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1.1 Epidemiology Studies of Bisphenol A 

Two cross-sectional analyses of the association between urinary BPA concentrations and 
diabetes using National Health and Nutrition Examination Survey (NHANES) data have been 
published. The first study, by Lang et al. (2008), analyzed data from 2003-2004 NHANES and 
reported that a 1-SD increased in urinary BPA concentrations was associated with an increased 
OR of reporting diabetes (OR and 95% CI = 1.39; 1.21−1.60) (Figure 1). The same research group 
then conducted a follow-up study using NHANES data from 2005-2006 and pooled data from 
2003-2006 NHANES (Melzer et al. 2010). The association between urinary BPA concentration 
and diabetes remained significant when data from 2003-2006 was pooled (OR and 95% CI = 
1.24; 1.1−1.40), but not when data from 2005-2006 data were considered separately (OR and 
95% CI = 1.02; 0.76−1.38) (Figure 1).  
 
Figure 1. Association between urinary BPA concentrations and diabetes prevalence (Lang et 
al. 2008; Melzer et al. 2010) 

 
ORs calculated based on per 1-standard deviation increase in BPA concentrations.  
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Melzer et al. (2010) also reported that that urinary BPA concentrations in 2005-2006 were 
substantially lower (geometric mean 1.79ng/ml) than in 2003-2004 (2.49ng/ml, difference p-
value=0.00002) resulting in reduced power to detect an association. The power to detect an 
unadjusted odds ratio of similar magnitude to what was reported for the 2003-2004 NHANES 
reporting period decreased from 80% power to 73% power in 2005-2006. There is no clear 
explanation for the reduction in urinary BPA concentrations in 2005-2006. The high profile 
evaluations of BPA that led to market based changes in the use of polycarbonate plastics did 
not began to appear until  2007 and 2008 (Health Canada 2008; National Toxicology Program 
2008; vom Saal et al. 2007). A more general factor that complicates conducting epidemiology 
studies of BPA is that a single urine sample from an individual does not appear to be strong 
predictor of a subject’s exposure category. Mahalingaiah et al. (Mahalingaiah et al. 2008) 
analyzed samples from at least six repeat urinary BPA measurements from eight subjects. The 
sensitivity, specificity, and positive predictive value of a single urine sample to predict the 
highest BPA tertile were 0.64, 0.76, and 0.63, respectively. The positive predictive value 
increased to 0.85 when two samples were used to predict those individuals in the highest BPA 
tertile. 

In contrast to the results for diabetes, a 1-SD increased in urinary BPA concentrations was 
associated with an increased OR of reporting coronary heart disease regardless of the time 
frame, i.e., 2003-2004, 2005-2006, 2003-2006 (Figure 2). Neither Lang et al. (2008) or Melzer et 
al. (Melzer et al. 2010) observed any significant associations between urinary BPA 
concentration and other common conditions, i.e., arthritis, asthma, cancer, chronic bronchitis, 
emphysema, liver disease, stroke, or thyroid disease. 

The Lang et al. (2008) study was the subject of several commentaries that included (1) 
suggestions to eliminate participants with borderline diabetes and to report the mean 
concentrations of BPA in groups classified as diabetics, borderline diabetics, and non-diabetics 
(Wei 2009); (2) a suggestion to include assessment of both Type 1 and Type 2 diabetes in future 
analyses (Howard and Howard 2009); and a comment that analysis of NHANES data may lend 
itself to detecting false positives given the total possible number of questions that can be 
addressed based on the number of environmental chemicals measured (n=275) and the 
number of health outcomes included (n=32) (Young and Yu 2009). 

Three studies have looked at the association between BPA and growth, based on either birth 
weight (Padmanabhan et al. 2008; Wolff et al. 2008) or BMI at 6-8 years of age in girls (Wolff et 
al. 2007). Padmanabhan et al. (2008) concluded there was no association between maternal 
serum BPA collected at time of delivery and birth weight in a cross-sectional study of 40 
mother-infant pairs in Ann Arbor, Michigan. Birth weights in infants born to mothers with 
serum BPA levels >5ng/ml compared to ≤ 5ng/ml were similar, ~3.2 versus ~3.3 kg respectively. 
The other birth weight assessment was obtained as part of a prospective birth cohort study of 
367 women in New York City. Wolff et al. (2008) looked at the association of maternal urinary 
BPA measured in the 3rd trimester of pregnancy (25-40 weeks) and found modestly positive, 
but non-statistically significant, associations with increases in birth weight (38 grams; 95% CI for 
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β-coefficient: -6.0 to 82 grams), length (0.11 cm; 95% CI for β-coefficient: -0.14 to 0.36 cm), and 
head circumference (0.08 cm; 95% CI for β-coefficient: -0.09 to 0.25cm). The third study 
reported lower urinary BPA concentrations in girls >85th BMI percentile compared to girls < 
85th BMI percentile (2.2 versus 3.7 µg/g) in a cross-sectional study of 90 girls ages 6- to 8-years 
from Cincinnati OH, San Francisco CA, and New York NY (Wolff et al. 2007). 

Figure 2. Association between urinary BPA concentrations and prevalence or cardiovascular 
and coronary heart disease (Lang et al. 2008; Melzer et al. 2010) 

 
ORs calculated based on per 1-standard deviation increase in BPA concentrations.  

 

1.2 Animals Studies of Bisphenol A 

1.2.1 Effects on body weight following developmental exposure 

There have been several reports of increased post-natal growth in laboratory rodents following 
exposure to low administered doses of BPA during gestation,early post-natal life, or throughout 
gestation and lactational leading to the suggestion that it may be acting as an developmetnal 
“obesogen“ (Ben-Jonathan et al. 2009; Grun and Blumberg 2007; Newbold et al. 2009; Rubin 
and Soto 2009). There is a very large literature evaluating the effects of BPA on body weight, 
and surveys of these studies do not indicate that developmental exposure to BPA causes 
“obesity” as defined by a consistent reporting of increased body weight or growth (National 
Toxicology Program 2008).1 This conclusion remains true when the analysis is restricted to only 
those studies that tested low doses of BPA, defined as less than 5000 μg/kg bw (Appendix Table 

