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Recently, reproductive and neurobehavioral effects of bisphenol A (BPA) have been documented, and thus

a review was requested for BPA management direction by the government. Therefore, this study was per-

formed to establish a Korean tolerable daily intake (TDI) for BPA. An expert committee, consisting of spe-

cialists in fields such as toxicology, medicine, pharmacology, and statistics, was asked to evaluate BPA

health based guidance values (HbGVs). Although many toxicological studies were reviewed to select a

point of departure (POD) for TDI, rat and mouse reproductive studies by Tyl et al. (2002, 2006), which

were performed according to GLP standards and OECD guidelines, were selected. This POD was the low-

est value determined from the most sensitive toxicological test. The POD, a NOAEL of 5 mg/kg bw/day,

was selected based on its systemic toxicity as critical effects. An uncertainty factor of 100 including inter-

species and intraspecies differences was applied to calculate the TDI. According to the evaluation results, a

TDI of BPA for Korean was suggested at 0.05 mg/kg bw/day. In addition, the BPA exposure level based

on food consumption by the Korean population was estimated as 1.509 µg/kg bw/day, and the HI was

evaluated at 0.03 when the TDI of 0.05 mg/kg bw/day was applied. This HI value of 0.03 indicated that

hazardous effects would not be expected from BPA oral exposures. Although highly uncertain, further

studies on low dose neurobehavioral effects of BPA should be performed. In addition, it is recommended

that the ‘as low as reasonably achievable’ (ALARA) principle be applied for BPA exposure from food

packaging materials in newborn infants and children. 

Key words: BPA, TDI, Risk assessment, Expert committee

INTRODUCTION

The establishment of health based guidance values (HbGVs)

provides quantitative information from risk assessments for

risk managers, enabling them to make decisions concern-

ing the protection of human health. The HbGVs developed

for substances found in food and drinking-water are the

quantitative expression of a range of oral exposure that

would be expected to be without appreciable health risk

(WHO, 2010). For food contaminants that are generally

unavoidable, The World Health Organization (WHO) has

used the term acceptable daily intake (ADI), tolerable daily

intake (TDI), and provisional tolerable weekly intake (PTWI);

the United States Environmental Protection Agency (U.S.EPA)

has used the term reference dose (RfD); and the Agency for

Toxic Substances and Disease Registry (ATSDR) has used

the term minimal risk level (MRL) for their unique HbGVs

(WHO, 2010; U.S.EPA, 2002; ATSDR, 2008). However,

until now, only four Korean HbGVs have been suggested;

therefore, when a hazardous case requiring risk assessment

has occurred, we have used other country’s HbGVs. Regard-

ing the HbGVs of other countries, often each domestic

department and division has used different values for risk

assessment because each organization has established dif-

ferent values for the same compound.

The substance 2,2-bis(4-hydroxyphenyl)propane, more com-

monly known as bisphenol A (BPA), is used as a monomer

in the manufacture of polycarbonates and epoxy resins (Yuji

et al., 2002). Polycarbonates are used in food contact mate-

rials such as returnable beverage bottles, infant feeding bot-

tles, tableware, and storage containers (Nam et al., 2010).

Epoxy resins are used in protective linings for food and

beverage cans and vats (Brotonx et al., 1995). Ever since

BPA’s weak estrogen-like activity was identified by in vivo
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testing in 1936 (Dodds and Lawson, 1936), many studies

have been conducted to identify whether BPA works as an

endocrine disrupter. Recently, new reproductive toxicity

studies on BPA have been presented, and the neurobehav-

ioral effects of low doses have raised some concerns. Several

countries carried out policies to reinforce BPA management

based on such toxicological data. According to this, infant

feeding bottle manufacturers have stopped using BPA, and

some states in the U.S.A prohibit using BPA. In addition,

the Canadian government created legislation on the prohi-

bition of imports, sales, and advertisements of BPA-con-

taining infant feeding bottles (Canada, 2009). Moreover in

Korea, concerns are rising relating to BPA exposure in

pregnant women and infants. For this reason, the Korean

government chose to consider a management direction for

BPA.

Therefore, in this study, we reviewed toxicological stud-

ies, human exposure levels, and BPA strategies of other

countries using an expert committee to establish Korean

BPA HbGVs.

