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RE, EEE, ®IFEW, BEREK, SREITERE, ERHH, SEEEACHELREER
BT L IO & R RO, SEOY % Bartlett HRIC L W RE L, SEASK R
A%, Dunnett DL HHBMEZ VT, 722555 1E Steel DL ELESREZ AW T EEE D
e a7 o 7.
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59.2.2. yHRE
PEER o (HEHE A VR e B AR TR D

24



P041489

5.9.2.3. Wilcoxon DNEMFIRREE (WEIRE)

HIRE © CEREUERE) <100

FEFESS » GEEVIHUHPEYIED *x100

AR TR D (REIRBARERE) x100

ARSI 5L T LR o (RS W A R4 *100
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6. REFR
6.1. REERLGEHME
6.1.1. —fXIREE

BEfE S % Table 1, 2 J2OY Appendix 1, 2 (/R L7z,
T AL NE VY 16 BREOMERER G THERM BRI AMEA D b, AZ (x5 2 A
DR G HIFA T £ Tk L CER® BT,

6.1.2. {KE
IREOHEM % Fig. 1, 2, Table3, 4 U Appendix 3, 4 {Z7RL7-.

B A NA LY 16 S REOMEECIRG AR 28 U TR MBS OETRO o dz,

6.1.3. fEfEE

EEF B O % Fig. 3, 4, Table5, 6 &Y Appendix 5, 6 {23 L7z,

VAL AL Y16 BEEOMERE TRE M 48 U TR E R IR L7221 BidaE 0 &
Nipinoie.

2%, 100 K& U* 300 mg/kg AEDMETHEIR 20 BIZEBEI RO A BRMEENBO bNTZA, B
LTH Y, 1000 mgkg B TIRBRDZEALMZE D HAL TN T &2 b A 22 2810 & il L 7=,

6.1.4. Flfk
FRAEHE R & Table 7~9 & TF Appendix 7, 8 IZ/m L 7.
TA L NA LT 16 BREOHERETEITRO bivid o7z,

6.15. W/EEE

HITEAL B % Table 10~12 B (Y Appendix 9, 10 (Z/3 L7z,
B A ALY 16 BREOMERE TR, R EARUIIRERIZBW TR OFE27%
IR LR o Tz,

6.1.6. JREBMHMEFEAIRE

FRASHE % Table 13~15 & U8 Appendix 11, 12 {Z/R L7=.
AL hA LY 16 BREOMERECREE, HBE RELUIPRICB O TR E R S ICEE LT
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AT D bR 71z,

7233, 1000 mg/kgFEOKE 1 FCHE _EAROBREE R T AIZENE, <t BRRE I OF 300 mg/kgfE D MR |
Bl THIBOBE ORHIE OERNRD SN, TRODED S 5, I HKOBIEORFAHE
FEICOWTIE, HARBEORERDH VY, KR TORAEFKLDRVW LD, BT EE &
OBFE I LT Uz, —0F, FEROBE ORFME OZEREIZ OV, FEROZE{EDY 1000 mg/kg
HETRDLLHNATO RN L, HEBRWEKRG & ORETRW LT L 7.

6.2. AEEBATM
6.2.1. WEHRE R OATEREIRE

FRALHE % Table 16 % TUF Appendix 13, 14 (275 L7z,

PEREIRAE T, BERARAROCRBERFICBWCHRBREE L OFBEREZRD b id o7z
AFERE R TlE, SHBBER O T AL ALY 16 BEEORE| TRRNH B, ZRFFWN
FTHOMED 100%TH o7, AUEEMIE, <THEE, 300 & T 1000 mg/kg FEOE 1 FIRRD S, 3ZE
SRILxEAE, 100, 300 & T 1000 mg/kg #F TEILEI 91.67%, 100%, 91.67% K R 91.67% T > 7.
SZIBRICBNTHMBEE L E T A M ALY 16 HREEDHICABERZITRD N7z, £z,
RRFEAKICBWTORMBIEL E S A b AL P16 5T E OBICHEE 2T b