                                                      
1
 There are also a large number of studies of animals treated with BPA during adulthood that report body weight. 

In general, these studies involved treatment with doses that are considered high and no effects or decreases in 
body weight were observed. The focus of this chapter is on the concept of BPA as a developmental “obesogen.” 
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A), and reported some health outcome, typically unrelated to growth and most often describing 
effects on reproductive tissues or neurodevelopment. This strategy was used to avoid the issue 
of considering studies in the analysis that have been criticized as being insensitive to detect low 
dose effects (Myers et al. 2009).  Many of the studies did not detect an effect on body weight, 
or else did not report  body weight findings past the period of weaning. The magnitude of the 
effect in cases where an increase in body weight was observed ranged from 3% to 50%, with 
most reporting increases of 10% or less (Akingbemi et al. 2004; Alonso-Magdalena et al. 2010; 
Howdeshell et al. 1999; Kubo et al. 2003; Miyawaki et al. 2007; Nikaido et al. 2004; Okada and 
Kai 2008; Patisaul and Bateman 2008; Rubin et al. 2001; Ryan et al. 2010; Salian et al. 2009; 
Somm et al. 2009).  

The ability to consistently detect a relatively subtle effect of ≤ 10% change is perhaps unrealistic 
given the wide range of variation in expermental designs used in the studies summarized in 
Appendix Table A, including variation in sample size (and thus stastical power to detect an 
effect if present), control for litter effects, rodent species and strain, and other factors such as 
diet. Variation in the phytoestrogen content of laboratory animal diets has been suggested as a 
contributing factor to conflicting or inconsistent findings reported in experimental animal 
studies, especially for “low dose” studies of BPA and other estrogenic compounds (Heindel and 
vom Saal 2008; Jensen and Ritskes-Hoitinga 2007; Thigpen et al. 2007). As a further 
complication, phytoestrogen content of the same rodent diet can vary from batch-to-batch 
(Jensen and Ritskes-Hoitinga 2007; Thigpen et al. 2007), potentially altering experimental 
outcomes and contributing to variability in response observed within a laboratory or between 
laboratories. For example, Thigpen et al. (2007) assessed the isoflavone content of genistein + 
daidzein in the three batches, i.e., different mill dates, of PMI 5002. The isoflavone content of 

genistein + daidzein in the three batches were 98, 223, and 431 g/g diet.It is also worth noting 
that the early studies on the use of DES as a growth promoter in livestock did not always detect 
a growth promoting effect of the hormone, even at doses that were later considered optimal 
for weight gain within the industry [reviewed in Raun and Preson (2002). 

In some cases, divergent results were reported by the same laboratory in seperate experiments 
using the same rodent strain under similar experimental protocols. For example, Nagel et al. 
(1997) reported that adult 6-month old male CF-1 mice treated with 2 μg/kg bw/day of BPA in 
utero from GD11-17 were significantly lighter than control males (34.6 versus 37.9 grams) while 
there was no effect on body weight at a higher BPA dose of 20 μg/kg bw/day (36.7 verus 37.9 
grams). Using this same strain of mouse and very similar dosing regimen, Howdeshell et al. 
(1999) reported a statistically significant increase in body weight at weaning in male and female 
offpsring of dams treated with 2.4 μg/kg bw/day of BPA during pregnancy, e.g., ~9.5 g versus 
~10.5 g in control and BPA treated females. The effects on body weight were most apparent in 
female2 mice situated in utero between 2 female littermates (“0M“ position, ~9 g versus ~11 g) 
and there was no effect in animals situated between 2 males (“2M“ position, ~9 g versus ~9.5 g) 
suggesting that small differences in prenatal hormone exposure may be one source of 

                                                      
2
 Data were not presented for male offspring, but findings were characterized as “virtually identical for male 

siblings.” 
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variability in response. Both of these studies utilized models considered to be sufficiently 
sensitive to detect low dose effects of BPA based on findings of increase prostate weight in 
Nagel et al. (1997) and indications of earlier sexual maturation in females  in Howdeshell et al. 
(1999). One difference may be in the age at assessment, 6-months in Nagel et al. (1997) and 
weaning in Howdeshell et al. (1999).  

Some of the studies cited in Appendix Table A describe non-monotonic effects on growth 
(Alonso-Magdalena et al. 2010; Okada and Kai 2008; Rubin et al. 2001; Talsness et al. 2000; Xu 
et al. 2010) where body weight was increased at a low dose and not affected or decreased at a 
higher dose. In toxicology, intrepreation of non-monotonic dose responses is challenging but is 
perhaps less complicated for body weight. Decreases in body weight are common at dose levels 
considered “high,“ based on the detection of other adverse health effects at those same dose 
levels. From this perspective, the “high“ dose studies may be of limited utility to understand 
relatively sublte effects on growth that may be occuring at low doses. A complicating factor in 
the studies with gestational exposure is that treatment with BPA, or other test compound, may 
alter aspects of maternal metabolism such as leptin, insulin, glucose or triglycerides that may 
act or cross the placenta (Alonso-Magdalena et al. 2010).  There is also precident for non-
monotonic dose response  in some of the early studies characterizing optimatal DES dosing 
regimens to use in livestock for growth promotion [reviewed in Garrigus (1969). Garrigus et al. 
(1969) reported increased growth response in post-weaning aged bulls implanted with 36 mg 
DES for 84 days and no effect in bull implanted with 72 mg DES. Weight gain was reduced in 
animals that were implanted with 36 mg DES at weaning, 84 days post-weaning, and 154 days 
post-weaning (0.89 kg/day) compared to bulls recieving a single 36 mg DES implant at 154 days 
post-weaning (1.14 kg/day).  

1.2.2 Adiposity and effect of consuming a high fat diet 

A major caveat to the analysis described above is 
the general acceptance that body weight is a 
relatively crude indicator of internal body fat in 
rodent models. For example, no changes in body 
weight were observed  by Ohlsson et al.(2000) in 
ERα mice compared to wild-type controls despite 
having visably greater amounts of adipose tissue 
(Figure 3). Similarly, in ArKO males, increases in 
gonadal and infrarenal fat pad mass were 
apparent by 4 months of age, but body weight 
was not significantly greater in these animals until 
later, at 1-year of age (Jones et al. 2001). In 
humans, low birth weight is increasingly 
recognized as a risk factor later in life for higher 
percent body fat and detrimental fat distribution 
(more central, abdominal, and visceral) (Remmers 

Figure 3. Lack of relationship between 
adiposity and body weight in ERKOα mice. 