MATERIALS AND METHODS

Risk identification. Carcinogenic and non-carcinogenic

toxicological data were collected from internal and external

databases for hazard identification of BPA.

Risk characterization. Expert committees operate at

foreign institutes to perform risk assessments, such as the

CONTAM panel of the European Food Safety Authority

(EFSA) and the science advisory board panel of the

U.S.EPA. The expert committee is responsible for provid-

ing scientific judgments and other recommendations after

reviewing toxicological data, and then an appropriate uncer-

tainty factor (UF) is determined. Several years ago, a

National Institute of Food and Drug Safety Evaluation

(NIFDS) has organized an expert committee, consisting of

experts in fields of toxicology, medicine, pharmacology,

and statistics etc., to establish Korean HbGVs. This expert

committee reviewed toxicological data and risk assessment

documents to select an optimal study and determined a

point of departure (POD). In addition, they concluded on

the level of UF to apply for TDI establishment. The TDI

was calculated as

Tolerable daily intake (mg/kg bw/day)

Exposure assessment and hazard characterization.
Data describing bio-monitoring and daily intake levels from

foods were collected from Science Citation Index (SCI)

level papers. The hazard index (HI), representing the degree

of risk associated with BPA in food, was also calculated as

HI ≤ 1: Hazardous effect would not be expected

HI ＞ 1: Hazardous effect would be expected

where an HI ≤ 1 indicated that hazardous effects were not

expected.

RESULTS

Risk identification.
Absorption, distribution, metabolism and excretion:

BPA is rapidly absorbed from the gastrointestinal tract and

forms BPA-glucuronide as a major pathway of biotransfor-

mation in primates and rodents. The formation of BPA con-

jugates is considered a deactivation reaction since BPA-

glucuronide has a much lower hormonal activity compared

to the activity of BPA (Shimizu et al., 2002; Stowell et al.,

2006). However, there are major differences in the disposi-

tions of BPA-glucuronide in rodents and primates, due to

different pathways of elimination from the liver. In primates,

including humans, orally administered BPA is rapidly absorbed

from the gastrointestinal tract and undergoes first-pass

metabolism to BPA-glucuronide in the intestinal wall and

the liver. Rapid elimination of BPA-glucuronide from the

blood, and rapid urinary excretion of BPA-glucuronide, were

confirmed in human subjects given oral doses of BPA

(Volkel et al., 2002, 2005). In contrast to primates, several

studies that gave oral doses of BPA ranging from 20~

100 µg/kg bw/day to rats confirmed that BPA-glucuronide

formed in the intestinal wall and the liver after oral adminis-

tration underwent enterohepatic circulation after cleavage

of glucuronide back to BPA, and most of the dose was

slowly excreted with the feces (Kurebayashi et al., 2005;

Sakamoto et al., 2002). It was also confirmed that BPA in

rats is mainly metabolized to BPA-glucuronide and excreted

from the liver with the bile (Kurebayashi et al., 2003). This

is in contrast to humans where BPA-glucuronide is excreted

through the urine (Kurebayashi et al., 2003, 2005).

Short-term and long-term toxicity: In an acute toxic-

ity study, rats were dosed orally with BPA at 2000 mg/kg bw

and clinical signs including lethargy, prostration, hunched

posture, and piloerection were observed (NTP, 2008). The

National Toxicology Program (NTP) conducted acute, sub-

acute, and subchronic BPA toxicity studies in F344 rats and

B6C3F1 mice. When BPA was administered through the

diet, the non-observed adverse effect level (NOAEL) for

reduced weight gain in rats was 25 mg/kg bw/day (NTP,

1982). In mice, the critical effect was the induction of

multinucleated giant cells in the liver at doses of 143 mg/kg

bw day and above in a chronic study, but no NOAEL was

established (NTP, 1982).