Mo,

6.2.2. iR OVEEHRE

FRATRE S % Table 17 & U8 Appendix 15 (Z7R L7z,

SIMREFOMA TIX, BERE, ARELR, BRRE, @M, MERE, AR, AR, #
HEMA R, R, HESR, HAROMEEKUOARBERIIBNTHMELE A ML
V16 KL DRICABRETRD o

B ORE T, FAELO 4 HOEFRETEREICSOTHREL 7 A ALY 164
L DRIICHEREIIRD D207,
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7. BE

VA ML Y16 OREMEICEAT 2 HMRBO—ERE LT, KR 14 B, #ETEED
AR & 51 35 AR, MECITROHIM, MIREIM A OVEE 3 B 2 TROES L, #Eicst
T RE R G HIER OETRRES 72 b NSRRI OFE A - BB ICKITTEEIC DV TRFT LT

7.1, RERGENE

B A ML Y 16 B RE TR ERIR AMEAED bl FEICEME L7z 28 B IRIRKER
L% 53MERRY T, HBRYE L REOL L DEOENRED LN TEY, - O IEkBRY
E#REGICRRE L EEZ NS —REORIT o, T, FE, BHE, KRE, 0K
TR, MREERE, SEER, FREOFEEERANREICE O THBmE R GIER L
T2 B TR D O TRV, o T, KB TR LN ERYBHEMIENMER, WERYE oM
RPA VL VBOMRTHD Z LITER LB THY, FEEANEETIEIRWEEZ L.

R, AR, R EEEEETFIREIZCBWTE S 2 b LoV 16 G0RELE
2 HNDEGIETERD BV -7

72, AFARAFM

MBI E T, BIERAMEOREBREICBNTE A ML oDV 16 B 50ORBLEEZ B
DT D bR o Tz,

FIERENRE T, RRE, ZWBROCLZBRFTEARICBNTE I A ALY 165D
BLEZ DA EITRD bR T,

S ORATIE, EEE, FRER, ARFE, BRI, LERY, LA, LAERE,
HEMAERATE, SEER, SR, HEROHEREUARRNRIZENTEZ A FA LY 16 %
o lEZ o H2IERD R o7z,

M ORA T, FAERD 4 AOEFERTREICBNTE S Ay ALY 16 &GO
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8. ZEIXM
1) Takahisa Noto et al. (1999): Spontaneous Lesions in Crj:CD(SD) IGS Rats Versus in Jel:SD Rats Used
in Toxicity Studies — Histopathological Findings -., Biological Reference Data on CD(SD)IGS Rats,
pp-23-28.
2) BEEZERS (2001), BV AL ALY 16 DT v b EAVS 28 ARIKER D& GFER
B, {eFwE=RERE, 8 (2), 1037-1046
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Fig.1 Mean body weight changes of male rats treated orally with C.I1.Pigment Orange 16
in the preliminary reproduction toxicity screening test.
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Fig.2 Mean body weight changes of female rats treated orally with C.I.Pigment Orange 16
in the preliminary reproduction toxicity screening test.
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Fig.3 Mean food consumption of male rats treated orally with C.I.Pigment Orange 16
in the preliminary reproduction toxicity screening test.
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Fig4 Mean food consumption of female rats treated orally with C.I.Pigment Orange 16
in the preliminary reproduction toxicity screening test.
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Study No. P041489

Table 1 Clinical signs of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group Days of treatment

and Clinical sign

dose 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

Control Number of examined 2 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 2 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg Number of examined 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 0 12 12 22 12 12 12 12 12 12 12 12 12 12 12 12 12

300 mg/kg Number of examined 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 0 12 12 22 12 12 12 12 12 12 12 12 12 12 12 12 12

1000 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 0 12 12 22 12 12 12 12 12 12 12 12 12 12 12 12 12
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Study No. P041489