 
Reprinted from Ohlsson et al. (2000) with permission 
from publisher. 
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and Delemarre-van de Waal 2010). A phenotype referred to as the “thin-fat” phenotype has 
been described in babies of Southeast Asian descent where the babies are smaller in size  at 
birth compared to babies born in other regions (such as Southampton UK) but are more similar 
on measures of skin fold thickness, especially subscapular skin. The interpretation is that the 
“thin-fat” babies have signs of truncal adiposity despite being low birth weight (Krishnaveni et 
al. 2005; Kulkarni et al. 2009). This larger literature on adiposity suggests studies of BPA and 
body weight have very limited utility for addressing the issue of whether BPA might be altering 
aspects of adiposity, which requires more refined assessments of fat mass or distribution. 

Four studies in laboratory animals have been published since 2007 that most directly address 
the issue of whether developmental exposure to BPA can affect adiposity, glucose or insulin 
regulation, lipid profiles, or other endpoints related to diabetes or metabolic syndrome (Alonso-
Magdalena et al. 2010; Miyawaki et al. 2007; Ryan et al. 2010; Somm et al. 2009). These studies 
are summarized in Table 1 and specific findings that support the hypothesis of BPA as a 
potential risk factor for diabetes, “obesity,” or metabolic syndrome are highlighted in red. No 
published studies have assessed whether BPA can cause hypertension, another risk factor for 
metabolic syndrome.  

With respect to body weight, all four of these studies reported increases in body weight early in 
life although this pattern did not always persist until adulthood (Somm et al. 2009) and was not 
necessarily observed in both sexes and at all dose levels tested. In Alonso-Magdalena et al. 
(2010), a 3 – 7% increase in body weight at birth and weaning was observed in the offspring of 
pregnant OF-1 mice treated from GD9-16 with 10 µg/kg bw/d BPA by sc injection, but a 5% 
decrease in body weight was observed in pups in the 100 µg/kg bw/d treatment group. 
Miyawaki et al. (2007) reported an increase in female pup weight on PND31 following maternal 
treatment with 260 µg/kg bw/d BPA in drinking water during gestation and lactation (pups 
were weaned to the drinking water treatment of the dam). There was no effect on female body 
weight in the 2,600 µg/kg bw/d treatment group and body weight in males was not altered at 
any dose level.  

Somm et al. (Somm et al. 2009) found that PND1 body weights in male and female offspring 
were 6% and 8%-times larger than control animals [male: 7.33 versus 6.91 g (p<0.05); females 
7.03 versus 6.47 g, p<0.001). The authors also noted a non-statistically significant reduction in 
litter size in the BPA animals compared to controls (12.7 versus 14.1 pups per litter) and 
conducted analyses on size-matched litters and a regression analysis adjusted for litter size to 
see if the PND 1 differences in body weight could be an indirect effect of reduced litter size. The 
body weight remained significant in both cases leading the authors to conclude that BPA was 
exerting a direct effect on body weight at PND1. Body weight remained significantly higher in 
BPA-treated females but not males on PND 21. Ryan et al. (2010) also reported indications of 
shifted growth curve during early life in animals treated with BPA, but no lasting effects on 
body weight. No shift in growth pattern was noted in animals treated with a positive control 
DES dose of 1 µg/kg bw/day. The authors also reported that cages containing mothers and pups 
exposed to BPA-supplemented diet consumed more calories from p14 to p21 compared with 
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both the control and DES groups. It should be noted that the dose level used by Ryan et al. 
(2010), 0.25 µg/kg bw/day to the dam via the diet, is a dose level of BPA that is similar to 
current estimates of daily intake in the general population and lower than estimated intakes in 
infants. The estimated daily intake based on back-calculating from urine biomonitoring data in 

NHANES for adults at the 95th percentile is 0.223 g/kg bw/day (Lakind and Naiman 2010). ). 
The estimated intake from food contact material is higher in infants, 2.25 to 2.42 μg/kg bw/day 
for a 1-2 month old male and female infants, respectively (FDA 2008).  
 
The Somm et al. (2009) and Ryan et al. (2010) studies included experimental components 
where groups of animals that were exposed to BPA during gestation and lactation were 
subsequently “challenged” with a high-fat diet later in life, either during 4-14 weeks or 9-14 
weeks of age, respectively. No effects on adult body weight were reported by Ryan et al. (2010) 
in male or female mice that consumed either the low fat or high butter fat diet (40% fat by 
weight). Consumption of the high butter fat diet caused the expected increase in body fat in 
control mice but did not alter glucose tolerance.3 Somm et al. (2009) found that BPA-treated 
animals of both sexes grow more on the high fat diet (40% of calories from fat) compared to 
animals not treated with BPA during development. The authors measured food intake during 
this period and did not see any differences in food intake in any of the standard chow (a low 
phytoestrogen diet, KLIBA NAFAG 3250 with 7% of calories from fat) or high-fat diet groups. 
This same growth pattern was observed in BPA-treated female mice consuming the standard 
chow, but not males.  It is unknown whether the differences in dose levels of BPA used might 
account for the different results, i.e., the Somm et al. administered an oral dose level that was 
almost 300-times higher (70 versus 0.25 µg/kg bw/day). 

Findings for other endpoints from these studies are generally less consistent than the increases 
in growth early in life described above, which may be also be the result of variation in the dose 
levels tested, route of administration (oral and sc injection), strategies used to measure the 
end-points (i.e. fasting glucose versus glucose tolerance test) and other aspects of experimental 
design. The most notable findings for non-body weight effects are: 

 Glucose intolerance, hyperinsulinaemia and increased serum glycerol in the 6-month-old 
male offspring of OF-1 mice treated with BPA at 0.01 or 0.1 mg/kg bw per day by 
subcutaneous injection from gestational day (GD) 9 to GD 16 (Alonso-Magdalena et al. 
2010). In dams, the treatment with BPA aggravated the insulin resistance which is 
characteristic of pregnancy, producing an impairment of glucose tolerance and higher 
plasma insulin, triglyceride and leptin levels compared to control pregnant mice. Insulin-

                                                      
3
 A couple of factors may account for a lack of effect on glucose tolerance in control animals. First, is timing as the 

animals were only on HFD for 5-6 weeks prior to the second GTT; detecting a difference in glucose tolerance may 
require additional weeks of HFD.  Second, the control diet used was a micro-nutrient matched 10% butter-fat diet 
rather than standard rat chow. Typically this research group finds less separation between groups on metabolic 
endpoints when matched HFD and LFD are compared rather than HFD and chow.  However, using the matched 
HFD and LFD has the advantage that the only difference between the diets is fat content whereas chow content 
can vary substantially from batch to batch. 
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stimulated Akt phosphorylation was reduced in skeletal muscle and liver of BPA-treated 
pregnant mice. 

