KREBPATRIANIEL
fiE_E Rl Ra D iz b

% B-tubulin type lll-positive cells

Bisphenol A (nM)

i E MR E R

Neurosphere culture

@ Day 7
in vitro

differentiation

self-proliferation ' . * ¢

(DNA synthesis) '

> Er@rer

Suspension Adhesion
7 days 7 days

_56_

"o-»o\




{KREBPATHIAIE U fcfi#E L R SER D
XAFVEEHROEIE (FlatRE)

% nestin-positive cells

b

g Con 0.01 0.1 10
Bisphenol A (nM)

@ Day 0
in vitro

i LR RaEE R

Neurosphere culture

differentiation
self-proliferation . ' @
(DNA synthesis) '

“ !\" Dl
[ e [~ 2O
o-bc‘.-}c‘sﬂ' PP

"o-»o\

Suspension Adhesion
7 days 7 days

¥57_



PC1 2ifika D sz 531t O i

+/- low +NQF

concentrations 3 daY§
of chemicals no chemicals

B=EBPATHIAIEL /I
PC1 2k D #piE 1t

one month one week one day

3 i .

g
g

@
(=]

@D
o

(% of total cells)
S
o

Neurite-bearing cell
o 8 838 8
Neurite-bearing cell
(% of total cells)
(% of total cells)

n
o

Neurite-bearing cell

-8 88

o

0o 10 9 8 7 0 10 9 8 7 control BPA 10°M
BPA (log[M]) BPA (log[M])

_.58,



(ERENPTRILEL 7o
PC12i#iRa D #ifEa 1t

one week

I

(% of total cells)
o 8 &8 2 8

Neurite-bearing cell

0 10 9 -8 -7 -9 (logM)
NP ES

BEREOILFMETHNELPC12
MR ZARFEL & EDHmEDL

one week exposure/one week withdrawal
100 -

[

Neurite-bearing cells
(% of total cells)

DMSO BPA ES DES
(1 nM)(10 nM)(1 nM)(10 pM)

_59,



PC12#ifICETBNGF> 7T

BREDOILFYETHLELPC12
AR DNGF R Ikt

109 108 10°% 101 (M)
DMSO BP NP ES DES None

SRS e AR + + - + NGF
ikl = = = S8 =

£Erk1/2

]

25

p-Erk/ToErk (% of DMSO)
~
o

,60_



3T iRl i 2 A L F il

+/- low

concentrations HzOg
of chemicals no chemicals

BREALFVMETHREL3TI
toire o i e D B ER (b 7k RSB FE M Ra T

one week
L yp——

COER LR B Bl 4 0 -10 -8 8 -7 -8 (log[M}
BPA(log[M]) NP ES

g eiig

Viability(% of control)
8
Viability (% of control)

o 8

,61,
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185867 ECORI (565

181670 BamHI @7

7D5_tau(F)&7D5_tau(R),257bp 180428..180684
7DS(1F)&7DS(1R)1 33bp 78837.179869 |
79295 EcoRl (55) |
172986 BamH| (2

172447 ECoRI (35 !
171904 EcoRlI (55) .
171423 ECoRI (55)
167799 ECoRI (55)
165060 ECoR gss)
163354 E
163299 EcoRI (55
162388 BamHI (27)

155279 EcoRI (55)

151161 BamHI (27)
148637 EcoRlI (85)
148397 EcoRlI (555
147029 EcoRI (55) %,
146537 EcoRlI (55)
Obp 143333..144182
143189 BamHI (27).
141464 EcoRlI (55)

7D5(2F)&7D5(2R),85

137683 EcoRI (55
137554 EcoRlI &553
136723 EcoRlI

130015 EcoRI (55%
128616 EcoRI (55)

1 (27)
120512 BamHI (27)
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116592 EcoRlI (55)
7D5(3F)&7DS(3R),530bp 107871. 108400 §
107507 EcoRlI (55)
107340 EcoRlI (55)

104968 BamHI (27) ]

100154 BamHI (27) |
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7D5 11439..180518
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Iguchi T, Sato T.
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2011 Nov 12.PMID: 22100434
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17512 ECoRI (55)
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31574 EcoRI (55)
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42317 BamHl (27)
43350 EcoRlI (55)
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| 55785 EcoRlI (55
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.72456 RI (55)
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Studies of BPA Effects on Sex-Differentiation and BPA Sex-Specific Effects on Behavior Using 40 ug/kgd Dose by o.i.

in SD Rats

Study

Exposure period dose

Endpoint age at assessment

Findings

Prenatal or postnatal exposure
Farabollini et al. (2002)
NTP-A

EU (2008)

Aloisi et al. (2002)

NTP-A

EU (2008)

Prenatal and postnatal exposure
Farabollini et al. (1999)
NTP-A

EU (2008)

Dessi-Fulgheri et al. (2002)
NTP-A
EU (2008)

Della Seta et al. (2005)
NTP-A

Porrini et al.(2005)

EU (2008)

NTP-A

Adriani et al. (2003)
NTP-A

EU (2008)

Della Seta et al. (2006)
NTP-A
EU (2008)

Pregnancy or lactation
(cross fostered)
40ug/kgd o
Pregnancy or lactation
(cross fostered)
40ug/kgd oi.

Pregnancy and lactation
40pg/kgd; or

GD 14-PND 6

400 ug/kgd od.

Pregnancy and lactation
40pg/kgd; or

GD 14-PND 6

400 ug/kgd od.

Pregnancy and lactation;

40ug/kgd o..

Pregnancy and lactation;

40ug/kgd

0.,

Pregnancy and lactation
40 ug/kgd o.i.

PND 23-30
40pg/kgd o..

Socio sexual behavior, PND 100

Pain response. PNW 22

Exploration, (holeboard)
anxiety (elevated plus maze)
PND 85

Juvenile social interaction,

8 factors derived from PCA of
behavior scoring

PND 25, 35, 45

Maternal behavior

PND 3,4; PND §, 9

Social behavior of female
offspring

PND 3545, 55

Novelty preference PND 30-45

Activity PND 35-45

Impulsive behavior “adult”

Amphetamine response “adult”

Male social and sexual behavior

PND 45, 90

R

latency to intromission (pre)
number of intromissions (post)
genital sniffing (pre)

1 limb flexion (pre)

paw jerk (post)

! head dipping

activity

L anxiety

1 play directed to females

| low intensity mating behavior
| sociosexual exploration males

* saciosexual exploration females
| social interest

duration licking grooming pups

social/nonsoc explore

| play with males

>4

social grooming
females
males and females

| males and females
| males
| latency to intromission

PCA, principal components analysis; 0.1, oral instillation; PND, postnatal day; GD, gestation day; BPA, bisphenol A.

e
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L End points: ————\

Socio sexual behavior
Maternal behavior
Pain response
Anxiety
Juvenile social interaction
Novelty preference
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