Carcinogenicity and genotoxicity: Genotoxicity has been

tested in bacteria or mammalian cells, and the results are

= 
Point of departure NOAEL etc.( )

Uncertainty factor
--------------------------------------------------------------------------------

Hazard index = 
Human daily exposure mg/kg bw/day( )

TDI mg/kg bw/day( )
-------------------------------------------------------------------------------------------------
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clearly negative (EFSA, 2006). In addition, the NTP con-

ducted a 2-year rat and mouse carcinogenicity study where

no increase in tumor incidence was found in test groups as

compared to a control group (NTP, 1982). Based on these

results, the expert committee concluded that BPA is non-

genotoxic and non-carcinogenic.

Reproductive and developmental toxicity: Several

reproductive and developmental toxicity studies conducted

in the 1970s and 1980s indicated that BPA is not a selective

reproductive and developmental toxicant at high dietary

Table 1. Reproductive and developmental toxicity of BPA

Reference

Species, strain,

number and sex of

animals

Route, dose,

duration
Results/Comments

Cagen et al.

(1999)

Rats, Han-Wistar 

albino, 28 F/dose

group

Oral (Drinking),

0, 0.01, 0.1, 1.0, 10 ppm 

BPA and 0.1 ppm DES,

10 weeks

No treatment-related effects on growth or reproductive 

endpoints in adult females exposed to any concentration of 

BPA.

No treatment-related effects were observed on the growth, 

survival, or reproductive parameters of male offspring from 

dams exposed to BPA.

Ema et al.

(2001)

Rats, Crj:CD(SD)IGS,

25 M and F/dose

group

Oral(gavage), 0.2, 2, 20, 

200 µg/kg bw/day, two-

generation

No significant changes in reproductive or developmental 

parameters between 0.2 and 200 µg/kg bw/day group.

Kim et al.

(2001)

Rats, Sprague

Dawley, 20 F/dose 

group

Oral(gavage), 0, 100,

300, 1,000 mg/kg

bw/day, GD 1-20

No adverse signs of either maternal toxicity or developmental 

toxicity in the 100 mg/kg bw/day group.

Pregnancy failure,pre- and post-implantation loss, fetal 

developmental delay and severe maternal toxicity in 300 and 

1,000 mg/kg bw/day group.

No embryofetal dysmorphogenesis in the 1,000 mg/kg bw/

day group.

Kim et al.

(2002)

Rats, Sprague Dawley, 

castrated, M
Oral (gavage), 7 days

BPA did not exhibit any androgenic or anti-androgenic 

activities in Hershberger assay.

Tyl et al.

(2002)

Rats, Sprague Dawley,

30 M and F/dose

group

Oral (diet), 0, 0.001,

0.02, 0.3, 5, 50, 500 mg/kg

bw/day, three-generation

Adult systemic NOAEL was 5 mg/kg/day.

Reproductive and postnatal NOAEL was 50 mg/kg bw/day.

No treatment-related effects in the low-dose region (0.001-5 

mg/kg bw/day) on any parameters and no evidence of 

nonmonotonic dose-response curves across generations for 

either sex.

Nagao et al.

(2002)
Mice, C57BL/6N, M

Oral (gavage), 0, 2, 20, 

200 µg/kg

No body weight changes, weights of reproductive organs 

(testes, epididymides, seminal vesicles), cauda epididymal 

sperm density, and histology of reproductive organs at any 

dose.

Tinwell et al.

(2002)

Rats, Sprague Dawley

and Alderley Park,

M and F

Oral (gavage), 20, 100 µg/

kg, 50 mg/kg, GD 6-21

Decrease in daily sperm production and increase in the age of 

vaginal opening for AP rats at 50 mg/kg.

Schonfelder et al.

(2004)

Rats, Sprague Dawley,

F

Oral (gavage), 0.1, 50 mg/

kg bw/day BPA, 0.2 mg/kg 

bw/day EE2, GD 6-21

Morphological changes were observed in the uterine 

epithelium of offspring.

Timms et al.

(2005)
Mouse, CD-1, F

Oral (diet), 10 µg/kg

bw/day BPA, 0.1 µg/kg

bw/day DES, GD 14-18

Increase in the number and size of dorsolateral prostate ducts 

and an overall increase in prostate duct volume for BPA.

Tyl et al.

(2006)

Mouse, CD-1,

M and F

Oral(diets), 0, 0.003, 0.03, 

0.3, 5, 50, 600 mg/kg

bw/day, two-generation

The systemic NOAEL was 5 mg/kg bw/day.