 Adipocyte hypertrophy and increased mass of parametrial white adipose (95 versus 33 mg 
in controls) and brown adipose tissue (178 versus 116 mg in controls) on postnatal day 
(PND) 21 in female offspring of Sprague-Dawley rats orally treated with BPA at 0 or 
approximately 0.07 mg/kg bw per day in drinking-water from GD 6 to PND 21 in drinking-
water (Somm et al. 2009). 

 Increased cholesterol on PND31 in female offspring of ICR mice orally treated with BPA at 
approximately 0.26 or 2.60 mg/kg bw per day in drinking-water from GD 10 to weaning via 
the dam and then after weaning with the same drinking-water treatment as the dam 
(Miyawaki et al. 2007). 

Similar results have been observed in shorter-term in vivo assays. Experiments performed in 

male OF-1 mice showed that a single sc injection of 10 g/kg of BPA produces a rapid decrease 
of blood glucose that occurs in parallel to an increase in plasma insulin levels. The insulin 

content in pancreatic -cells was increased compared to vehicle-treated mice following a 4-day 

treatment with a higher dose level, 100 g/kg/day by sc injection (Alonso-Magdalena et al. 

2006). The BPA treatment did not have an effect on -cell survival or -cell mass in the in vivo 
study, but it affected insulin gene transcription in islet cells that were cultured with BPA for 48 

hours, provoking an up-regulation of the gene in an extracellularly initiated ER-dependent 

manner (Alonso-Magdalena et al. 2008).  This 4-day treatment with BPA at a dose of 100 g/kg 
BPA administered by sc injection also generates a post-prandial hyperinsulinemia. Results of 
glucose tolerance tests showed impaired glucose tolerance suggestive of insulin resistance. This 
was confirmed by an insulin tolerance test that showed a less hypoglycemic response to a 
challenge of insulin in those animals treated with BPA (Alonso-Magdalena et al. 2006). 
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Table 1. Summary of study findings related to body weight, adiposity, and serum lipids following developmental exposure to BPA  
Reference Study Design 

 
Dose 

(mg/kg bw/day) 
Endpoint Findings 

Alonso-
Magdalena et al. 
(2010) 

OF-1 pregnant mice treated with 0 
(tocopherol-stripped corn oil) , 10, or 
100 μg/kg bw/day BPA by sc injection 
from GD9-16 (6-13 male F1 offspring 
assessed at 6 months of age 
depending on endpoint) 
 
feed: 2014 Teklad Global 14% Protein 
Rodent Maintenance Diet animals 
(does not contain alfalfa or soybean 
meal) 
 

control for litter effects: dam 
number/group not specified; pups of 
same treatment group were pooled 
and then placed in equal numbers 
with foster mothers of the same 
treatment group (11 pups/group); 
pups housed together were of same 
sex 
 
 

0.01 & 0.1 
(sc injection) 

 

insulin (µg/L) 0.01 dam, GD18 (fasting) ↑ (1.4-fold)  

  F1 ♂, 6 months (fasting) ↑ (2.0-fold)  

 0.1 dam, GD18 (fasting) ↑ (2.4-fold)  

  F1 ♂, 6 months (fasting) ↑ (1.6-fold)  

glucose (units) 0.01 dam, GD18 (AUC, ipGTT) ↑ 

  dam, GD18 (ipITT) ↔ 

  F1 ♂, 6 months (AUC, ipGTT) ↑ 

  F1 ♂, 6 months (ipITT) insulin resistance 

 0.1 dam, GD18 (AUC, ipGTT) ↔ 

  dam, GD18 (ipITT) insulin resistance  

  F1 ♂, 6 months (AUC, ipGTT) ↑ 

  F1 ♂, 6 months (ipITT) ↔ 

leptin (ng/mL) 0.01 dam, GD18 (4 hour fasting) ↔  

  F1 ♂, 6 months (4 hour 
fasting) 

↔  

 0.1 dam, GD18 (4 hour fasting) ↑ (1.9-fold)  

  F1 ♂, 6 months (4 hour 
fasting) 

↔  

triglycerides (mg/mL) 0.01 dam, GD18 (4 hour fasting) ↔ 

  F1 ♂, 6 months (4 hour 
fasting) 

↔  

 0.1 dam, GD18 (4 hour fasting) ↑ (1.9-fold)  

  F1 ♂, 6 months (4 hour 
fasting) 

↔  

glycerol (mg/mL) 0.01 dam, GD18 (4 hour fasting) ↔ 

  F1 ♂, 6 months (4 hour 
fasting) 

↑ (1.5-fold)  

 0.1 dam, GD18 (4 hour fasting)  

  F1 ♂, 6 months (4 hour 
fasting) 

↑ (2.6-fold)  

body weight (g) 0.01 PND1, ♂ and ♀ combined ↑ (1.03-fold) 

  PND22, ♂ and ♀ combined ↑ (1.07-fold) 

  11-25 weeks ↔ ♂, ↓ ♀ 
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Table 1. Summary of study findings related to body weight, adiposity, and serum lipids following developmental exposure to BPA  
Reference Study Design 

 
Dose 

(mg/kg bw/day) 
Endpoint Findings 

 0.1 PND1, ♂ and ♀ combined ↓ (5%) 

  PND22, ♂ and ♀ combined ↓ (5%)) 

  11-25 weeks ↔ ♂, ↓ ♀ 

Miyawaki et al. 
(2007) 

ICR mice (pregnant); 0, 1 [~0.26 
mg/kg bw/d], or 10 µg/mL [~2.72 
mg/kg bw/d], BPA in drinking water 
from GD 10-throughout the lactating 
period, offspring weaned to drinking 
water treatment of dam (♂ and ♀ on 
PND 31; n=16-25 per group). 
 
