SEERFESREIEES<S (B B P oD 2 1HH{CEEsEEtEDR)

HRMEIRES LM

i . TECAN2BRE. REHRE (RE2BH) SLUHRNBET
B : 3ZECHT 2B, XEHM (RR1ER) BLUME2NBRET

F,: B2 (BE20) MoLREBEZT

(EREHTE- R :Sw b -Crj:CD(SD)IGS | 1 BEDENHE HRMENE
#:25 98.0 wt %
I 5 B K.EEEOls I#: 25 (BRI TE. Lot No. GF02)
XIRBE 20 100 500 (mg/kg)
® & 15 8 Sy Sy ALY AR
P EFL A SYEEE, A ISEEE, - &usL
—AkiKER T/ EEM% 0/0 o/0 + 00 : 0,0
B’EE®RORRE 00 00 :18,/10:25/25
BRE 0/0 0o/0 : 01 ¢ 00
50 4 1./0 1./0 0.1 2/0
g 0/0 0/0 00 0/1
®KE -/ - -/ - v/ -
BEE -/ - -/ - -/ -
14 FE HA Not changed 24 2 4 2 4 23
Changed 1 1 1 2
AR ZRE (%) 96. 0 96. 0 96. 0 100. 0
ZHE (%) 91.7 83.3 95. 8 96. 0
ZRETOAH 2.5 3.2 2.6 3.2
Fo PR B 3% 21.9 22.0 1.7 22.0
BEH 14.3 15.1 15.9 15. 2
SR 100. 0 100. 0 100.0 100. 0
EULE T ) INEY 1./ % 1/ % 0./ % 0./ *
BEEE pE 1./ % 1/ % 0./ % 0./ %
Ry INEY */0 * /1 */0 */0
FEAR R ¥,/ 0 %/ 0 *,/0 */ 2
Faa INEY 0/2 4/1 2/2 1./3
BEEE (REE) K -/ - -/ - -/ -
OB -/ - -/~ -/ -
i -/ - -/~ -/ -
F W -/ - -/ - A/ -
B R -/ - -/ - -/ =
=T M -/ - -/ ASA
2 B ~/ - -/ - -/ -
BB -/ - -/ = -/ -
L -/ % -/ % -/ %
WELE -/ % -/ % -/ %
BT AR -/ % -/ % -/ %
AR -/ % -/ % -/ %
S[iL 3 */ — %/ — * /Y
= %/ — %/ — %/ —
FRLK B -/ - -/ - -/ -
TEAK -/~ -/~ -/ -