The reproductive/developmental NOAEL was 50 mg/kg bw/

day.

At lower doses (0.003-5 mg/kg bw/day), there were no 

treatment-related effects and no evidence of nonmonotonic 

dose-response curves for any parameter.
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concentrations (Morrissey et al., 1987, 1989; Wazeter et al.,

1984a, b). On the other hand, some studies conducted in the

1990s reported that low-dose BPA exposure of below 5 mg/

kg bw/day resulted in certain reproductive and developmen-

tal changes in experimental animals (Nagel et al., 1997;

vom Saal et al., 1997). However, these results have not

been repeatable in reproductive or developmental toxicity

studies using more test animals or broader dose ranges

(Cagen et al., 1999; Ema et al., 2001; Tinwell et al., 2002).

During this research, several reproductive and developmen-

tal BPA toxicity studies were fully reviewed and are sum-

marized in Table 1 (Kim et al., 2001, 2002; Nagao et al.,

2002; Schönfelder et al., 2004; Timms et al., 2005).

Neurobehavioural effects of BPA: In addition to repro-

ductive and developmental toxicity, some studies report that

low dose exposure of BPA in pregnant rats and mice might

have neurobehavioral effects. (Nishizawa et al., 2003; Ryan

et al., 2006; Laviola et al., 2005). Based on these results,

the NTP expert panel recognized that BPA presents "some"

concern of neural and behavioral effects in pregnant women

and fetuses, as these effects may be associated with neural

changes in the brain and sexually dimorphic alterations in

rodents (NTP, 2008). In addition, Health Canada consid-

ered 8 studies in rodents to be pivotal for assessing neural

and behavioral low dose effects of BPA (Health Canada,

2008). While such studies have indicated low dose effects

of BPA, no effects were reported when pregnant rats and

mice were given doses of 0.2~200 µg/kg bw/day during the

perinatal period (Ema et al., 2001). Moreover, the sugges-

tion of low dose effects has limitations because neurobe-

havioral effects have only been shown below a no observed

effect level (NOEL) of 2 µg/kg bw/day, and it is difficult to

find relevance to human health risk assessments. In addi-

tion, since studies have been conducted only up to specific

embryonal development stages, their results are not applica-

ble to the postnatal developmental period of infants. Thus, it

is predominately thought that further studies should focus

on low dose effects of BPA (Health Canada, 2008).