Table 1 — continued Clinical signs of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group Days of treatment

and Clinical sign

dose 8 19 20 21 22 23 24 26 26 27 28 29 30 31 32 33 34 35 36

Control Number of examined 2 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 122 12 122 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg Number of examined 12 12 122 12 12 12 112 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article-like material 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

300 mg/kg Number of examined 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article-like material 122 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12

1000 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article-like material 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1 — continued

Study No. P041489

Clinical signs of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group Days of treatment

and Clinical sign

dose 37 38 39 40 41 42 43 44 45 46 47 48 49 50

Control Number of examined 2 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 12 12 12 12 12 12 12 12 12 12 12 12 12 12

300 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1000 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 2 Clinical signs of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group Days of treatment

and Clinical sign

dose 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

Control \umber of examined 2 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 3
No abnormality 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 3

100 mg/kg Number of examined 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 3
No abnormality 12 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article-like material 0 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 3

300 mg/kg  Number of examined 2 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 11 8
No abnormality 12 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article-like material O 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 8

1000 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 2
No abnormality 12 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stool mixed with a test article-like material 0 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 2




8¢

Table 2 — continued

Study No. P041489

Clinical signs of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group Days of treatment

and Clinical sign

dose 19 20 21 22 23 24 25 26

Control Number of examined 2 0 0 0 0 0 0 0
No abnormality 2 0 0 0 0 0 0 0

100 mg/kg  Number of examined 1 0 0 0 0 0 0 0
No abnormality 0 0 0 0 0 0 0 0
Stool mixed with a test article-like material 1 0 0 0 0 0 0 0

300 mg/kg  Number of examined 5 2 2 2 2 2 2 2
No abnormality 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 5 2 2 2 2 2 2 2

1000 mg/kg Number of examined 0 0 0 0 0 0 0 0
No abnormality 0 0 0 0 0 0 0 0
Stool mixed with a test article—like material 0 0 0 0 0 0 0 0
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Table 2 — continued

Study No. P041489

Clinical signs of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group Dayvs of gestation

and Clinical sign

dose 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

Control Number of examined 111 11 11 11 1r 11 1r 11 11 11 11 11 11 11 11 11 11
No abnormality i1 11t 11 1 11 1r 11 1r 11 11 11 11 11 11 11 11 11 11

100 mg/kg  Number of examined 22 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12
Stool mixed with a test article-like material 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

300 mg/kg  Number of examined {r 1r 11 11 11 11 11 11 ~1r1r 11 1r 11 1r 1 1r 11 11
Stool mixed with a test article—like material 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

1000 mg/kg Number of examined {r 11 11 11 11 11 11 1r 11 11 11 11 11 11 11 11 11
Stool mixed with a test article-like material 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

Fach 1 animal (Control, 300 and 1000 mg/kg) were non—pregnant.
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Table 2 — continued

Study No. P041489

Clinical signs of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group Days of gestation Days of lactation
and Clinical sign
dose 8 19 20 21 22 23 0 1 2 3 4
Control Number of examined 11 11 11 11 11 2 11 11 11 11 11
No abnormality 11 11 11 11 11 2 11 11 11 11 11
100 mg/kg  Number of examined 12 12 12 12 12 5 12 12 12 12 12
Stool mixed with a test article—like material 12 12 12 12 12 b 12 12 12 12 12
300 mg/kg  Number of examined 11 11 11 11 11 5 11 11 11 11 11
Stool mixed with a test article—like material 11 11 11 11 11 5 11 11 11 11 11
1000 mg/kg Number of examined 11 11 11 11 11 2 11 11 11 11 11
Stool mixed with a test article-like material 11 11 11 11 11 2 11 11 11 11 11

Each 1 animal (control, 300 and 1000 mg/kg) were non—pregnant.
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Study No. P041489
Table 3 Body weights of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Body weight (g)

