0.85 1.73 a3 33 66 4.1 38.3 2.4
1102 0.82 0.83 1.656 a3 35 68 35.4 44.5 79.9
Absolute 1103 0.36 0.95 1.81 33 1) T8 39.3 34.2 73.5
1104 0.74 0.75 1.49 33 33 86 43.6 56.9 100.5
1105 ¢.85 0.B81 1.66 3s 35 T0 53.4 49.1 102.5
Mean 0.83 0.84 1.67 34 35 69 41.2 44.6 85.8
5.D. 0.05 0.07 0.12 2 2 4 7.8 8.9 14.7
1101 0.37 0.36 0.73 14 14 28 14.3 16.1 30.4
1102 0.35 0.35 0.71 14 15 29 15.1 19.0 34.1
Relative 1103 0.33 0.36 0.69 15 15 29 15.1 13.1 28.2
1104 0.31 .32 0.63 14 14 28 18.3 23.9 42.2
1105 0.38 0.35 0.71 15 15 30 22.8 21.0 42.8
Mean 0.34 0.35 0.69 14 15 29 17.1 18.6 35.7
5.0, 0.02 0.02 0.04 1 1 1 3.5 4.2 7.0
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Appendix 168 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (4 wecks)
Sex : Female

Dose (mgs/kg) : 0

Uterus
Anjmal
number  mg(mg/100g BY)
1101 409
1102 456
Absclute 1103 634
1104 333
1105 499
Mean 466
S.D. 112
1101 172
1102 195
Relative 1103 243
1104 140
1105 213
Mean 193

5.0, a9




0LT-1

Appendix 170

A 28-day oral toxicity study of Pligment Yellow~1l4 in rats with a recovery period of 2 weeks

Individual absclute and relative organ welght (4 weeks)

Sex : Female

Dose (mg/kg) : 100

.{‘.

B-4650

Body weight Brain Thymus Heart Lung Liver Spleen
Animal
number g  g{g/l00g B¥) ng(mg/100g D) g(g/100g BY) g(g/100g BW) g(g/100g BW) g(g/100g BW)}
2101 233 1.79 412 0.80 1.05 7.19 0.47
2102 258 1.90 491 .84 1.02 6.84 0.41
Absolute 2103 244 1.89 415 0.87 1,04 7.13 0.49
2104 244 1.82 375 0.87 0.96 7.88 0.45
2105 244 1.98 a67 0.81 1.08 6.52 0.40
Mean 245 1.88 412 0.B4 1.03 T.11 0.46
S.D. g 0.07 49 0.03 0.04 0.50 0.03
2101 0.77 iy 0.34 0.45 3.09 0.20
2102 0.74 190 0.33 0.40 2.65 0.16
Relative 2103 0.77 170 0.36 0.43 2.92 0.20
2104 G.75 154 0.36 0.39 3.22 0.18
2105 ¢.81 150 0.33 0.43 2.67 0.19
Mean 0.77 168 0.34 0.42 2.91 0.19
$.D. 0.03 16 0.02 0.02 0.25 .02




TLT-11

B-4650
Appendix 171 A 2B-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual absolute and relatlve organ welght (4 weeks)
Sex : Female
Dose (mg/kg) : 100
Kldney Kidney Kidney Adrenal Adrenal Adrenal Ovary Ovary Ovary
Animal (R) (L} {R+L) (R} (L} (R+L) (R} (L) (R+L)
number glg/100g BW) g(g/100g BW) g(g/100g BW) nmgi{mg/100g BW) ng(mg/100g BW) nmg(og/l00g O¥) mog(mg/100g BY) mg{ng/l00g BW) wmg{mg/100g B¥)
2101 0.81 0.85 1.68 27 28 55 42.4 38.7 Bi.1
2102 0.94 0.90 1.84 a2 a3 65 349.5 43.4 82.9
Absolute 2103 0.98 0.96 1.94 30 32 62 49.0 40.2 89.2
2104 Q.81 0.84 1.85 33 k1] 69 40.4 34.1 74.5
2105 0.85 0.87 1.72 34 36 T0 45,0 33.4 78.4
Mean 0.88 0.38 1.76 N 32 84 43.3 38.0 81.2
5.D. 0.08 0.05 0.12 3 k| 6 3.8 4.2 5.5
2101 0.35 0.36 0.71 12 12 24 18.2 16.8 34.8
2102 0.36 0.35 0.71 12 13 25 15.3 16.8 32.1
Relative 2103 0.40 0.39 0.80 12 13 25 20.1 16.5 36.6
2104 0.33 0.34 0.68 14 15 28 16.6 14.0 30.5
2105 0.35 0.36 0.70 14 15 29 18.4 13.7 32.1
Mean ¢.36 0.36 0.72 13 14 28 17.7 15.5 33.2
5.0, 0.03 0.02 0.05 1 1 2 1.8 1.5 2.4
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Appendix 172

A 2B-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks

Individual absolute and relative organ welght (4 weeks)

B-4650

Sex : Female
Dose {mg/kg) 100
Uterus
Animal
number mg(mg/100g BW)
2101 478
2102 572
Absolute 2103 669
2104 452
2105 4717
Mean 5ao
§.D. 90
2101 205
2102 222
Relative 2103 274
2104 185
2105 195
Mean 218
S.D. 35
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Appendix 173

Individual absolute and relative organ welght {4 weeks)