Risk Characterization. As can be seen from the above

summary of toxicity data, more recent studies indicate that

reproductive and endocrine-related endpoints are important

in BPA risk assessment. For studies to be used for risk

assessment purposes, it is important that adequate numbers

of animals are tested to control for individual variability of

responses and that an adequate dosing range is tested to

show a dose-response relationship. The most appropriate

toxicological studies to evaluate human health risk have

been 3 generation rat and 2 generation mouse reproductive

toxicity studies conducted by Tyl et al. In a 2002 study, the

systemic NOAEL was 5 mg/kg bw/day based on reduced

body weight and the reproductive NOAEL was 50 mg/kg

bw/day based on reduced ovary weight and decreases in

live pups/litter (Tyl et al., 2002). In a 2006 study, the sys-

temic NOAEL was 5 mg/kg bw/day based on liver toxicity

and centrilobular hepatocyte hypertrophy, and the reproduc-

tive NOAEL was 50 mg/kg bw/day based on reduced organ

weight in offspring (Tyl et al., 2006). Thus, the expert com-

mittee concluded that the systemic NOAEL of 5 mg/kg bw/

day, based on the results of comprehensive three-genera-

tion and two-generation reproductive toxicity studies con-

ducted by Tyl et al., is appropriate as the point of departure

for TDI establishment. If toxicological data from well-con-

ducted animal studies are the basis for evaluating human

health effects, a UF of 100 that consists of interspecies and

intraspecies differences can be considered an appropriate

default value. However in 1993, Renwick proposed the sub-

division of each uncertainty factor of 10 to consider toxico-

dynamics and toxicokinetics. According to this study, the

UF for interspecies differences was divided to 2.5 for toxi-

codynamics and to 4 for toxicokinetics, and for intraspecies

differences the UF of 10 was divided to 3.2 for toxicody-

namics and to 3.2 for toxicokinetics. The size of UF is usu-

ally determined by the estimations of an expert committee

(IPCS, 1994). Some studies on BPA toxicokinetics reported

that the excretion rate of BPA in rodents was slow because

orally administered BPA experienced enterohepatic recircu-

lation. On the other hand, BPA-glucuronide metabolized in

the liver is excreted rapidly via urine. This is just one of

several differences that potentially exist between humans

and other species, so the committee decided to apply a UF

of 10 for interspecies differences. In addition, a UF of 10

was applied for intraspecies differences considering there

might be polymorphisms between humans. Low dose effects

on specific endpoints have been reported in some studies,

but the evidence is too limited to consider it in human

health evaluations. The Korean government has carried out

continuous management strategies to reduce BPA exposure

levels. Considering these situations, the committee decided

not to apply additional modifying factors. As a result, the

committee established a Korean BPA TDI of 0.05 mg/kg

bw/day, derived by applying a UF of 100 to a NOAEL of

5 mg/kg bw/day cited from Tyl et al.

Exposure assessment and hazard characterization.
Yang et al conducted biological monitoring of environmen-

tal BPA using urinary BPA as an exposure biomarker of

BPA in 73 (Yang et al., 2003) and 172 (Yang et al., 2006)

Korean individuals. The 2003 study yielded a geometric

mean of urinary BPA of 9.54 µg/l with a geometric stan-

dard deviation of 8.32 µg/l, and the 2006 study yielded uri-

nary levels of conjugated BPA in a range of 0.03~62.4 µg/l

(median 7.86 µg/l). These studies provided valuable infor-

mation for monitoring situations in Korea; however, no

external dose could be calculated. In one study of Korean

adults, sixty-one canned food items were analyzed for BPA

concentrations (Lim et al., 2009), and BPA was detected in

7 food items such as tuna, fish, fruits, vegetables, meats,
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coffee, and tea, and mean concentrations of BPA were

3.1 µg/kg (vegetables) ~45.51 µg/kg (coffee). Based on this

study, the total human BPA exposure level was presented as

1.509 µg/kg bw/day and the HI was 0.03 when a TDI of

0.05 mg/kg bw/day was applied. Thus, this HI value of 0.03

indicated that hazardous effects would not be expected from

oral BPA exposure.

DISCUSSION

The expert committee’s conclusion on BPA was based on

toxicological data in rodents and toxicokinetic differences

between primates and rodents. In this study, a NOAEL was

selected as 5 mg/kg bw/day from 3 generation rat and 2

generation mouse reproductive studies, and a UF of 100,

considering interspecies and intraspecies differences, was

applied to establish a BPA TDI of 0.05 mg/kg bw/day. To

protect human health, various HbGVs of BPA were sug-

gested and are summarized in Table 2 (Calvin et al., 2008;

EFSA, 2006; Health Canada, 2008; U.S.EPA, 2002). The

TDI offered in this study is similar to TDIs of the European

Food Safety Authority (EFSA) and U.S. EPA, but it is 2~3

times higher than those of Health Canada and the National

Sanitation Foundation (NSF) International. Some govern-

ment departments such as the Ministry of Environment,

Ministry of Knowledge Economy, and Korea Food & Drug

Administration (KFDA) handle BPA exposure, and these

departments have carried out strong policies to reduce

human exposure (Table 3). Hence, the current level of BPA

exposure used in these strict management plans is expected

to be reduced. In 2010, EFSA called European expert to re-

consider the BPA toxicity, and more than 800 studies on

BPA has been retrieved. On this evaluation, EFSA has indi-

cated that the expert committee would maintain the TDI for

BPA at 0.05 mg/kg bw/day for no evidence of neurobehav-

ioural effect and low dose effect on learning ability (EFSA,

2010). This opinion supports our study results, the TDI of

0.05 mg/kg bw/day. With the consent of other departments,

the TDI suggested in this study will be used as a representa-

tive value for risk assessments in Korea. Although highly

uncertain, further studies on the low dose effects of BPA on

neurobehavioral functions should be performed. In addi-

tion, it is recommended that the ‘as low as reasonably achiev-

able’ (ALARA) principle be applied for BPA exposure from

food packaging materials in newborn infants and children.