Days of treatment 1 353.4%+  14.9 (12) 355.8+  16.8 (12) 355.2%+  15.1 (12) 353.9%  14.3 (12)
4 368.5+  16.2 (12) 370.5+  20.1 (12) 368.6+ 15.7 (12) 368.5+  16.6 (12)
8 388.6+ 18.7 (12) 389.5+ 23.5 (12) 387.5+ 19.3 (12) 386.4+  20.9 (12)
11 402.6%+  21.0 (12) 405.71  25.4 ( 12) 402. 1= 21.9 (12) 400.7  21.3 (12)
15 419.8+  23.7 (12) 422.2+  29.4 (12) 417.9%=  23.9 (12) 415.2+  23.9 (12)
18 426.4+  22.9 (12) 431.2+  29.3 (12) 426.4+  26.5 (12) 424,99+  24.7 (12)
22 443.9+  24.9 (12) 449.2+  32.9 (12) 445. 7+  26.9 (12) 444,9+  27.8 (12)
25 460.0*  25.8 (12) 467.6*  34.3 ( 12) 460.3%t  29.5 (12) 460. 1t 29.4 (12)
29 476.8+  26.2 (12) 485.9%+  38.0 (12) 477.6%x  32.2 (12) 480.6+  31.9 (12)
32 487.5+  28.0 (12) 496.3+  39.2 ( 12) 490.6+  34.0 (12) 491.6+  34.0 (12)
36 503.4+  29.1 (12) 511.0+ 42,6 (12) 504, 7+  35.2 (12) 505.4+  36.5 (12)
39 512.4% 31.2 (12) 519.6+  43.9 ( 12) 513.2+=  38.2 (12) 511.4+ 37.3 (12)
43 523.1%  31.7 (12) 532.2%+  46.5 (12) 524.0  42.0 (12) 522.8%+  39.2 (12)
46 535.9+ 35.4 (12) 544.8+  47.2 ( 12) 537.7F  44.0 (12) 536.3+  40.2 (12)
50 551.4+  34.5 (12) 560.1+  50.0 (12) 551. 7+  45.2 (12) 548.3+  43.2 (12)

Not significantly different from control.
Values arc mecan=®S.D. and the values in parentheses represent the number of animals.
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Study No. P041489
Table 4 Body weights of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Body weight (g)

Days of treatment 1 220.8+  12.8 (12) 224.0%  10.4 (12) 218.5=  10.0 (12) 223.3%  10.2 (12)
4 230.5+ 10.3 (12) 231. 3+ 9.7 (12) 227.8%  12.0 (12) 227.56+ 12.3 (12)
8 239.1+ 12.5 (12) 239.2+ 11.1 (12) 234.3+ 12.7 (12) 236.4+  12.1 (12)
11 246. 8+  15. 1 (12) 247.3%  10.5 ( 12) 239. 7 14.0 (12) 243.5+  12.0 (12)
15 253.7%  15.7 (12) 254.3+  11.5 ( 12) 241.8=  16.4 (12) 247.9%  10.2 (12)
18 261.3+ - 2 243. 1+ - (1 251.7+  10.6 ( 5
22 266. 5+ - (2
25 270.9+ - (2

Not significantly different from control.
Values are mean=S.D. and the values in parentheses represent the number of animals.
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Study No. P041489
Table 4 — continued Body weights of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Body weight (g)

Days of gestation 0 261.4%  20.9 (1D 257.5%  14.3 (12) 257.0%  16.1 (11) 253.0%  11.5 (11)
7 208. 0+  25.4 (1D 291.7*+ 16.5 (12) 285.56+ 15.2 (1D 288.0*+ 13.6 (1D
14 338.3+ 30.6 (1D 329.2+  17.6 (12) 323.5+ 18.8 (11 330.2+ 177 (1D
20 422.8+  41.7 (1D 400.5+  17.2 ( 12) 393.2+ 25,0 (1D 410.6+  23.7 (11)
Days of lactation 0 324. 7%  37.0 (11) 305.3+  21.8 ( 12) 302.2x  17.3 (11) 306.6=  21.5 (11)
4 335.6+ 34,7 (1D 319.2+ 17.9 (12) 312.6+  21.7 (11D 321.2+  23.7 (1D