A Z8-day oral toxiclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

B-4650

Sex Female
Dose (mg/kg) 300
Body welght Brain Thymus Heart Lung Liver Spleen
Animal
number g glg/100g DY) mglog/100g BW) g{g/100g BY) g(g/100g BW) g{g/100g BN} g(g/100g BW)
3101 229 1.78 399 0.83 0.91 6.87 0.49
3102 250 1.81 470 0.80 1.05 7.24 0.56
Absolute 3103 222 1.86 372 0.84 1.03 G.56% 0.50
3104 254 1.98 458 0.82 1.08 B.50 0.52
3105 253 1.85 362 0.76 0.98 6.64 .43
Mean 242 1.88 412 0.81 1.01 7.17 0.50
5.0, 15 0.08 49 0.03 0.07 0.79 0.05
3101 0.78 174 0.36 0.40 3.00 0.21
3102 0.72 188 0.32 0.42 2.80 0.22
Relative 3103 0.84 168 0.38 0.46 2.97 0.23
3104 0.78 180 0.32 0.43 3.35 0.20
3105 0.73 142 0.30 0.38 2.60 0.17
Mean 0.77 170 0.34 .42 2.96 0.21
§.0. 0.05 18 0.03 0.03 0.27 0.02
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Appendix 174 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (4 wecks)
Sex : Female
Dose (mg/kg) : 300
Kidney Kidney Kldney Adrenal Adrenal Adrenal Ovary Ovary Ovary
Anlnal (R} (L) (R+L) (R) (L} (R+L) (R} (L} (R+L)
number g{g/100g BW) gl(g/100g BY) g(eg/100g BYW) mg(mg/100g DY) mg{mg/100g B¥) mglmg/100g BW) ngi{mg/100g BW) nmgl{mg/100g B¥)} nmg(mg/1Q00g BW)
3101 0.92 0.83 1.65 34 38 72 45.1 48.2 03.3
3102 0.97 0.96 1.93 N 32 63 Ky 42.3 80.0
Absolute 3103 0.856 0.86 1.72 35 a9 T4 40.6 32.4 73.0
a104 0.84 0.92 1.76 31 29 60 27.7 34.3 62.0
3105 0.34 9.91 1.75 31 35 68 J6.1 41.5 77.6
Mean 0.87 0.90 1.76 a2 35 67 37.4 39.7 77.2
5.D. 0.06 0.05 0.10 2 4 8 6.4 6.4 11.4
3101 0.36 0.36 0.72 15 17 31 19.7 21.0 40.7
3102 0.39 0.38 0.77 12 13 25 15.1 15.9 3z2.0
Relative 3103 0.39 0.39 0,77 16 18 33 18.3 4.6 3z2.9
3104 0.33 0.36 0.69 12 11 24 10.9 13.5 24.4
3105 0.33 0.36 0.69 12 14 26 14.2 16.3 30.4
Mean 0.36 0.37 0.73 13 15 28 15.6 16.5 32.1
S.D. 0.03 0.01 0.04 2 3 4 3.5 2.9 5.8
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Appendix 175

A 28-day oral toxicity study of Plgment Yellow=-14 in rats with & recovery perlod of 2 weeks

Individual absolute and relative crgan weight (4 weeks)

B-4650

Sex : Female
Dose (mg/kg) : 300
Uterus
Anlmal
number mg{mg/100g BY)
3101 450
3102 562
Absolute 3103 549
3104 410
3105 340
Mean 462
5.D. 94
3101 197
3102 225
Relative 3103 247
3104 181
3105 133
Mean 193
5.D. 46
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Appendlx 176 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery pericd of 2 weeks
Individual absolute and relative organ weight (4 weeks)
Sex : Female

Dose (mg/kg) : 1000

Body welght Brain Thymus Heart Lung Liver Spleen
Animal
number g glg/100g BY) ng(mg/100g BW) glg/100g BW) g{g/100g BY}) g{g/100g BY) g(g/100g BY)
4101 235 1.81 431 0.80 1.05 6.54 0.51
4102 245 1.92 427 - 0.7 1.02 : 7.08 0.58
Absolute 4103 237 1.88 ot 0.79 1.13 7.67 0.55
4104 232 2,00 416 0.78 1.01 6.64 0.47
4105 220 1.67 444 0.70 0.98 6.00 0.48
Mean 234 1.87 404 0.77 1.04 6.79 0.52
§.D. 9 0.12 58 0.04 0.06 0.63 0.05
4101 0.81 183 0.34 0.45 2.78 0.22
4102 a.78 174 0.31 0.42 2.89 0.24
Relative 4103 0.78 127 0.33 0.48 3.24 0.23
4104 0.86 179 0.34 0.44 2.86 0.20
4105 0.76 202 0.32 0.45 2.73 0.22
Mean 0.80 173 0.33 0.45 2.90 0.22
S.D. 0.04 23 0.01 0.02 0.20 0.01
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Appendlx 177 A 28-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery periocd of 2 wecks
Individual absolute and relative organ welght (4 wecks)
Sex : Female
Dose (mg/kg) : 1000
Kidney Kidney Kldney Adrenal Adrenal Adrenal Ovary Ovary Ovary
Anlmal (R} (L) {R+L} {R} (L} (R+L) (R} (L) (R+L)
nunber g{g/100g BW) g{g/100g BH) glg/100g BW} ng{mg/100g BW} ng(og/100g BY)} mg(ng/100g BY) og(mg/100g¢ BY) wmg(mg/100g BW) wg(mg/100g BY)
4101 0.80 0.76 1.58 a2 35 67 31.3 47.1 84.4
4102 0.82 0.82 1.64 az 33 65 34.4 43.9 78.3
Absolute 4103 0.93 0.91 1.84 24 28 56 J8.5 47.1 85.6
4104 .81 0,90 1.81 an 3z 63 43.4 36.6 80.0
4105 0.82 0.80 1.62 a1 az 63 36,7 38.7 75.4
Mean 0.86 0.84 1.G69 31 32 83 38.1 42.7 80.7
5.D. © 0,06 0.06 0.12 2 3 4 3.3 4.8 4.2
4101 0,34 0.32 0.66 14 15 29 15.9 20,0 35.9
4102 0.33 0.33 0.67 13 13 27 14.0 17.9 32.0
Relatfve 4103 0.39 0.38 0.78 12 12 24 16.2 19.9 36.1
4104 0.39 .38 0.78 13 14 27 18.7 15.8 34.5
4105 0.37 0.36 0.74 14 15 29 16.7 17.8 34.3
Mean 0.36 0.36 0.73 13 14 27 16.3 18.2 34.6
S.D. 0.03 0.03 0.00 1 1 2 1.7 1.8 1.6
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Appendix 178 A 28-day oral toxlicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual absolute and relsative organ welght (4 weeks)
Sex : Female

Dose (mg/kg) : 1000

Uterus
Anlimal
number mg(mg/100g BW)
4101 525
4102 420
Absolute 4103 409
4104 388
4105 718
Mean 492
5.D. 137
4101 223
4102 1711
Relatlive 4103 173
4104 167
4105 326
Mean 212

5.D0. 68
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Appendix 179 A 28-day oral toxlelty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (Recovery)
Sex : Male