ACKNOWLEDGEMENT

This study was funded by the KFDA project 09181KFDA582.

A special thank you is offered to members of the expert

committee for their very helpful comments and devoted par-

ticipation. In addition, we thank related government research

efforts toward reducing BPA exposure in the Republic of Korea.

REFERENCES

ATSDR (2008). Toxicological profile for cadmium. Georgia,

Agency for Toxic Substances and Disease Registry.

Brotonx, J.A., Olea-Serrano, M.F., Villalobos, V.M., Pedraza, V.

Table 2. BPA health-based guidance values of international organizations

Organization Endpoint POD UFs HbGV

EFSA
Reduced body weight and

liver toxicity

NOAEL

5 mg/kg bw/day
100

TDI

0.05 mg/kg bw/day

Health Canada Reduced body weight
LOAEL

25 mg/kg bw/day
1,000

pTDI

0.025 mg/kg bw/day

U.S.EPA Reduced body weight
LOAEL

50 mg/kg bw/day
1,000

RfD

0.05 mg/kg bw/day

NSF International
Reduced body weight and

liver toxicity

NOAEL

5 mg/kg bw/day
300

RfD

0.016 mg/kg bw/day

Table 3. Government policies for BPA exposure reduction

Government Policies on BPA

Ministry of 

Environment

BPA is included in the “TOXIC CHEMICALS CONTROL ACT” in accordance with standards prescribed by a

Presidential Decree, announced by the Minister of Environment. In addition, standards of BPA in drinking water

were planned.

Ministry of

Knowledge

Economy

The elution standard of BPA in infant feeding bottles is set as 3 mg/kg, and a continuous monitoring and regulation

plan is expected.

KDFA
The existing standard for BPA, phenol, and tertiary-butylphenol was a total of 2.5 ppm, however, in December

2008 it was reduced to below 0.6 ppm for BPA alone.



290 C.-W. Choi et al.

and Olea, N. (1995). Xenoestrogens released from lacquer coat-

ings in food cans. Environ. Health Perspect., 103(6), 608-612.

Cagen, S.Z., Waechter, J.M., Dimond, S.S., Breslin, W.J., Butala,

J.H., Jekat, F.W., Joiner, R.L., Shiotsuka, R., Veenstra, G.E. and

Harris, L.R. (1999). Normal reproductive organ development in

CF-1 mice following prenatal exposure to bisphenol A. Tox.

Sci., 50, 36-44.

Calvin, C.W., Gwendolyn, L.B. and Clifton, J.M. (2008). Deriva-

tion of a bisphenol A oral reference dose (RfD) and drinking-

water equivalent concentration. Journal of Toxicology and

Environmental Health, Part B, 11, 69-146.

Health Canada (2009). Government of canada acts to protect new-

borns and infants from bisphenol A in polycarbonate plastic

baby bottles. Health Canada Press.

Dodds, E.C. and Lawson, W. (1936). Synthetic estrogenic agents

without the phenanthrene nucleus. Nature, 137, 996.

EFSA (2006). Opinion of the scientific panel on food additives,

flavourings, processing aids and materials in contact with food

on a request from the commission related to 2,2-BIS(4-

HYDROXYPHENYL)PROPANE (Bisphenol A). The EFSA

Journal, 428.

EFSA (2010). EFSA considers more than 800 studies on BPA, to

finalise opinion in September. European Food Safety Authority

Press.

Ema, M., Fujii, S., Furukawa, M., Kiguchi, M., Ikka, T. and Hara-

zono, A. (2001). Rat two-generation reproductive toxicity study

of bisphenol A. Reprod. Toxicol., 15, 505-523.

Health Canada (2008). Health Risk Assessment of Bisphenol A

from Food Packaging Applications. Ottawa, Health Canada.

Kim, H.S., Han, S.Y., Kim, T.S., Kwack, S.J., Lee, R.D., Kim,

I.Y., Seok, J.H., Lee, B.M., Yoo, S.D. and Park, K.L. (2002).