Not significantly different from control.
Values are mean=S.D. and the values in parentheses represent the number of animals.
Each 1 animal (Control, 300 and 1000 mg/kg) were non—pregnant.
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Study No. P041489
Table & Food consumption of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Food consumption (g/day/rat)

Days of treatment 2 20. 7+ 2.7 (12) 18.8%+ 3.3 (12) 19.6% 2.4 (12) 21.2+ 2.1 (12)
4 21.1=* 2.5 (12) 21. 4=+ 3.2 (12) 21.5=+ 2.3 (12) 21.1=% 2.0 (12)
8 20. 0+ 1.8 (12) 19. 4+ 3.2 (12) 19.3+ 2.1 (12) 19.8+ 1.8 (12)
11 18. 7+ 1.7 (12) 18.2+ 2.6 ( 12) 18.3% 2.4 (12) 17.7% 1.5 (12)
15 18.3=% 1.9 (12) 18.5=% 2.9 (12) 17.5% 3.1 (12) 16. 8% 1.9 (12)
30 17. 2+ 1.7 (12) 17. 4+ 2.6 ( 12) 17.0%+ 2.4 (12) 18.2+ 2.6 (12)
32 18.1+ 2.0 (12) 18.0+ 2.8 (12) 17.7+ 2.2 (12) 18.2+ 2.9 (12)
36 17.3+ 1.5 (12) 17.2+ 2.1 ( 12) 16.3% 2.5 (12) 17.2% 2.2 (12)
39 16. 4% 1.7 (12) 15. 5% 2.1 ( 12) 15.8% 2.3 (12) 16. 0% 3.0 (12)
43 16. 3+ 2.0 (12) 16. 8+ 2.8 ( 12) 15.8+ 2.3 (12) 16.8+ 2.6 (12)
46 16. 7+ 2.4 (12) 17.0+ 1.8 (12) 16.2+ 2.7 (12) 17.7+ 2.4 (12)
50 16,5+ 1.8 (12) 16.3+ 2.2 ( 12) 16.0= 1.8 (12) 16.8% 2.4 (12)

Not significantly different from control.
Values are mean=S.D. and the values in parentheses represent the number of animals.
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Study No. P041489

Table 6 Food consumption of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg
Food consumption (g/day/rat)

Days of treatment 2 14. 9=+ 1.8 (12) 13.4=% 2.7 (12) 13.2% 3.0 (12) 14. 8% 2.1 (12)
4 14.6+ 2.2 (12) 13.8+ 2.4 (12) 14.2+ 1.8 (12) 12.7+ 3.2 (12)
8 14. 7% 1.9 (12) 13.8% 2.3 (12) 13.3+ 2.2 (12) 13.6+ 3.0 (12)
11 14. 5+ 3.0 (12) 14. 1% 2.3 (12) 12.5% 2.4 (12) 13.2+ 1.8 (12)
15 14. 4% 2.3 (12) 14.6% 1.9 (12) 12.0% 3.8 (12) 13.9% 2.0 (12)

Not significantly different from control.

Values are mean=S.D.

and the values in parentheses represent the number of

animals.
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Study No. P041489
Table 6 — continued Food consumption of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Food consumption (g/day/rat)

Days of gestation 1 13.3=% 2.4 (1D 12.7% 1.9 (12) 12.1% 2.0 (11) 12.9% 1.6 (11)
7 16. 4+ 3.3 (1D 15.9+ 2.8 (12) 4.8+ 2.2 (1D 6.6+ 1.8 (1D

14 18. 4+ 2.6 (1D 16.3+ 2.5 (12) 16.8+ 2.2 (11 17.9+ 1.8 (1D

20 22. 1% 2.8 (1D 19.0+ 2.3  (12) 18.4% 2.0%x  ( 11) 20.3% 2.8 (11

Days of lactation 1 12.2=% 5.8 (11) 12.4=% 7.1 ( 12) 8.5% 4.4 (11) 10. 5% 6.4 (11)
30.1+ 3.9 (1D 31.7+ 5.4 (12) 29.3=+ 3.5 (11 31. 1+ 8.0 (1D