Dose (mg/kg) : O

Body welght Braln Thynus Heart Lung Liver Spleen
Animal
number 4 glg/100g B¥) mg(og/100z BW) g{g/100g BW) glg/100g BY) g{g/100g BY) gleg/100g BY)
1006 364 2.08 323 1.1% 1.31 8.98 0.56
1007 353 2.04 228 1.13 1.13 8.88 0.63
Absolute 1008 400 1.87 339 1.28 1.34 10.08 0.59
1009 463 2.07 449 1,18 1.42 12.37 0.65
1010 393 2.01 285 1.15 1.19 10.39 0.62
Mean 395 2.01 325 1,19 1.28 10.14 0.61
5.0. 43 0.09 82 .08 0.12 1.41 0.04
1008 0.57 89 0.33 0.36 2.47 0.15
1007 0.58 65 0.32 0.32 2.82 0.18
Relative 1008 0.47 85 0.32 0.24 2.52 0.15
1009 0.45 97 0.25 0.31 2.67 0.14
1010 0.51 Ta 0.28 0.30 2.64 0.16
Mean 0.52 82 0.30 0.33 2.58 0.18
5.D. 0.08 13 0.03 0.02 0.09 0.02
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Appendix 180 A 28-day oral toxleity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Individual absclute and relatlive organ weight (Recovery)
Sex : Male
Dose (mgsfkg) : O
Kidney Kidney Kidney Adrenal Adrenal Adrenal Testls Testlis Testls
Animal (R) (L} (R+L} (R) (L) {R+L) (R) (L) (R+L)
number g{g/100g BY) g{g/100g BW) g{g/100g BYW) wuping/100g BW) mg(mg/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BY)
1006 1.52 1.48 3.00 22 26 48 1.73 1.74 3.47
1007 1.17 1.17 2.34 23 ‘ 24 47 1.58 1.63 3.1
Absolute 1008 1.41 1.329 2.80 31 33 64 1.57 1.55 3.12
1009 1.55 1.71 3.26 a7 37 T4 1.45 1.27 2,72
1010 1.45 1,50 2.95 22 23 45 1.54 1.53 3.07
Mean 1.42 1,45 2.87 27 29 36 1.57 1.54 3.12
5.0, 0.15 0.20 0.34 T 3] 13 0.10 0.17 0.27
1006 0.42 0.41 0.32 [ T 13 0.48 .48 0.95
1007 ¢.33 0.33 0.66 T T 13 0.45 G.46 0.91
Relative 1008 0.35 0.35 0.70 8 8 16 0.39 0.39 0.78
1009 0.33 0.37 0.70 8 8 18 0.31 0.27 0.59
1010 .37 0.38 0.75 8 i3 11 0.39 0.39 0.78
Mean 0.36 0.37 0.73 T T 14 0.40 .40 ¢.80
5.D. 0.04 0,03 0.08 1 1 2 0.07 0.08 0.14
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Appendix 181

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individueal absolute and relative organ welght (Recovery)

B-4650

Sex : Male
Dose (meg/kg) : O

Epldidynis Epididymis Epididymis
Animal (R) {L} (R+L}
nunber BY) mg{mg/100g BW) ng(mg/100g BW)
1006 578 564 11437
1007 496 481 977
Absolute 1008 530 516 1046
1009 494 445 939
1010 488 497 985
Mean 517 501 1018
5.0, a8 44 T8
1006 159 155 314
1007 141 136 277
Relative 1008 133 129 282
1009 107 96 209
1010 124 126 251
Mean 133 128 261
§.D. 19 21 40
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Appendix 182 A 28-day oral toxiclity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual absolute and relative organ weight (Recovery)
Sex : Male

Dose {mg/kg) : 1000

B-4650

Body welght Brain Thymus Heart Lung Liver Spleen
Anlmal
number g glg/100g BY) mg(mg/100g BW) E{E/100F BY) £(g/100g BW) glg/100g BY) £(z/100g BW)
4006 433 2.14 351 1.30 1.39 11,24 0.75
4007 439 2.08 282 1.34 1.24 12.02 0.57
Absolute 4008 3718 1.93 d44 1.13 1.25 9.84 0.63
4009 388 2.15 4€5 1.18 1.268 10.56 0.64
4010 389 1,54 355 1.23 1.17 8.99 0.72
Mean 405 2.056 359 1.24 1.26 10.73 0.66
S.D. 28 0.11 €6 0.08 0.08 0.91 0.07
4006 0.50 81 0.30 0.32 2.60 0.17
4007 0.47 64 0.31 0.28 2.74 0.13
Relative 4008 0.51 a1 .30 ¢.33 2.60 0.17
4009 0.55 120 0.30 .32 2.72 0.16
4010 Q.50 a1 0.32 .30 2.57 0.18
Mean 0.51 89 0.31 0.31 2.66 0.16
§.0. 0.03 20 0.01 0.02 0.08 0.02
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B-4650
Appendix 183 A 28-~day oral toxiclty study of Pigment Yellow-14 In rats with a recovery period of 2 wecks
Individual absolute and relative organ weight (Recovery)
. Sex : Male
Dose (mg/kg) : 1000

Kidney Kidney Kidney Adrenal Adrenal Adrenal Testis Testls Testis
Animal (R) (L) {R+L) (R) (L) (R+L) (R) (L) {RsL)
number g{g/100g BW) glg/100g BW) glg/100g BYW) mg{mg/100g 5W) ngl{wg/100g BR)} ng(wg/100g BW) g{g/100g BW) g{g/100g BW) g{g/100g BW)
4008 1.45 1.41 2.88 27 27 54 1.82 1.79 3.061
4007 1.44 1.52 2.96 29 a1 80 1.66 1.63 3.29
Absolute 4008 1.50 1.52 3.02 29 29 58 1.58 1.51 3.09
49009 1.42 1.28 2.70 33 3t 70 1.42 1.39 2.81
4010 1.34 1.35 : 2,69 17 22 ' 3% 1.44 1.49 2.93
Mean 1.43 1.42 2.86 27 29 56 1.58 1.56 3.15
5.0, 0.08 .11 0.15 ] 5 11 0.17 0.15 0.32
4006 0.33 0.33 0,66 8 6 12 0.42 0.41 0.83
4007 0.33 0.35 0.87 7 7 14 0.38 0.37 0.75
Relative 4008 0.40 0.40 0.80 8 8 15 0.42 0.40 0.82
4009 0.37 0.33 0.70 k] 10 18 Q.37 0.36 0.72
4010 0.34 0.35 0.68 4 [ 10 0.37 0.38 0.75
Mean 0.35 0.35 0.70 1 7 14 0,39 0.38 0.77
5.0, 0.03 0.03 0.06 2 2 3 0.03 0.02 0.05
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Appendix 184

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual absolute and relative organ welght (Recovery)

B-4650

Sex : Male
Dose (mg/kg) 1000
Epldidynls Epldidyris Epididymis
Anlimal (R} (L) (R+L)
nunber mg(mg/100g BY) mgi{mg/100g BW) ng(mg/100g BW)
4006 625 609 1234
4007 598 589 1167
Absolute 4008 505 476 981
4009 480 465 985
4010 462 473 335
Mean 536 518 1054
S.D. 1 €8 136
4006 144 141 285
4007 136 130 266
Relative 4008 134 126 260
4008 126 120 246
4010 119 122 240
Mean 132 128 259
5.D. 10 8 18
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Appendix 185

Individual absolute and relatlve organ weight (Recovery)