Py 20 100 500 (mg/kg)
® & 1§ B S/ PSR A A
P BE A SEEE, A BWBEE - &ul
¥R B FHEER 1/ % x/% 1 x/x% 0/ %
BELE mpzs 1,/ % * /% %/ % 0./ %
BUIL AR Yo KR 4/ % * /% %/ % 4 / %
BT he Eih1E 30 %/ % %/ % 00
= Eosino. b. 17/0 * /% %,/ % 5/0
BERMEE 8,/2 * /% %/ % 8/5
SPE  BRASESPRI M * /1 * /% %/ % * /1
SppaEEE */0 * /% * /% * /1
Fo FLAR BRiE 0/0 %/ % */ % 0/1
YFeRERE R 01 %/ % %/ % 0./ 1
BFRE EEEFE &) 96 94 94 95
AIERTE (%) 83 80 78 81
B|FH (x10%/g) 1790. 2 1790. 2 1700. 3 1758. 8
MmpRILVE VR FAMAF0y -/ % -/ % \ P&
PRL %,/ — ¥,/ — % /A
LH v/ - -/ - -/ -
FSH -/ - A/~ A/ -
TSH -/ A v/ - -/ -
T3 -/ - -/ - v/ -
T4 -/ - -/ - v/v
IZF59%-H %/ — % /- %/ —
X3 PR B¥ 20 100 500 (mg/kg)
B & 1§ B S/ S ALY A
T:ﬁﬂ,A:wﬁﬁﬁ,A:mﬁﬁé.—:%m&u
ERMMRE ®BRERK 13.3 14.0 15.1  ©  14.3
SieE (%) 93.0 92. 8 95. 4 94. 0
ME 0 BEIRY 13.1 13.9 14.9 14.0
HEER (%) 91. 3 91.9 93. 8 92.7
HE 4 BERE 13.1 13.7 14.8 13.5
E 4 BEEE %) 100. 0 99. 0 99.5 9.7V
BELE (¥) 99. 4 100. 0 100. 0 100.0
%E (90 "MBOR -/ - v/Vv v/V
48 -/ - -/ - V0
F, 78 -/ - -/ - V.
14H -/ - -/ - v/v
218 -/ - -/ = v/V
FIFIAETESREERIIERE (FE 0 B) -/ - -/ - vY/A
TE3E (5efH) FraRS -/ - -/ = -/ -
B2 E T o8t -/ - A/ - -/ -
BibEk -/ - -/ - -/~
SUHFRE (EHRB) LEEHES -/ - -/ - v/~
SELEBYE vV vV -/ -
ER kGBS v/Yv -/ - -/ -
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SEBE 0 20 0 100 | 500 | (ma/ke)
B T | B 4 T B T S
PR A SKNEEE A INEER, - Etal
BERHE LETE o 0 i 0
fe BREFE#E 0 0 0 1
AR - MRS 0 0 0 1
B FaEs 0 0 0 3
SR 0 . 0 | 1 . 0
BEEE (RER) 5 M =% L /% Wk
(£#22R8) R L& RS VS R IE
BISIER + 455 R B NS
B K L VA N V4 4
F = ! %/ ~ ; *x /- g %/ —
ERFE MR OMMEER | 0% . 0% | 0% | 1%
MM 0/ % 1./ % 0/ % | 9A/ %
REMRED | 0% 1 0% 1 0% L 3/%
MpFRLVEVRE 7202500 5 /% L =/% L -k
(&#%22R8) PRL LV VAT
LH 2 S e =
FSH VRS
TSH R VAR VS 2
T3 Y VRIS AR Y2 4
T4 A A
IZ}35%-4 N VG Ve Ve
— iR RE A mP e F)=-E ) 00 © 00 | 00 | 0,0
B‘’EEERORTE 0/0 00 00 48 /48
iRz 0/0 i 0/0 0.0 1/0
kB L=/ L Y- L oWy
EiER _ L =/ /= WY
1-7724-4F B -/~ e -/ -
BEhERE == A= =
iAB EHtY == == ==
SN—2o4 N e
HE3E A T e e V4
HR L=/ == ==
k2 5% R Y S 2
PFrERR ! -/ - | -/ - ; -/ -
GEL ElREE I e N
SN/ EED (RHRE) -/ L - A
“HIRATR L] INEY 0/% © 0/% | 0/% | 2/%
(1038 %) BEEE B 0/ % 0./ % 0./ % 2/ %
b INEY 0,/ % 0/ % 0./ % 1./ %
TR 1/0 00 2,/0 3/0
K 0,70 00 0.0 0/ 1