%: P<0. 05, %k: P<0.0l (significantly different from control).
Values are mean=S.D. and the values in parentheses represent the number of animals.
Each 1 animal (Control, 300 and 1000 mg/kg) were non—pregnant.
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Study No.P041489

Table 7 Necropsy findings of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Sex Male
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Organs and findings Number of animals 12 12 12 12

All organs and tissues NR NR NR NR

\R: no remarkable changes
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Study No.P041489

Table 8 Necropsy findings of Fo dams treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Sex Female
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Organs and findings Number of dams 11 12 11 11

All organs and tissues NR NR NR NR

NR: no remarkable changes
Each 1 animal (Control, 300 and 1000 mg/kg) were non—pregnant.
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Table 9 Necropsy findings of female rats treated orally with C. I.Pigmrnt Orange 16 in the preliminary reproduction toxicity screening test

—Non—pregnant

Study No.P041489

Group and dose Control 300 mg/kg 1000 mg/kg
Organs and findings Animal No. 53 86 97
All organs and tissues NR NR NR

NR: no remarkable changes.
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Table 10 Absolute and relative organ weights of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg
No. of animals 12 12 12 12
Absolute organ weights
Final body weight (g) 551.4+34.5 560. 1+50.0 551.7+45.2 548.3+43.2
Epididymides (g) 1.28%£0. 17 1.36=%0.08 1.27=%0.11 1.28=%0. 13
Testes (g) 3.36%0. 35 3.38%0.24 3.39=0. 43 3.41=£0.33
Relative organ weights
Epididymides (g/100 gB.W.) 0.23£0.03 0.25=%0. 03 0.23=0.03 0.24=0.02
Testes (g/100 gB.W.) 0.61=%0.07 0.61=%0.06 0.62=0.09 0.62=x0.05

Not significantly different from control.
Values are mean=S.D.
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Table 11 Absolute and relative organ weights of Fo dams treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg
No. of dams 11 12 11 11
Absolute organ weights
Final body weight (g) 335.6£34. 7 319.2£17.9 312.6£21.7 321.2+23.7
Ovaries (mg) 100.6*+14. 8 96.2*13.1 93.5=10.7 99.1*=14.6

Relative organ weights
Ovaries (mg/100 gB.W.) 30.0+3.1 30.2+4.2 30.0%x3.7 31.1%5.3

Not significantly different from control.
Values are mean=S.D.
Each 1 animal (Control, 300 and 1000 mg/kg) were non—pregnant.
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Table 12 Absolute and relative organ weights of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity
screening test—Non—pregnant

Group Animal Final Ovaries

and body weight

dose o. (g) (mg)

Control 53 287.3 84.1

300 mg/kg 86 279.6 87.0

1000 mg/kg 97 301.8 92.0
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Table 12 — continued Absolute and relative organ weights of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity
screening test—Non—pregnant

Group Animal Ovaries
and

dose No. (mg/100 gB.W.)
Control 53 29.3
300 mg/kg 86 31.1
1000 mg/kg 97 30.5
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Table 13 Histopathological findings of male rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Sex Male
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg
Organs and findings Number of animals 12 12 12 12
Genital system
Testis (12) (0) oy (12)
Atrophy, seminiferous tubule 1 1 0
Epididymis (12) (0) (1 (12)
Granuloma, spermatic 0 0 1

Not significantly different from control.
Figures in parentheses are number of animals with tissues examined histopathologically
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Table 14 Histopathological findings of Fo dams treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Sex Female
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg

Organs and findings Number of dams 11 12 11 11

Genital system
Ovary NR{11) 0 (0)

NR(11)

Not significantly different from control.
Figures in parentheses are number of animals with tissues examined histopathologically
Each 1 animal (Control, 300 and 1000 mg/kg) were non—pregnant.
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Table 15 Histopathological findings of female rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test