A 28-day oral'toxlcity study of Pigment Yellow-14 In rats wiih a recovery period of 2 weeks

B-4650

Sex : Female
Dose {(mg/kg)} : O
Body weight Braln Thymus Heart Lung Liver Spleen
Animal
number g g{g/100g BY) mging/100g BW) glg/100g BW) g{g/100g BW) g(2/100g BW) g(g/100g BR)
1106 249 2.00 464 0.85 1.08 6.80 0.60
1107 284 1.93 354 0.99 1.07 7.50 0,51
Absolute 1108 250 1.82 348 0.84 1.06 6.39 0.36
1109 250 1.94 379 0.85 1.10 7.08 0.53
11190 259 1,92 309 0.78 1.10 6.73 0.44
Mean 258 1.92 371 0.86 1.08 6.90 0.49
5.D. 15 0.06 58 0.08 0.02 0.42 0.09
1106 0.80 186 0.34 0.43 2.73 0.24
1107 0.68 125 0.35 0.38 2.64 0.18
Relative 1108 0.73 139 0.34 0.42 2.56 0.14
1109 0.78 152 0.34 0.44 2.83 0.21
1110 0.74 119 0.3a0 0.42 2.80 0.17
Mean 0.75 144 0.33 0.42 2.67 0.19
5.D. 0.05 27 0.02 0.02 0.11 0.04
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B-4650
Appendix 186 A 28-day oral toxicity study of Plgment Yellow-14 In rats with a recovery period of 2 weeks
Individual absolute and relative organ welght (Recovery)
Sex : Female
Dose {(mg/kKg) : O
Kidney Kidney Kidney Adrenal Adrenal Adrenal Ovary Ovary Ovary
Animal {R} (L} (R+L}) (R) {L) {R+L) (R) {L) (R+L)
number g(g/100g BW} glg/100g BYW) g{g/100g BW) meg(mg/100g D¥W) mg{mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mgl{mg/100g BW)
1106 0.97 0.91 1.88 34 34 GB 49.0 44.2 3.2
1107 1.02 1.00 2,02 34 29 83 40.1 38.0 78.1
Absolute 1108 0.96 0.89 1.75 35 37 T2 45.0 28.0 74.0
1109 0.91 0.89 1.80 40 49 89 41.5 45.7 87.2
1110 0.84 0.89 1.73 31 a8 63 39.8 40.6 B80.4
Mean 0.92 ¢.92 1.84 da 37 T2 43.1 a9.5 82.6
s.D, 0.08 0.05 0.12 3 i 10 3.9 6.6 7.6
1108 0.39 0.37 0.76 14 14 27 19.7 17.8 31.4
1107 0.36 0.35 0.71 12 10 22 14.1 13.4 21.5
Relative 1108 0.34 0.36 0.70 14 15 29 18.0 il.6 29.6
1109 0.36 0.36 0.72 16 20 a5 16.6 18.3 34.9
1110 0.32 0.34 0.67 12 15 27 15.4 15.7 31.0
Mean 0.35 0.36 0.71 14 i5 28 i6.8 15.4 32.1
5.D. 0.03 0.01 .03 2 4 5 2.2 2.9 4.0
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Appendix 187

Individual absolute and relative organ welght (Recovery)

A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

B-4650

Sex : Female
Dose {mg/kg) : O
Uterus
Animal
nuober mp{eg/100g BW}
1108 306
1107 444
Absolute 1108 397
1109 582
1110 343
Mean 432
S.D. 91
1108 1589
1107 158
Relative 1108 159
1109 233
1110 132
Mean 168

5.0. 38
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Appendix 188

A 28-day oral toxiclty study of Plgment Yellow-14 in rats with a recovery period of 2 weeks

Individual absclute and relative organ welght (Recovery)

B-4650

Sex Female
Dose (mg/kg) : 1000
Body welght Brain Thymus Heart Lung Liver Spleen
Animal
number g glg/100g BY) wg{mg/100g BY) £(g/100g BW) glg/100g BY) £(g/100g BW) glg/100g BHW)
4106 238 1.75 308 0.79 0.91 5.85 0.48
4107 274 1.78 206 0.91 1.14 7.80 0.65
Absolute 4108 241 1.97 281 0.79 1.05 6.17 0.56
4109 254 1.84 385 0.76 1.09 7.391 0.52
4110 269 1.97 436 0.86 1.16 T.14 0.58
Mean 255 1.86 343 0.82 1.07 6.85 0.56
S.D. 15 0.10 65 0.08 0.10 0.82 0.06
4106 0.74 130 0.33 0.38 2.46 0.20
4107 0.65 112 0.33 .42 2,85 0.24
Relative 4108 0.82 117 0.33 0.44 2.56 0.23
4109 0.72 152 0,30 0.43 2.88 0.20
4110 0.73 162 0.32 0.43 2.85 0.22
Mean 0.73 135 0,32 0.42 2.68 0.22
S.D. 0.06 22 0.01 0.02 0.18 0.02
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B-4650
A 28-day oral toxleity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual absolute and relative organ weight (Recovery)
Sex : Female
Dose {mg/kg) : 1000
Kldney Kidney Kidney Adrenal Adrenal Adrenal Ovary Ovary Ovary
Aninal {R} {L) (R+L) (R) (L) (R+L) (R) (L} {R+L}
number glg/100g BW) g{g/100g BW) g(g/100g BY} ng(wg/100g BW) wmglmg/100g BW) mg{mg/100g BY) mg(pg/100g BY) mgipg/l00g BW) wogl{ng/i00g BW)
4106 0.89 0.85 1.74 28 28 o6 37.7 24.2 61.9
4107 0,99 0.95 1.94 a8 43 a2 47.7 39.0 BS.7
Absolute 4108 0.92 0.92 1.84 ki3 35 p! 35.0 34.9 63.9
4109 0.88 0.87 1.75 36 36 72 43.6 35.3 78.9
4110 0.94 0.97 1.81 30 a6 66 41.6 43.7 85.3
Mean 0.92 0.51 1.84 34 a8 69 41.1 35.4 76.5
S.D. 0.04 0.05 0.09 5 5 9 5.0 T.2 10.5
4106 0.37 0.36 0.73 12 12 24 15.8 10.2 28.0
= 4107 0,36 0.35 0.71 14 16 30 17.4 14.2 31.6
. Relative 4103 0.38 0.38 0.78 . 15 15 29 14.5 14.5 29.0
e 4109 0.35 0.34 0.69 14 14 28 17.2 13.9 dl.1
% 4110 0.35 0.36 0.71 11 13 25 15.5 16.2 a1.7
Mean 0.38 0.36 0.72 13 . 14 27 16.1 13.8 29.9
5.D. 0.01 0.01 0.03 2 2 K] 1.2 2.2 2.4
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B-4650