FEAM IR *,/0 %,/ 0 *,/ 0 * /1
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XTRREE 20 © 100 : 5900 (mg/kg)
# & 1§ B S ASE D A 7%
PR, A SYEEE, A 1vEEE - ik L
#EER (XBE) B = =Sk =% L
(10:8#3) BE L& Ve B V4 B 2
BiALAR =% % L -k
RBER =% L =% L Wk
T . VR SRS 4
¥ T . Ve Lok /- B
4 E 1A Regular 22 17 22 2 4
Monocestrus 0 2 1 0
Anestrus 0 1 0 0
KEATE () XRE (%) 100.0 94. 7 : 81.3 : 91.7
ZhRE (%) 77.3 72.2 : 890.5 ; 72.7
XEREFTOBRH 3.6 4.3 : 3.0 : 3.2
KRR (2) ZRBRHE (%) 1000 950 i 9.7 i 917
ZRE (%) 7.3 73.7 : 90.9 : 72. 7
XREFTOHH 3.6 | 4.3 | 3.0 3.2
FiEBE 21.9 22.0 ‘ 21.9 o221
ERE 13.9 14. 6 ‘ 13.4 1301
S i 100.0 © 100.0 : 100.0 : 100.0
FIRREFR e INBY ‘Rig 0/ % 0/ % 0./ % 6./ %
KEE 0/%x : 0/% 0/ % 1/ %
BE L& )NEYE 0/ % | 0/% 0./ % 4/ %
BIILAR  /hEYE 0% : 0,/% 0./ % 1./ %
LR 2/2  2,/1 0.1 1./1
i B INEI{E 01 0/0 00 0.0
#HEEE REB) K -/ - -/~ -/ -
D -/ - v/ - v/ -
B -/ - -/ - -/ -
i1 -/ - -/ - -/ -
BE I -/ - -/ - v/ -
5 W -/ - -/ - -/ -
B B -/ - -/ - -/ =
M BR -/ - -/ - -/ =
w K -/ % -/ % \ 4
BHE & -/ % -/ % V,/ %
BUIL+ 5538 -/ % -/ % V/ %
AU BRI SE -/ % -/ % V./ *
B -/ % -/ % -/ %
IpE *x /- %/ — %,/ -
FE %/ — * /- * /-
KRR -/ = -/ - -/ -
TE&K -/ - -/ - -/ -
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XTI B 20 100 500 (mg/kg)
# & 13 B8 e T SR S T ]
PR A SEEE, A INEEE, - Bal
MR  BE BREER 0/ % 0./ % 0/*% . 6A/%*
HIEHBRRL 0./ % 0./ % 0/ % 1 4A/%
FIE 0./ % 0./ % 0/ % | 4A/ %
BELE HREE 0./ % 0./ % 0/ % 5A/%
BIIIAR YR B2 3/ % * /% /% 1 4/%
i -3 0.1 %,/ % %/ % 0/0
BEBR1E 2/0 %/ % %/ % 00
B Eosino. b. 3/0 * /% %/ % 1.0
BEREREE 10/ 4 %/ % %/ % 105
F,
BFRE EEETFE (%) 95 96 97 88
AERBFE %) 83 83 85 77
B (x10°/9) 1876. 6 1708. 0 1802. 9 1710. 1
mpRIVE VimE FAMAFOY -/ % —/ % v,/ %
PRL %/ — %/ — %/ —
LH -/ - -/ - v/ -
FSH -/ - -/- -/ -
TSH -/ - -/ - -/ -
T3 N/ — AV -/ -
T4 -/ - -/ - v/ -
IAP59E- %/ — %/ — */ -
ERPIR RERH 13.3 13.9 12.1 11.8
SEE (%) 95, 8 95. 0 90.0 90. 1
HE 0 BARE 13. 1 13.6 11.9 11.6
HER (%) 94. 2 3.1 88.3 88. 7
PHE 4 BERY 12. 8 12.9 11.8 11. 4
"HE 4 BEFEE K) 97.8 95. 4 99. 7 97.6
BEELE ) 100. 0 100. 0 100.0 98.5
F. hE (o) EF 0B -/ - -/ - -/ -
48 -/ - -/ - -/ -
78 -/ - -/ - -/ -
148 -/ - -/ - -/ -
218 -/ - -/ - e
KERR b\ 0 0 0 1
TR & HHAT 0 0 0 1
AR Rz BAZY 2 0 0 0
BE NEE 1 0 1 1
BRITR 4 3 7 0
M pRIRE S 0 0 1 0