feed: 30% high fat diet mentioned 
but no specific brand- dietary 
composition was described  
 
control for litter effects: 3 
dams/group; no control for litter 
effects 

 

0.26 & 2.60 
(oral) 

 

adipose tissue (mg) 0.26 PND31 ↔ ♂, ↑ ♀ 

 2.6 PND31 ↑ ♂, ↔ ♀ 

body weight (g) 0.26 PND31 ↔ ♂, ↑ ♀ 

 2.6 PND31 ↑ ♂ and ♀ 

glucose (mg/dL), 
fasted 

0.26 PND31 ↓ ♂, ↔ ♀ 

 2.6 PND31 ↔ ♂ and ♀ 

leptin (ng/mL), fasted 0.26 PND31 ↔ ♂, ↑ ♀ 

 2.6 PND31 ↔ ♂ and ♀ 

cholesterol (mg/dL), 
fasted 

0.26 PND31 ↔ ♂, ↑ ♀ 

2.6 PND31 ↔ ♂, ↑ ♀ 

triglycerides (mg/dL), 
fasted 

0.26 PND31 ↑ ♂, ↔ ♀ 

 2.6 PND31 ↔ ♂ and ♀ 

NEFA (mEq/L), fasted 0.26 PND31 ↑ ♂, ↔ ♀ 

 2.6 PND31 ↔ ♂ and  ♀ 

Somm et al. 
(2009) 

Sprague Dawley rats (♂ and ♀ F1 
offspring); 0 or 1 mg/L BPA in 
drinking water to dam from GD6 to 
PND21 (authors estimated intake as 
~0.07 mg/kg bw/day BPA at end of 
gestation). After weaning F1 
offspring were fed either a standard 
or high fat diet. 
feed: Low isoflavone diet used (KLIBA 
NAFAG 3250);  
control for litter effects: litter used as 
the fundamental unit of comparison 
“when appropriate and animals 

0.07 
(oral) 

adipose tissue (mg) PND21 eWAT/pWAT ↔ ♂; ↑ ♀ 

 PND21 BAT ↔ ♂; ↑ ♀ 

glucose (mg/dL) PND21, non-fasted (♂ not assessed) ↔ 

 adulthood, fasting, HFD (♀ not 
assessed) 

↔ 

 adulthood, AUC ipGTT, HFD (♀ not 
assessed) 

↔ 

triglycerides (mg/dL) PND21 (♂ not assessed) ↔ 

cholesterol (g/L) PND21 (♂ not assessed) ↔ 

NEFA (mmol/L) PND21 (♂ not assessed) ↔ 

body weight/growth 
(g) 

PND1 ↑ (~1.08 -fold; ♂ and ♀)  

 PND21 ↔ ♂; ↑ ♀ 
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Table 1. Summary of study findings related to body weight, adiposity, and serum lipids following developmental exposure to BPA  
Reference Study Design 

 
Dose 

(mg/kg bw/day) 
Endpoint Findings 

originated from at least three differ-
ent litters in each group (eight litters 
for each group for data at birth).” 
Litter also considered in regression 
model to look at impacts on birth and 
weaning weight. 

 4-14 weeks, standard ↔ ♂; ↑ ♀ 

 4-14 weeks, HFD  ↑ ♂ and ♀ 

Ryan et al. 
(2010)  

CD-1 mice (pregnant); 0 or 0.25 
μg/kg bw/day BPA via diet during 
gestation through lactation. 1 μg/kg 
bw/day DES used as positive control. 
F1 offspring consumed a low- or 
high-butter fat diet from 9 to 14 
weeks of age 
 
feed: AIN93G diet used 
 

approach to control for litter effects: 
use of only one offspring per sex 
from each litter (animals from ~ 90 
litters included in post-weaning 
analyses); litter size included as a 
covariate in ANCOVA 
30 litters x 3 treatments = 90 litters x 
2 sexes = 180 mice 

0.00025 
(oral) 

fat mass (g) 7 weeks ↔ 

 14 weeks, LFD ↔ 

 14 weeks, HFD ↔ ♂; ↓ ♀ 

lean mass (g) 7 weeks ↔ 

 14 weeks, LFD ↔ 

 14 weeks, HFD ↔ 

glucose, ipGTT (mg/dL 
and  AUC) 

7 weeks ↔ 

14 weeks, LFD ↔ 

14 weeks, HFD ↔ 

body weight/growth 
(g) 

weaning ↑ (~1.1-fold; ♂ and ♀) 

3-9 weeks ↔ 

9-14 weeks, LFD  ↔ 

9-14 weeks, HFD  ↔ 
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1.3 Mechanistic Findings 

In vitro studies, summarized in Appendix Table C, show that BPA can alter aspects of islet cell 
function and adipocyte differentiation and function. These effects are reported at lowest effect 
concentrations (LOECs) that range from 0.0001-40 μM. BPA appears to have direct effects on at 

least two of the four cell types found in islet of Langerhans, -cells and -cells [the other cell 

types are somatostatin (-cells) and pancreatic polypeptide (PP-cells)]. Ex vivo studies show that 
BPA at a concentration of 1 nM suppresses low glucose-induced intracellular calcium 

oscillations on -cells (Alonso-Magdalena et al. 2005).The hormone glucagon is secreted from 
the α-cells in response to low glucose concentration to enhance the synthesis and mobilization 
of glucose in the liver. Glucagon also has many extrahepatic effects such as to increase lipolysis 
in adipose tissue and plays a role in the satiety control in the central nervous system among 

others. Thus the effect on -cells described above suggests that BPA may alter both glucose 

and lipid metabolism (Alonso-Magdalena et al. 2005). In -cells BPA has the opposite effect and 
enhances the frequency of glucose-induced intracellular calcium oscillations at the same low 
concentration of 1 nM (Alonso-Magdalena et al. 2006; Nadal et al. 2000). It has been shown 
that BPA is able to increase the activation of the transcription factor CREB in a rapid manner 

(Quesada et al. 2002). This effect may be of great importance for -cell physiology, since CREB 

activation induces insulin gene expression (Oetjen et al. 1994) and is implicated in -cell 
survival (Jhala et al. 2003). Other studies report increased insulin secretion from isolated rat or 
mouse pancreatic islet cells after incubation with BPA (Adachi et al. 2005; Alonso-Magdalena et 
al. 2008). In some cases, these effects appeared to be mediated via classic ERs (Adachi et al. 
2005; Alonso-Magdalena et al. 2008) and others suggested to be mediated through non-classic 
ERs (Alonso-Magdalena et al. 2005; Nadal et al. 2000; Quesada et al. 2002).   