Appendix 150 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with & recovery period of 2 weeks
Individual absolute and relative organ welght (Recovery)
Sex : Female

Dose (wmg/keg) @ 1000

Uterus
Animal
number mg(mg/100g BW)
4106 408
. 4107 439
Absolute 4108 448
4109 478
4110 643
Mean 483
S.Dh. 93
4106 171
4197 160
Relative 4108 185
4109 188
4110 238
Mean 189

5.D. a0
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Appendix 191

Individual gross pathological findings {4 weeks})

Sex

Dose {mg/kg)

: Male

0

A 2B-day oral toxleity study of Plgment Yellow-~14 in rats with a recovery period of 2 weeks

Organs
Findings

Animal number (1001-1005)

2

3

4

5

External appearance
Brain
Spinal cord
Sciatlie nerve
Pituitary
Sallvary gland
Submandibular lymph node
Trachea
Thyroid

Large or small (unilateral)
Thoraclc cavity
Thymus
Heart
Lung

Focus, dark red
Abdominal cavity
Liver
Spleen
Pancreas
Kidney
Adrenal
Esophagus
Stomach
Small intestine
Large intestine
Mesenteric lymph node
Bone marrow
Femoral muscle
Urinary bladder
Testis

Small (bilateral)
Epididymis

Small (bilateral)
Semlnal veslicle
Prostate

Small
Other tissues or organs

- : No remarkable changes
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B-4650

Appendix 192 A 28-day oral toxlcity study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Individual greoss pathological findings (4 weeks)
Sex : Male

Dose (mg/kg) : 100

Animal number (2001-2005)

Organs
Findings 1 2 K] 4 5

External appearance - - - - -
Brain - - - -
Spinal cord - - -

Sclatlc nerve - - - - -

Pituitary - - - - -
Sallvary gland - - - - -
Submandibular lymph node - - - - -
Trachea - - - - -
Thyroid

Large or small (unilateral) - - - _ -
Thoraclic cavity - - - - -
Thymus - - - - -
Heart - - - - -
Lung

Focus, dark red - -
Abdominal cavity - -
Liver - -
Spleen - -
Pancreas - -
Kidney -
Adrenal -
Esophagus : - -
Stomach - - - - -
Small intestine - - - - -
Large intestine - - - - -
Mesenteric lymph node - - - - -
Bone marrow - - - - _
Femoral muscle - - - - -
Urinary bladder - - - - -
Testls

Small (bilateral) - - - + -
Epididymis

Small (bilateral}) - - - + -
Seminal vesicle - - - - -
Prostate

Small - - - + -
Other tissues or Organs - - - - -

+
]
1

Vi
LI I )
L2 I I |

- : No remarkable changes
+ : Ppsitive for respective changes
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B-4650

Appendix 193 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks
Individueal gross pathological findings (4 weeks)
Sex . Male

Dose (mg/kg) r 300

Animal number (3001-3005)

Organs

Findings 1 2 3 4 5
External appearance - - - - -
Braln - - - - -
Spinal cord - - - - -
Sciatic nerve - - - - -
Pitultary - - - - -
Salivary gland - - - - -
Submandibular lymph node - - - - -
Trachea - - - - -
Thyroid

Large or small (unilateral) + - - - -
Thoraclc cavity - - - - -
Thymus - - - - -
Heart - - - - -
Lung

Focus, dark red - - - - -
Abdominal cavity - - - - -
Liver - - - - -
Spleen - - - - -
Pancreas - - - -
Kidney - - - -
Adrensl - - - - -
Esophagus - - - - -
Stomach - - - - -
Small Intestine - - - - -
Large 1lntestine - - - - -
Mesenteric lymph node - - - - -
Bone marrow - - - - -
Femoral muscle - - - - -
Urinary bladder - - - - -
Testls

Small (bilateral) - - - - -
Epldidymis

Small {(bllateral) - - -

Seminal vesicle - - -
Prostate

Smalil - - - - -

Other tissues or organs - - - - -

- : No remarkable changes
+ : Positive for respective changes
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Appendix 194 A 28-day oral toxlelty study of Plgment Yellow-14 In rats with a recovery period of 2 weeks
Individual gross pathologleal findlings {4 weeks)
Sex : Male

Dose {(mg/kg) : 1000

Animal number (4001-4005)

Organs

Findlings 1 2 3 4 5
External appearance - - - - -
Brain - - - - -

Spinal cord - - -
Sclatic nerve - - - -
Pitulitary - - - -
Salivary gland - - - -
Submandibular lymph node - - - -
Trachea - - - -
Thyroid

Large or small (unilasteral) - - - -
Thoracle cavity - - - - -
Thymus - - - - -
Heart - - - - -
Lung

Foecus, dark red - - + - -
Abdominal cavity - - - - -
Liver - - - - -
Spleen - - - - -
Pancreas - - - - -
Kidney - - - - -
Adrenal - - -
Esophagus - - -
Stomach - - - - -
Small intestine - - - - -
Large 1intestine - - - - -
Mesenteric lymph node - - - -
Bone marrow - - - - -
Femoral muscle - - - - -
Urinary bladder - - - - -
Testls

Small (billateral) - - - - -
Epididymis

Small (bilateral) - - - - -
Seminal vesicle - - - - -
Prostate

Small - - - - -
Other tissues or organs - - - - -

t ot

- : No remarkable changes
+ : Positive for respective changes
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Appendix 195 A 28-day oral teoxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks
Individual gross pathological findings (4 weeks)
Sex : Female

Dose (mg/kg) : O

Animal number (1101-1105)
Organs
Findings 1 2 3 4 5

External appearance - - - - -
Brain - - - - -
Spinal cord - - - - -
Sclatic nerve ' - - - - -
Pitultary - - - - -
Salivary gland - - - -
Submandibular lymph node - - - -
Trachea - - - - -
Thyrold - - - - -
Thoracle cavity - - - - -
Thymus - - - -

Heart - - - -

Lung - - - - -
Abdominal cavity - - - - -
Liver - - - - -
Spleen . - - - - -
Pancreas - - - - -
Kidney : - - - - -
Adrenal -
Esophagus -
Stomach

Small intestine

Large Intestine
Mesenteric lymph node
Bone marrow - -
Femoral muscle -

Urinary bladder - - - - -
Ovary - - - - -
Uterus - - - - -
Vagina - - - - -

Other tlssues or organs - - - - -

- : No remarkable changes
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Appendix 196 A 28-day oral toxliclty study of Pigment Yellow-14 In rats with a recovery period of 2 wecks
Individual gross pathological findings {4 weeks)
Sex : Female