No androgenic/anti-androgenic effects of bisphenol-A in Hersh-

berger assay using immature castrated rats. Toxicol. Lett.,

135(1-2), 111-123.

Kim, J.C., Shin, H.C., Cha, S.W., Koh, W.S., Chung, M.K. and

Han, S.S. (2001). Evaluation of developmental toxicity in rats

exposed to the environmental estrogen bisphenol A during

pregnancy. Life Sci., 69(22), 2611-2625.

Kurebayashi, H., Betsui, H. and Ohno, Y. (2003). Disposition of a

low dose of 
14

C-bisphenol A in male rats and its main biliary

excretion as BPA glucuronide. Toxicol. Sci., 73, 17-25.

Kurebayashi, H., Nagatsuka, S., Nemoto, H., Noguchi, H. and

Ohno, Y. (2005). Disposition of low doses of 
14

C-bisphenol A

in male, female, pregnant, fetal, and neonatal rats. Arch. Toxi-

col., 79, 243-252.

Lim, D.S., Kwack, S.J., Kim, K.B., Kim, H.S. and Lee, B.M.

(2009). Risk assessment of bisphenol A migrated from canned

foods in Korea. J. Toxicol. Environ. Health, 72(21-22), 1327-

1335.

Morrissey, R.E., George, J.D., Price, C.J., Tyl, R.W., Marr, M.C.

and Kimmel, C.A. (1987). The developmental toxicity of

bisphenol A in rats and mice. Fundamental and Applied Toxi-

col., 8, 571-582.

Morrissey, R.E., Lamb, J.C., 4th, Morris, R.W., Chapin, R.E.,

Gulati, D.K. and Heindel, J.J. (1989). Results and evaluations

of 48 continuous breeding reproduction studies conducted in

mice. Fundam. Appl. Toxicol., 13, 747-777.

Nagao, T., Saito, Y., Usumi, K., Yoshimura, S. and Ono, H.

(2002). Low-dose bisphenol A does not affect reproductive

organs in estrogen-sensitive C57BL/6N mice exposed at the

sexually mature, juvenile, or embryonic stage. Reprod. Toxi-

col., 16(2), 123-130.

Nagel, S.C., vom Saal, F.S., Thayer, K.A., Dhar, M.G., Boechler,

M. and Welshons, W.V. (1997). Relative binding affinity-serum

modified access (RBA-SMA) assay predicts the relative in vivo

bioactivity of the xenoestrogens bisphenol A and octylphenol.

Environ. Health Perspect., 105, 70-76.

Nam, S.H., Seo, Y.M. and Kim, M.G. (2010). Bisphenol A migra-

tion from polycarbonate baby bottle with repeated use. Chemo-

sphere., 79(9), 949-952.

National Toxicology Program (1982). Carcinogenesis bioassay of

bisphenol A in F344 rats and B6C3F1 mice (feed study). NTP

Technical Report PB82184060.

National Toxicology Program (2008). NTP-CERHR Monograph

on the potential human reproductive and developmental effects

of bisphenol A. NIH Publication No. 08-5994.

Sakamoto, H., Yokota, H., Kibe, R., Sayama, Y. and Yuasa, A.

(2002). Excretion of bisphenol A-glucuronide into the small

intestine and deconjugation in the cecum of the rat. Biochim.

Biophys. Acta, 1573, 171-176

Schönfelder, G., Friedrich, K., Paul, M. and Chahoud, I. (2004).

Developmental effects of prenatal exposure to bisphenol a on

the uterus of rat offspring. Neoplasia., 6(5), 584-594.

Shimizu, M., Ohta, K., Matsumoto, Y., Fukuoka, M., Ohno, Y. and

Ozawa, S. (2002). Sulfation of bisphenol A abolished its estro-

genicity based on proliferation and gene expression in human

breast cancer MCF-7 cells. Toxicol. In Vitro., 16, 549-556.

Stowell, C.L., Barvian, K.K., Young, P.C., Bigsby, R.M., Ver-

dugo, D.E., Bertozzi, C.R. and Widlanski, T.S. (2006). A role

for sulfation-desulfation in the uptake of bisphenol a into breast

tumor cells. Chem. Biol., 13, 891-897.