BPA at concentrations of 10-80 M has been reported to stimulate adipogenesis in 3T3-L1 
adipocytes in most (Masuno et al. 2005; Masuno et al. 2002; Phrakonkham et al. 2008; Wang et 
al. 2010) but not all (Wright et al. 2000) studies that assessed this effect. Sargis et al. (2010) 
reported that 0.1 µM BPA increased lipid accumulation in differentiating adipocytes and up-
regulated the expression of adipocyte proteins, presumably through activation of the 
glucocorticoid receptor (Sargis et al. 2010). Other studies report that BPA at 1 and 10 nM 
suppresses adiponectin release from breast adipose and abdominal subcutaneous adipose 
explants (Ben-Jonathan et al. 2009; Hugo et al. 2008) or decreases intracellular adiponectin or 
adiponectin mRNA expression in 3T3-L1-cells (Kidani et al. 2010; Kwintkiewicz et al. 2010). 
Adiponectin is an important adipokine that is considered protective in the development of 
metabolic syndrome. 

It is an important point that simply inducing adipogenesis, in the absence of changes in energy 
balance, does not lead to changes in total adiposity (Rosen and Spiegelman 2006).  Also, Somm 
et al. (2009) found that the increase in perigonadal fat pad weight was associated with 
increased cell size rather than cell number, which does not support increased adipogenesis.   
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Masuno et al. (2005) suggested the acceleration of differentiation may be mediated through 
the phosphatidylinositol 3-kinase (PI 3-kinase) and Akt kinase pathways. BPA can also affect 
glucose transport in adipocytes; it provokes an increase in basal and insulin-stimulated glucose 
transport due to an increased amount of GLUT4 (Sakurai et al. 2004).  
 
The following draft text was primarily prepared by GeneGo to support the schematic in Figure 4 
– this schematic has not been reviewed by the breakout group prior to the meeting and will be 
reviewed and discussed during the January workshop. However, the mechanism by which BPA 
may stimulate fat cell differentiation is enigmatic (Figure 4). BPA may stimulate fat cell 
differentiation via stimulation of PI3K reg class IA/AKT(PKB), activation of ESR1, ERR3, 
glucocorticoid receptor alpha (GCR-alpha) and/or inhibition of androgen receptor. Modulation 
of expression of these genes by BPA leads to activation of adipogenic marker proteins including 
PPARGC1 (PGC1-alpha), PERC, PPARγ and A-FABP, lipogenic proteins (LPL, GPD1, SCD, FASN, 
leptin, SREBP1 precursor) as well as the glucose transporter, GLUT4. 
 
BPA stimulates expression of LPL and A-FABP in a PI3K reg class IA/AKT(PKB)-dependent manner 
(Masuno et al. 2005). AKT(PKB) may also activate expression of LPL and A-FABP via pathways 
leading to the regulation of the transcription factors GATA-2 (Menghini et al. 2005), FKHR 
(Nakae et al. 2003), and CREB1 (Reusch et al. 2000). GATA-2 is phosphorylated and blocked by 
the PI3K reg class IA/AKT(PKB) signal transduction pathway (Menghini et al. 2005). It eliminates 
GATA-2-dependent inhibition of C/EBP-beta and C/EBP-alpha transcription activity (Tong et al. 
2000) and PPAR-γ expression (Menghini et al. 2005; Schupp et al. 2009; Tong et al. 2000; Tong et 
al. 2005). FKHR is phosphorylated and blocked by AKT(PKB). It eliminates FKHR-dependent 
inhibition of PPAR-γ transcription activity (Nakae et al. 2003).  
 

CREB1 is phosphorylated and stimulated by AKT(PKB). It was suggested that activated CREB1 
increases PPAR-γ, C/EBP beta, LPL, SCD, FASN, leptin and A-FABP expression (Fox et al. 2006; 
Kim et al. 2010; Phrakonkham et al. 2008; Reusch et al. 2000; Zhang et al. 2004). 
C/EBPβ is an important adipogenic transcription factor which stimulates transcription of C/EBPα 
and PPAR-γ. C/EBPβ, C/EBPα and PPAR-γ form a network of transcription factors that coordinate 
expression of proteins responsible for establishing the mature fat-cell phenotype including, LPL, 
SCD, FASN, Leptin and A-FABP and others (Farmer 2006; Tang et al. 2004). 
 
BPA is equipotent to estradiol in some of its effects. It is possible that BPA stimulates fat cell 
differentiation via estrogen receptors, most likely, ESR1 (Dieudonne et al. 2004; Hong et al. 
2006; Inoshita et al. 2003) and ERR3 (Kubo et al. 2009; Okada et al. 2008). The mechanism of 
action of BPA-stimulated ESR1 on fat cell differentiation is unknown. ERR3 stimulates 
transcription of adipogenic marker genes including PPAR-γ co-activators PPARGC1 (PGC1-alpha) 
(Wang et al. 2005) and PERC, PPAR-γ and A-FABP (Kubo et al. 2009). BPA may also be capable of 
promoting adipogenesis through activation of the GCR-alpha (Prasanth et al. 2010; Sargis et al. 
2010). The activated GCR-alpha increases lipid accumulation (Sargis et al. 2010), possibly, via 
C/EBPα-dependent stimulation of leptin expression (De Vos et al. 1998). 
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In addition, BPA may stimulate fat cell differentiation via inhibition of androgen receptor 
(Tamura et al. 2006). BPA is likely to eliminate nuclear translocation of the androgen receptor 
complex with Beta-catenin and TCF7L2 (TCF4). It elevates TCF7L2 (TCF4)-dependent inhibition of 
translation of C/EBPα and PPARγ (Singh et al. 2006). LPL and GPD1 expression may be 
stimulated via this pathway (Dieudonne et al. 2000; Masuno et al. 2002; Ramirez et al. 1997). 
Lipogenic proteins (LPL, GPD1, SCD, FASN, leptin, SREBP1 precursor and A-FABP) stimulate fatty 
acid metabolic pathways, thus contributing to the establishment of the mature fat-cell 
phenotype (Rosen and MacDougald 2006). BPA-dependent fat cell differentiation may be 
realized at least partially via stimulation of glucose metabolism. BPA affects glucose transport in 
adipocytes by increasing GLUT4 protein level (Sakurai et al. 2004). 
 