Dose {mg/kg) : 100

} Animal number (2101-2105)

organs

Findings . 1 2 a 4- 5
External appearance - - - - -
Brain - - - - -

Spinal cord - - - - -
Sciatic nerve - - - -
Pituitary - - - -

Sallvary gland - - - - -
Submandibular lymph node - - - -

Trachea - - - - -
Thyroid - - - - -
Thoracle cavity - - - - -
Thymus - - - -

Heart - - - -

Lung - - - - -
Abdominal cavity - - - - -
Liver - - - - -
Spleen - - - - -
Pancreas - - - - -
Kidney - - - - -
Adrenal - - - - -
Esophagus - - - - -
Stomach - - - - -
Small intestine - - - - -
Large intestine - - - - -
Mesenterle lymph node - - - - -
Bone marrow - - - - -
Femoral muscle - - - - -
Urinary bladder - - - - -
Ovary - - - - -
Uterus - - - - -
Vagina - - - - -
Other tissues or ogrgans - - - - -

961-1

- : No remarkable changes
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Appendix 197 ' A 2B-day oral toxlicity study of Pigment Yellow-14 in rats with a recovery perlod of 2 weeks
Individual gross pathologleal flndings (4 weeks)
Sex : Female

Dose (meg/kg) : 300

Animal number (3101-3105)

Organs
Findings 1 2 3 4 b5

External appearance - - - -
Brailn - - - -
Spinal cord - - -
Sciatic nerve - - - - -
Pituitary - - -
Sallvary gland - - -
Submandibular lymph node - - -
Trachea - - -
Thyroid - - -
Thoracle cavity - - -
Thymus - - - - -
Heart - - - - -
Lung - - - - -
Abdominal cavity - - - - -
Liver - - - - -
Spleen - - - - -
Pancreas - -
Kidney - -
Adrenal - -
Esophagus - -
Stomach - -
Small Intestine - -
Large intestine - -
Mesenteric lymph node - - - - -
Bone marrow - - - - -
Femoral muscle - - - - -
Urinary bledder - - - - -
Ovary - - - - -
Uterus . - - -

Vagina - - -

Other tissues or organs - - - - -

LI I I I |
] 1

LI I I I |
1

- : No remarkable changes
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Appendix 198 A 28-day oral toxiclty study of Pigment Yellow-14 in rats with a recovery peried of 2 weeks
Individueal pgross pathologlcal findings'(4 weeks)
Sex : Female

Dose (mg/kg) : 1000

Animal number (4101-4105)

Organs

Findings 1 2 3 4 5
External appearance - - - - -
Brain - - - _ -

Spinal cord - - - - -
Sclatlic nerve - -
Pituitary - - -
Salivary gland - - - - -
Submandibular lymph node - -

Trachea - -
Thyroid - _
Thoracle cavity - -
Thymus - _
Heart - -
Lung - -
Abdominal cavity -

Liver -

Spleen - -
Pancreas - -
Kidney - -
Adrenal - -
Esophagus - -
Stomach - - - - -
Small intestine - -

Large Intestine - - - - -
Mesenteric lymph node - - -

Bone marrow - - -
Femoral muscle - - - - -
Urinary bladder - - - - -
ovary - - - - -
Uterus - - - -

Vagina - - - -

Other tissues or organs - - - - _

[ I IO IO S I B B |
[ I R R N B B |
] ]

LI I )
LI B B |
LI I I )

- : No remarkable changes
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Appendlix 199 A 28-day oral toxlcity study of Pigment Yellow-14 in rats with a recovery period of 2 wecks

Individual gross pathological findings (Recovery)

Sex

Dose (mg/kg)

I Male

0

B-4650

Organs
Findings

Animal number (1006-1010}

External appcarance
Braln
Spinal cord
Scliatic nerve
Pitultary
Salivary gland
Submandibular lymph node
Tracheca
Thyroid
Thoracic cavity
Thymus
lleart
Lung
Ahdominal cavity
Liver
Spleen
Pancrcas
Kidney
Adrenal
Escphagus
Stomach
Focus, dark red, glandular stomach
Small intestine
Diverticulum
Large intestine
Mesenteric lymph node
Bone marrow
Femoral muscle
Urinary bladder
Testlis
Epididymis
Focus, vellowish white (unilateral)
Seminal vesiecle
Prostate
Other tissues or organs

- : No remarkable changes
+ 1 Positlve for respective changes
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Appendix 200 A 28-day oral toxicity study of Pigment Yellow-14 in rats with a recovery period of 2 weeks

Individual gross pathological findings (Recovery)
Sex : Male

Dose (mg/kg) : 1000

B-4650

Animal number (4006-4010)

Qrgans
Findings G T 8 g

10

External appcarance - - - -
Brain - - - -
Spinal cord - - - -
Sciatic nerve - - - -
Pitultary - - - -
Sallvary gland - - _ -
Submandibular lymph node - - - -
Trachea - - - -
Thyroid - - - -
Thoracic cavity - - - -
Thymus - - - -
leart - - - -
Lung - - - -
Abdominal cavity - - - -
Liver - - - -
Spleen - - - -
Pancreas - - - -
Kidney - - - -
Adrenal - - - -
Esophagus - - - -
Stomach

Focus, dark red, glandular stomach + + - -
Small intestine

Diverticulum - + - -
Large intestine - - - -
Mesenteric lymph node - - - -
Bone marrow - - - _
Femoral muscle - - - -
Urinary bladder - - - -
Testls - - - -
Epididymis

Focus, yellowish white (unilatecral) - - - -
Seminal vesicle - - - -
Prostate - - - -
Other tissues or organs

L2 I I |

- 1 No remarkable changes
+ @ Positive for respective changes
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Appendix 201

A 28-day oral toxlelty study of Pigment Yellow-14 in rats with a reccovery period of 2 weeks

individual gross pathological rindings {(Recovery)

Sox

Dose {(mg/kg)

Female

0

B-4650

Organs
Findings

Animal number (1106-1110)

External appearance
Brain

Spinal cord

Sciatic nerve
Pitulitary

Salivary gland
Submandibular lymph node
Trachea

Thyroid

Thoracic cavity
Thymus

Heart

Lung

Abdominal cavity
Liver

Spleen

Pancrcas

Kidney

Adrenal

Esophagus

Stomach

Small intestine
Large intestine
Mesenteric lymph node
Bone marrow

Femoral muscle
Urinary bladder
Dvary

Uterus

Vagina

Other tissues or organs

- 1 No remarkable changes
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Appendix 202

Dose (meg/ke)

Female

1000

Individual gross pathological {indings (Reccovery)