SBE= (RERE/EERE %100
hEE= (FHH 0 HERE BEE) X100

ME4BETE= FF40ERB/"HE 0 BERE) X100
BIE= (MEABERYM BAROME 4 RERE) X100
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Two generation reproductive toxicity study of BBP by oral administration in rats

Table No. Table title
1 Body weight of Fy males during treatment period
2 Body weight of F, females during pre-mating period
3 Body weight of Fy females during gestation period
4 Body weight of F females during lactation period
5 Food consumption of Fy males during treatment period
6 Food consumption of Fy females during pre—mating period
7 Food consumption of F, females during gestation period
8 Food consumption of Fo females during lactation period
9 Estrous cycle of F, females
10 Reproductive performance of Fp animals
11 Summary of macroscopic findings in Fy males
12 Summary of macroscopic findings in F, females
13 Organ weight of F, males
14 Organ weight of F, females on day 22 of lactation
15 Summary of histopathological findings in Fy males
16 Summary of histopathological findings in F, females
17 Epididymal sperm findings in Fo males at 23 weeks of age
18 Serum concentrations of testosterone, luteinizing hormone(LH), follicle-stimulating hormone(FSH),
thyroid-stimulating hormone(TSH), triiodothyronine(T3), thyroxine(T4) in Fy males
19 Serum concentrations of prolactin(PRL), luteinizing hormone(LH), follicle-stimulating hormone(FSH),
thyroid-stimulating hormone(TSH), trilodothyronine(T3), thyroxine(T4), estradiol in F, females
20 Development F; offspring up to weaning
21 Body weight of F; offspring up to weaning
22 Anogenital distance of F, pups at birth
23 Behavioral and physical development F, males offspring
24 Behavioral and physical development F, females offspring
25 Morphological observations of F; live pups at birth
26 Morphological observations of F, dead pups during lactation period
27 Morphological observations of F, pups culled on postnatal day 4
28 Morphological observations of F, weanlings
29 Organ weight of F; male weanlings
30 Organ weight of F; female weanlings
31 Summary of histopathlogical findings in F, male at weaning
32 Summary of histopathiogical findings in F, female at weaning
33 Serum concentrations of testosterone, luteinizing hormone(LH), follicle-stimulating hormone{FSH),
thyroid-stimulating hormone(TSH), triiodothyronine(T3), thyroxine(T4) in F; male weanlings
34 Serum concentrations of prolactin(PRL), luteinizing hormone(LH), follicle-stimulating hormone(FSH),
thyroid-stimulating hormone(TSH), triiodothyronine(T3), thyroxine(T4), estradiol in F, female weanlings
35 Body weight of F, males after weaning
36 Body weight of F, females after weaning
37 Body weight of F; females during gestation period
38 Body weight of F, females during lactation period
39 Food consumption of Fy males after weaning
40 Food consumption of F, females after weaning
41 Food consumption of F, females during gestation period

42 Food consumption of F; females during lactation period



43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62

63

64
65
66
67
68
69

Open field test in F; males

Open field test in F; females

Water multiple T-maze test in F, males

Water multiple T-maze test in F, females

Spontaneous moter activity test in F, males

Spontaneous moter activity test in F, females

Sexual maturation of F, males

Sexual maturation of F, females

Organ weight of F, males at 10 weeks of age

Organ weight of F, females at 10 weeks of age

Estrous cycle of F, females

Reproductive performance of F; animals

Summary of macroscopic findings in F, male aduit

Summary of macroscopic findings in F, female adult

Organ weight of F; males

Organ weight of F, females on day 22 of lactation

Summary of histopathological findings in F; male adult

Summary of histopathological findings in F; female adult

Epididymal sperm findings in F; males at 18-19 weeks of age

Serum concentrations of testosterone, luteinizing hormone(LH), follicle-stimulating hormone(FSH),
thyroid-stimulating hormone(TSH), triiodothyronine(T3), thyroxine(T4) in F, adult males

Serum concentrations of prolactin(PRL), luteinizing hormone(LH), follicle-stimulating hormone(FSH),
thyroid-stimulating hormone(TSH), triiodothyronine(T3), thyroxine(T4), estradiol in F, adult females

Development of F, offspring up to weaning

Body weight of F, offspring up to weaning

Morphological observations of F, live pups at birth

Morphological observations of F, dead pups during the lactation period

Morphological observations of F; pups culled on postnatal day 4

Morphological observations of F, weanlings
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