Figure 4. Putative pathways for stimulation of fat cell differentiation by BPA 

 
Draft text and schematic prepared by GeneGo. See background document “MCLegend.pdf” for figure legend 
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1.3.1 Role of estrogen receptors and other biochemical or molecular interactions 

In some cases, the effects of BPA seem to be mediated through the classic ERα pathway 
although with an apparent potency that is greater than predicted based on BPA’s relative 
binding affinity for ERα (~1000 less potent that estradiol) and ERβ. One example comes from a 
study by Alonso-Magdalena et al. (2008) where the insulin content of pancreatic islet cells 
increased with treatment of 1 or 10 nM BPA and 0.1, 1, or 10 nM estradiol (panels A and B, 
Figure 5; the non-monotonic nature of the dose-response is discussed below). A similar 
response was seen for the ERα-agonist propylpyrazole triol (PPT) but not the ERβ agonist 
diarylpropionitrile (DPN) (panels C and D, Figure 5).The authors conducted a number of other 
experiments to determine the role of ERs in mediating the effects and reported that the effect 
of 1 nME2 or BPA on increasing insulin content from islet cells could be completely blocked by 
co-incubation with 1 or 10 µM of ICI182,780. Also the effect of BPA and E2 was not observed in 
islet cells collected from ERKOα mice but was still present in islets collected from ERKOβ 
animals.  

Figure 5. Effect of BPA and E2 on insulin content in cultured islet cells  

 
From Alonso-Magdalena et al. (2008) an open access article. 

 

In other cases, BPA seems to be causing effects that are unrelated to classic ER. Figure 6 
presents data presented in Sakurai et al. (2004) showing that 100 µM BPA can increase glucose 
uptake and Glut4 expression in 3T3-F442A adipocytes. These effects were not altered when the 
adipocytes were co-treated with 1µM ICI182,780 (1µM). However, it is unclear how 
physiologically relevant this response is given the high concentration of BPA used (100 µM) 
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Figure 6. ICI182,780 (1µM) did not inhibit effects of 100µM BPA on glucose uptake or Glut4 
expression in 3T3-F442A adipocytes 

 
From Sakurai et al. (2004) 
 

In addition to nuclear hormone receptor activity, BPA also impacts cellular physiology through 
rapid signaling mechanisms to modify the activities of various intracellular signaling networks 
[reviewed in Wetherill et al. (2007)]. The rapid signaling effects of BPA are independent of 
nuclear hormone receptor activity and occur within minutes or seconds of exposure, initiated 
by membrane associated or intracellular receptor systems. Concentration response analysis in 
different experimental models has found that BPA is able to stimulate rapid signaling effects at 

concentrations in the pM to nM range. Maximal rapid signaling effects for BPA and 17-
estradiol are often observed at similar concentrations. The rapid signaling actions characterized 
by increased effects at lower concentrations, with decreased or loss of efficacy at higher 
concentrations that results in non-sigmodial  (inverted-U shaped) concentration response 
curves  (reviewed in Wetherill et al. (2007)). It is considered likely that rapid estrogen-like 
signaling effects and “classical” nuclear hormone activity interact to coordinately impact 
physiological responses to estrogens. This type of rapid signaling effect was observed for the 
finding described above where 1nM BPA suppressed low glucose-induced intracellular calcium 
oscillations on cultured α-cells (Alonso-Magdalena et al. 2005). This action is characterized by 
rapid onset and involves a pertussis toxin sensitive G-protein, nitric oxide synthase, 
guanylatecyclase and cGMP-dependent protein kinase (PKG). A similar effect occurred following 
treatment with 1 nM DES. The effect of BPA and DES on Ca2+ oscillations was not blocked by 
ICI182,780 and could be reproduced by treatment with impermeable E2 conjugated with 
horseradish peroxidase, leading the authors’ to conclude that the effect was mediated through 
a non-classical membrane ER. In beta cells ICI independent effect was demonstrated on CREB 
phosphorylation and in vivo in plasma insulin in Quesada et al. (2002) and Alonso-Magdalena et 
al. (2006). 

As discussed more fully in Appendix C (a separate document), an increasing number of in vivo 
and in vitro studies conducted over the past several years have reported health effects or 
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implicated the involvement of cellular/physiological systems that extend beyond BPA’s 
historical reputation as an environmental estrogen. It is not currently known the extent to 
which these non-nuclear estrogen receptor interactions account for some of the complexities 
encountered in the in vivo studies of BPA. However, they can complicate easy interpretation of 
findings when a response to BPA is compared to the response seen for the positive control 
estrogens, usually 17β-estradiol (E2), estradiol benzoate (EB), diethylstilbestrol (DES), or ethinyl 
estradiol (E2). This is especially true in “low dose” studies where BPA does not cause an effect 
predicted based on the positive control estrogen or elicits a response with a greater potency 
than predicted based on relative binding affinities or transcriptional activation of ERα or ERβ. 

BPA has been reported to act as an anti-androgen with IC50 values ranging from ~0.8 to 19.6 μM 
based on studies that assess the ability of BPA to reduce the binding of 5α-dihydrotestosterone 
(DHT) to the androgen receptor. The results vary depending on the model system and a study in 
HepG2 cells did not demonstrate any anti-androgenic activity [reviewed in Wetherill et al. 
(2007)]. The NTP recently conducted a reporter gene assay using a transient transfection of 
human full-length ERα or AR with a 3xERE-Luc or MMTV-Luc reporter, respectively into CV-1 
cells. BPA was an androgen receptor antagonist with an IC50 of 2.34 μM, a concentration that 
was about 10-fold higher than the EC50 for ERα agonistic activity of 0.272 μ M. In this study, the 
antagonistic effect of BPA for the androgen receptoroccurred at a concentration that was about 
140-times higher compared to hydroxyflutamide (IC50 of 0.0171 μM) and 7-times higher 
compared to the anti-androgen Casodex (IC50 of 0.327 μM) while the agonist effect on ERα 
occurred at a concentration that was ~2,000-times higher compared to estradiol (EC50 of 
0.000126 μM) (personal communication with Dr. Tina Teng, September 9, 2010). These 
concentrations are lower than the activity of BPA for these receptors reported in Tox21 assays 
that use partial androgen and ERα receptors, where active concentrations, or AC50 values, were 
reported of 17.9 to 73 μM for androgen receptor4 and 0.64 to 1.723 μM for ERα.5Once bound 
to androgen receptor, the receptor-BPA complex may alter the ability of endogenous 
androgens to regulate androgen-dependent transcription [reviewed in Wetherill et al. (2007)]. 