A 28-day oral toxicity study of Pigment Yellow-14 in rats wlth a recovery perlod of 2 weeks

B-46

Organs
Findings

Animal number {4106-4110)

ki 8 9 10

External appearance
Brain

Spinal cord

Sciptic nerve
Pituitary

Salivary gland
Submandibular lymph node
Trachea

Thyraold

Thoracle cavity
Thymus

Heart

Lung

Abdominal cavity
Liver

Spleen

Pancreas

Kidney

Adrenal

Esophagus

Stomach

Small Intestine
Large Intestine
Mesenteric lymph ncde
Bone marrow

Femoral muscle
Urinary bladder
Ovary

Uterus

Vagina

Other tissues or organs

- : No remarkable changes
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Appendix 203 A 28-day oral toxlcity study of Plgment Yellow-14 in rats with a recovery period of 2 wecks
Individual histopathological findings (4 weeks)

" Sex : Male

Dose (mg/kg} : O

Organs Animal number
1 1 1 1 1
0O 0 0 0 O
-Tindings 9 0 0 0o o
1 2 3 4 5
Cerebrum 0 0 0 0 O
Cerebellum 0 0 0 0 O
Pons 0 0 o 0 o0
Spinal cord 0 0 0 0 0
Sclatic nerve 0 0 0 0 O
Heart 0 0 0 0 0
Trachea 0 0 0 0 0
Lung {(Bronchus) 0 0 0 0 0O
= Stomach 0 0 0 0 O
' Duodenum o o 0 0 0
Eg JeJunum 0 0 0 0 0
%] Ileum (Peyer's patch) 0o ¢ 0 0 0
Cecum 0 0 0 0 0
Colon 0 ¢ 0 0 O
Rectum 00 0 0 0
Liver

-microgranuloma 0o 0 1 0 0
Pitultary a 0 0 0 0
Thyroid (Parathyrold) 0 0 o 0 O
Adrenal . O 0 o 0 0O
Thymus 0O 0 0 0 0O
Spleen O 0 0 0o ¢
Submandibular lymph node G 0 0 0 0
Mesenteric lymph node 0O ¢ 0 0 0
| Kidney 0 0 0o 0 0
Urinary bladder 0 0 o 0 0
Testis oo o o Q9
Epididymis 0o g 0 0

Prostate
=cell infiltration, lymphocytic 01 0 0 o0
Eye 0 0 0 0 0
Sternum (Bone marrow) o0 0 0 0 0
Femur {(Bone marrow) 0 0 0 0 O
Skeletal muscle 0 0 0 0 O

0 : No remarkable changes 1 : Slight
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Appendlx 204 A 28-day oral toxleclty study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Individual histopathological findings (4 weceks)

Sex : Male

Dose (mg/kg) : 1000

organs Anlmal number

~findings

HOO R
F ol =

Cerebrum
Cerebellum
Pons
Spinal cord
Sclatliec nerve
Heart
Trachea

Lung (Bronchus}
Stomach

Duodenum

Jejunum

Ileum (Peyer's patch)
Cecum

Colon

Rectum

Llver

-microgranuloma
Pituitary
Thyrold (Parathyroid)
Adrenal
Thymus

Spleen
Submandibular lymph node
Mesenteric lymph node
Kidney
Urinary bladder
Testlis
Epldidymis
Prostate

-cell infiltration, lymphocytlce
Eye
Sternum (Bone marrow)
Femur (Bone marrow)
Skeletal muscle

CoOoCOoOCoOOoOooOoOo0Oo00
CoOOoODOOoOoOCOoOOoOo0o0 OO B
OCCo0O0oCOoOCooOoOo0 O S b
OCoCoCOoO0DODoOoOCoOo

oo OC COLLUOOOoQQO00C
ooOooo Do LLOooOOoOO
CcCCoCoOo S Do CoLoLocoooo COOCOoOoODOOSOoOoOD oo A

ocooQo Qoo OoQ
COoCOoOOoN [=}=RofolalaleleEeRa Nl

0 : No remarkable changes 1 : S5light 2 : mild
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Appendix 205 A 28-day oral toxiclty study of Pigment Ycllow-14 fn rats with a rccovery period ol 2 weeks
Individual histopathological findings (4 weccks)
Sex : Female

Dose (mg/kg) : 0

Organs Animal number
1 1 1
1 1 1

=findings 0 0 ¢

1 2 5

Cerebrum

Cerebel lum

Pons

Spinal cord
Sclatlic nerve
Heart
Trachea
Lung (Bronchus)
Stomach
Ducdenum
JeJunum

Ileum (Peyer's patch)
Cecum

=cell infiltration, mucosa
Colon
Rectum

-cell Infileration, mucosa
Liver
Pituitary
Thyroid (Parathyroid)
Adrenal
Thymus
Spleen
Submandibular lymph node
Mesenteric lymph node
Kidney

-cyst
Urinary bladder
ovary
Uterus
Vagina
Eye
Sternum {(Bone marrow)
Femur (Bone marrow)
Skeletal muscle

COO00DoCOoO00C C0O0QCOOoO0COo OO CoOoooO000D0O0Q
COoOoOOQCOoO0C LCOoOCCoCOoOOOoCS OO CoOoOooo00o000DOoO00
OO0 COoO0oOT CODLOODOD QO OCooOoOoO0oOoO000 WO
oooo0ooC0o0oO0 e e e e e e I o e (=R =} DoCCoooO00Ooo00 O
COoOCoOoOoCoOoOC cCooooooOoOoS OO CCoCoOCooOoOCoOoOoO0

0 : Ko remarkable changes P : Present
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Appendix 206 A 28-day oral toxiclty study of Pigment Yellow-14 In rats with a recovery period of 2 weeks
Indlvidual histopathological findings (4 wecks)
Sex : Female

Dose (mg/kg) : 1000

nimal number
4

Organs

-findings

O
Ul S et

A

4

1

0

1

Cerebrum 0

Cerebellum 0

Pons o}

Spinal cord 0

Sclatle nerve 0

Heart 0

Trachea 0

Lung (Bronchus} [+}

Stomach 0

Duocdenum 0

Jejunum 0

Ilcum (Peyer's patch) 4}
Cecum

=cell Infiltration, mucosa a

Colon 4]

0

0

0

0

o]

+]

0

0

0

0

0

0

0

o

1}

0

0

0

COoOOoOoC0o00CcC0oO00o0

(=0 ol

Rectum

-cell Infiltration, mucosa
Liver
Pituitary
Thyroid (Parathyroid)
Adrenal '
Thymus
Spleen
Submandibular lymph node
Mesenteric lymph node
Kidney

-cyst
Urinary bladder
Ovary
Uterus
Vagina
Eye
Sternum {(Bone marrow)
Femur (Bone marrow)
Skeletal muscle

cCOoOCcoCcOoOooOoS OO CoOSOoOO0O0000o00 [=R=N

(=g =j =Nl oo Nolw] CoOoOCcCCoCOoO0OS OO0 DOOODOLOREDO S
CoooooCoCOo CoOOoOCcCOooCOoOOC (=X -] (=N o R o 3 e o e e R ]

COoOODLOLLORE DO0CDO0DC O~

CDO0DLOOLOD

0 : No remarkable changes 1 : Stight
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REPEATED DOSE TOXICITY

TEST SUBSTANCE
+ Identity: Pigment Yellow 14 (CAS No. 5468-75-7)
* Remarks: Synonym: Benzidine Yellow

Source: _ Lot No-wavelength of maximum
absorption at 421.5 nm, molar absorptivity 913,

Impurity: loss on drying 0.36 wt%, residue on ignition 11.8 wt%. Kept in a
refrigerator until use.