—Non—pregnant

Group and dose Control 300 mg/kg 1000 mg/kg
Organs and findings Animal No. 53 86 97
Genital system
Ovary MR NR NR

\R; no remarkable changes.
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Table 16 Reproductive performance of rats treated orally with C.I.Pigment Orange 16 in the preliminary reproduction toxicity screening test
Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg
No. of females examined 12 12 12 12
Count of estrus ® 3.92 = 0.51 3.42 £ 0.67 3.92 £ 0.29 3.50 = 0.52
LEstrous cycle » 4.08 = 0.29 4. 15 = 0.31 4. 15 = 0.28 4.08 = 0.21
No. of mated
Male 12 12 12 12
Female 12 12 12 12
No. of copulated ©
Male 12( 100 ) 12( 100 ) 12( 100 ) 12( 100 )
Female 12( 100 ) 12( 100 ) 12( 100 ) 12( 100 )
No. of impregnated b 11(91.67) 12( 100 ) 11(91. 67) 11(91.67)
No. of pregnant o 11(91.67) 12( 100 ) 11(91.67) 11(91.67)
Duration of mating ? 2.25 = 0.97 2.08 = 0.90 4.17 X 3.33 1.50 £ 0.80

Not significantly different from control.

a) Values are mean=S.D.

b) Values are mean=*S.D. (day)

c) Values in parentheses represent percentages to the number of mated.

d) Values in parentheses represent percentages to the number of copulated.
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Table 17 Terminal delivery of Fo dams treated orally with C.I.Pigment Orange

Study No.P041489

16 in the preliminary reproduction toxicity screening test

Group and dose Control 100 mg/kg 300 mg/kg 1000 mg/kg
No. of dams 11 12 L1 11
No. of corpora lutea ¥ 15.55 =1.21 15.33 = 1.67 15.36 = 3.20 17.45 =3.70
No. of implantations & 15.09 =1. 14 14.58 = 1.51 13.82 = 1.54 15.27 = 1.56
Implantation index » 97. 08 95. 11 89. 94 87. 50
Gestation index © 100 100 100 100
No. of dams with live newborns 11 12 11 11
Gestational days @ 22.18 =0.10 22.12 £0.51 22.15 = 0.52 22.18 £0.10
No. of newborns * 14.09 =1.641 13.50 =2.07 12.73 £1.19 11.15 =1.21
No. of stillborns ¢
Male 1 2 1 0
Female 1 3 0 0
Total 2 (1.29) 5 (3.09) 1 (0.71) 0
No. of live newborns ¥ 13.91 =1.51 13.08 = 2.50 12.64 =1.36 14.45 £1.21
Birth index © 92. 17 89. 71 91. 45 94. 64
Sex ratio of live newborns 1.19( 83 / 70) 0.94( 76 / 81) 0.81( 62 / 77) 0.99( 79 / 80)
Body weight of live newborns (g) ¥
Male on day 0 6.7 £0.5 6.9 =0.8 6.8 £0.5 6.5 0.5
on day 4 10.4 =1.0 10.8 £1.7 10.3 £ 1.0 9.6 = 1.5
Female on day 0O 6.2 £0.6 6.7 £0.8 6.5 0.5 6.1 £0.5
on day 1 9.9 £1.3 10.3 £1.6 9.9 £1.0 9.0 =1.6
Viability index e 99. 35 100 99, 28 97. 18
No. of external anomalies 0 0 0 0

a) Values are mean=S.D.

b) Implantation index=(Number of implantations/Number of corpora lutea) X 100.

¢) Gestation index=(Number of dams with live newborns/Number of pregnant females) X 100.

d) Values in parcntheses represent percentages to the number of litter.

e) Birth index=(Number of live newborns/Number of implantations) X100.

f) Values in parentheses represent the number of male/female live newborns.

g) Viability index=(Number of live newborns on day 4 after berth/Number of live newborns) X 100.
Each 1 animal (Control, 300 and 1000 mg/kg) were non—pregnant.
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