Timms, B.G., Howdeshell, K.L., Barton, L., Bradley, S., Richter,

C.A. and vom Saal, F.S. (2005). Estrogenic chemicals in plastic

and oral contraceptives disrupt development of the fetal mouse

prostate and urethra. Proc. Natl. Acad. Sci. USA, 102(19), 7014-

7019.

Tinwell, H., Haseman, J., Lefevre, P.A., Wallis, N. and Ashby, J.

(2002). Normal sexual development of two strains of rat

exposed in utero to low doses of bisphenol A. Toxicol. Sci., 68,

339-348.

Tyl, R.W., Myers, C.B., Marr, M.C., Thomas, B.F., Keimowitz,

A.R., Brine, D.R., Veselica, M.M., Fail, P.A., Chang, T.Y.,

Seely, J.C., Joiner, R.L., Butala, J.H., Dimond, S.S., Cagen,

S.Z., Shiotsuka, R.N., Stropp, G.D. and Waechter, J.M. (2002).

Three-generation reproductive toxicity study of dietary bisphe-

nol A in CD Sprague-Dawley rats. Toxicol. Sci., 68, 121-146.

Tyl, R.W., Myers, C.B. and Marr, M.C. (2006). Two-generation

reproductive toxicity study of dietary bisphenol A in CD-1

(Swiss) mice. Toxicol. Sci., 104(2), 362-384.

U.S.EPA (2002). A Review of the reference dose and reference

concentration process. Washington, DC, U.S. Environmental

Protection Agency.

Volkel, W., Bittner, N. and Dekant, W. (2005). Quantitation of

bisphenol A and bisphenol A glucuronide in biological samples

by HLPC-MS/MS. Drug Metab. Dispos., 33(11), 1748-1757.

Volkel, W., Colnot, T., Csanady, G.A., Filser, J.G. and Dekant, W.

(2002). Metabolism and kinetics of bisphenol a in humans at

low doses following oral administration. Chem. Res. Toxicol.,



Establishment of the Korean TDI of BPA Based on RA by an Expert Committee 291

15, 1281-1287.

vom Saal, F.S., Cooke, P.S., Buchanan, D.L., Palanza, P., Thayer,

K.A., Nagel, S.C., Parmigiani, S. and Welshons, W.V. (1997). A

physiologically based approach to the study of bisphenol A and

other estrogenic chemicals on the size of reproductive organs,

daily sperm counts and behaviour. Tox. Ind. Health, 14, 239-

260.

Wazeter, F.X. and Goldenthal, E.I. (1984a). Report on reproduc-

tion and ninety day oral toxicity study in rats. Report by the

International Research and Development Corporation, Mat-

tawan, MI (IRDC Report No. 313-078) for the General Electric

Company. EPA/OTS; Doc. No. 40-8486013.

Wazeter, F.X. and Goldenthal, E.I. (1984b). Report on reproduc-

tion and ninety day feeding study in rats. Report by the Interna-

tional Research and Development Corporation, Mattawan, MI

(IRDC Report No. 313-112) for the General Electric Company.

EPA/OTS; Doc. No. 40-8486013.

WHO. IPCS (1994). Assessing human health risks of chemicals:

Derivation of guidance values for health-based exposure limits.

Environmental Health Criteria 170. World Health Organization.

WHO (2010). Principles and methods for the risk assessment of

chemicals in food. World Health Organization.

Yang, M., Kim, S.Y., Chang, S.S., Lee, I.S. and Kawamoto, T.

(2006). Urinary concentrations of bisphenol A in relation to

biomarkers of sensitivity and effect and endocrine-related

health effects. Environ. Mol. Mutagen., 47(8), 571-578.

Yang, M., Kim, S.Y., Lee, S.M., Chang, S.S., Kawamoto, T., Jang,

J.Y. and Ahn, Y.O. (2003). Biological monitoring of bisphenol a

in a Korean population. Arch. Environ. Contam. Toxicol., 44(4),

546-551.

Yuji, T., Ho, C.L., Shinya, K. and Koji, A. (2002). Release of

bisphenol A from food can lining upon heating. J. Health Sci.,

48(4), 331-334.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