METHOD
+ Method/guideline: OECD TG407
* Test type: Repeated Dose 28-day Oral Texicity Study
* GLP: Yes
* Year: 2001
- Species: Rat K
- Strain: Crj:CD(SD)IGS

* Route of administration: Oral (by gavage)

» Doses/concentration levels: 0, 100, 300 or 1,000 mg/kg/day (in olive oil})

* Sex: Male & Female

- Exposure period: 28 days

- Frequency of treatment: 7 days/week

- Control group and treatment: Concurrent vehicle

- Post exposure observation period: 14 days

« Duration of test: 6 weeks

- Statistical methods: Bartlett’s test and Dunnett’s test or a Dunneti-type mean rank test for
continuous data; Chi square test or Mann-Whitney’s U-test for scored data;
cumulative Chi square test for qualitative data in urinalysis.

REMARKS FIELD FOR TEST CONDITIONS
« Test Suhjects:
— Age at study initiation: 7 week old
— Weight at study initiation: 228-256 g for males, 171-195 g for females
— No. of animals per sex per dose: 5 per sex per dose group
« Study Design:
— Vehicle: Olive oil
~ Satellite groups and reasons they were added:
Recovery group, in which administration was withheld for 2 weeks to examine
reversibility of the changes.
— Clinical observations performed and frequency:
General condition: 3 times a day (but twice on Saturday, Sunday and legal
holidays) during the administration period and once a day during the recovery
period.
Functional observations: detailed general condition, once before the first




exposure, on days 7, 14, 21 and 28 of administration and on days 7 and 14 of
recovery; manipulative tests, grip strength and motor activity, on day 28 of
administration and on day 14 of recovery.

Body wt.: on day 1 and twice a week thereafter during the administration period
and on day 1 and twice a week thereafter during the recovery period.

Food consumption: on the same days when body wt. was determined.

Water consumption: on the same days as for urinalysis.

Urinalysis: in week 4 of administration and in the final week of recovery.
Haematology and biochemistry: on the day following the last day of the
administration and on ihe last day of the recovery period.

- Organs examines at necropsy:

RESULTS
* NOAEL (NOEL)

* LOAEL (LOEL)

Organ weight: brain, adrenal, thymus, spleen, heart, Iung, liver, kidney, and in
addition for males, testes and epididymis and for females ovary and uterus.
Microscopic: all animals in the control and 1,000 mg/kg groups, brain, spinal
cord, sciatic nerve, eyeball, pituitary, thyroid (including parathyroid), adrenal,
thymus, spleen, lymph node, heart, trachea, lung, stomach, small intestine, large
intestine, liver, kidney, urinary bladder, testis, epididymis, prostate, ovary,
uterus, vagina, bone marrow, muscle; and macroscopical lesions in the other
groups.

Male: 1,000 mg/kg/day
Female: 1,000 mg/kg/day

Not determined under the conditions tested.

REMARKS FIELD FOR RESULTS
— Body weight:
Food/water consumption:

[

Clinical signs:

No dose-related changes in body weight in either sex.

No dose-related changes in food or water consumptions in either sex.
Yellowish feces was observed in all animals of all treatment groups in both
sexes from day 2 of administration to day 2 of recovery.

Functional observations: In the open field observation, yellowish feces was observed in 1/10

Urinalysis:

males at 1,000 mg/kg.
Females: Increase in protein at 1,000 mg/kg (p<0.01).

Dose level (mg/kg/day) 0 100 300 1,000
Ne. of animals 10 5 5 10
degree*
Protein - 5 1 1 0
+ 3 2 1 5
+ 2 2 3 :
++ 0 0 0 1

*degree: —, 0-5 mg/dL; %, 10-20 mg/dL; +, 30-70 mg/dL; ++, 100-200 mg/dL




— Haematology: Females: Increase in monocyte proportion (p<0.05) at 1,000 mg/kg.

Dose level (mg/kg/day) 0 100 300 1,000
No. of animals 10 5 5 10
Monocyte proportion 0.2+03 03204 04204 08203
— Biochem: No dose-related changes in biochem in either sex,
— Ophthalmologic findings:
Not examined.
— Mortality and time to death:
None

— @Gross pathology incidence and severity:
Dark red focus in the lung in 1/5 males at 100 mg/kg and 1/5 males at 1,000
mg/kg.

— Organ weight changes:
Mo dose-related changes in organ weight either sex.

— Histopathology (incidence and severity):
Liver: Slight microgranuloma in 1/5 males in the control group and 2/5 males at
1,000 mg/kg.
Cecum and rectum: Slight cell infiltration in mucosa in 1/5 females at 1,000

mg/kg.
Prostate: Slight or mild lymphocytic cell infiltration in 1/5 animals in the
control group and 2/5 animals at 1,000 mg/kg.

CONCLUSIONS
Yellowish feces was observed in all treatment groups. In the 1,000 mg/kg group, increases of urine
protein in males and monocyte proportion in females were observed. Tissue pathology revealed no
test article-related change in either sex. The NOAEL was established at 1,000 mg/kg/day for both
sexes.

DATA QUALITY
» Reliabilities: Valid without restriction

Remarks field for Data Reliability
Well conducted study, carried out by BOZO Research Center Inc. (Japan)

REFERENCES (Free Text)
Nishimura, S. Katsumata, T. et al (2001): A-28-day oral toxicity study of Pigment Yellow 14 in rats
with a recovery period of 2 weeks.

GENERAL REMARKS
Yellowish feces was judged from its color to be due to excretion of orally ingested Pigment Yellow 14.
Further, there were no related histopathological changes in the males with increased urine protein or
the females with increased monocyte proportion in the 1,000 mg/kg group. Therefore, neither of
these changes is thought to have any toxicelogical significance.
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