There are also reports that BPA can interact with non-classic estrogen receptor systems at 
similar or lower concentrations than interactions with ERα and ERβ. BPA has a high binding 
affinity to estrogen-related receptor-γ (ERRγ), an orphan receptor that shares a sequence 

homology with ER and ER but is not activated by estradiol (Coward et al. 2001; Greschik et 
al. 2004; Okada et al. 2008; Takayanagi et al. 2006). Takayanagi et al. (2006) reported that the 
IC50 of BPA for ERRγ (13.1 nM) was ~80 to 100-times lower than the IC50 values of BPA for ERα 
(IC50 = 1040 nM) or ERβ (IC50 = 1320 nM).6 Also, BPA had a stronger binding affinity for ERRγ 

                                                      
4
 Based on these ToxCast™ assays: NCGC_AR_Antagonist and NVS_NR_hAR 

5
Based on these ToxCast™ assays: ATG_ERE_CIS; NVS_NR_hER;ATG_ERa_Trans; and NCGE_ERalpha_Agonist. The 

NCGC also includes an assay for ERα antagonism, NCGC_ERalpha_Antagonist, and BPA had a AC50 value of 17μM in 
that assay.  
6
 An Attagene reporter gene assay for ERRγ in HepG2 cells is included in ToxCast and BPA was not considered 

active in this assay. However, the Attagene assay appears to have relatively low sensitivity, potentially due to low 
cellular expression (personal communication with Dr. Keith Houck, EPA, September 15, 2010). 
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compared to DES (IC50 = 13.1 nM versus 54.3 nM) but in contrast to DES or 4-hydroxy tamoxifen 
did not impact ERRγ’s high basal transcriptional activity in report assays (Greschik et al. 2004; 
Takayanagi et al. 2006). ERRs can bind to both functional estrogen response elements (EREs) 
and ERR-response elements (ERREs), providing a mechanism through which ERRγ and ERα 
systems may cross-talk to mediate BPA’s activities. In this model, a BPA-ERRγ complex may bind 
DNA together with E2-ERα via an ERE to create heterodimers that could interfere or cooperate 
to regulate overall estrogenic response in a particular cell type (Takayanagi et al. 2006). ERRγ 
can be found in the heart, brain, placenta, pancreas, kidney, prostate, brown adipose, breast 
and visceral adipose tissue, and muscle (Hugo et al. 2008; Kubo et al. 2009; Takayanagi et al. 
2006; Takeda et al. 2009) and is implicated in regulating mitochondrial  functions such as 
mitochondrial biogenesis, oxidative phosphorylation, adipocyte differentiation, and β-oxidation 
of fatty acids (Kubo et al. 2009) and behavior in zebrafish (Kubo et al. 2009; Schletz Saili 2010) 
reported that ERRγ has a promoting role in regulating adipocyte differentiation. Gene 
knockdown by ERRγ-specific siRNA resulted in a decreased of mRNA levels for adipogenic 
marker genes including fatty acid binding protein 4, PPARγ, and PGC-1β in a preadipocyte cell 
line 3T3-L1 preadipocytes and mesenchymal ST2 and C3H10T1/2 cells in the adipogenesis 
medium. In contrast, stable expression of ERRγ in 3T3-L1 cells resulted in lipid accumulation 
during 3T3-L1 differentiation and up-regulation of the adipogenic marker genes under 
adipogenic condition. 

BPA was reported to bind to G-protein-coupled receptor referred to as GPER (formerly GPR30) 
with an IC50 of 0.630 μM, a binding affinity that was 2-3% of the IC50 value for estradiol (0.0178 
μM) (Thomas and Dong 2006). DES did not bind to this receptor at concentrations up to 10μM 
and ERα antagonist ICI182,780 and tamoxifen acted as agonist for GPER. While there is debate 
on whether GPER should be considered an estrogen receptor, it appears to contribute to some 
of the early actions of estrogen including rapid non-genomic signaling events that take place on 
the membrane (Olde and Leeb-Lundberg 2009). Understanding the physiological role of GPER is 
an area of active research and early studies suggest it may play a role in pancreatic islet cell 
function and glycemic control, bone growth, and immune and cardiovascular function 
(Balhuizen et al. 2010; Liu et al. 2009; Maggiolini and Picard 2010; Martensson et al. 2009; 
Mizukami 2010; Nadal et al. 2009; Olde and Leeb-Lundberg 2009; Prossnitz and Barton 2009). 

BPA has recently been described as an agonist for the glucocorticoid receptor (Prasanth et al. 
2010; Sargis et al. 2010). Sargis et al. (2010) reported that 1μM of BPA (the only concentration 
tested) could increase luciferase expression in 3T3-L1 preadipocytes that were transfected with 
a glucocorticoid response element. Prasanth et al. (2010) used in silico molecular modeling and 
docking techniques to evaluate BPA’s ability to bind to GR. BPA could be docked to the receptor 
and the nature of the interaction was described as similar to dexamethasone and cortisol and 
very different from the known GR antagonist RU-486. In ToxCast™, the AC50 value for BPA 
binding to the glucocorticoid receptor (gene symbol NR3C1) was 10.5 μM. 
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1.3.2 Non-monotonic dose responses. 

The in vitro literature on BPA contains some examples of non-monotonic dose response (Figure 
7). Panel A shows the finding discussed above where BPA increased the insulin content of 
cultured mouse islet cells at 1 or 10 nM, but had not effect at lower or higher concentrations 
(Alonso-Magdalena et al. 2008). Panel B shows data from Hugo et al., 2008 (2008) on 
adiponectin secretion from adipose specimens collected from people undergoing surgery for 
breast reduction (breast adipose), abdominoplasty (subcutaneous abdominal adipose), or 
gastric bypass surgery (visceral adipose). Adiponectin is an adipocyte-specific hormone that 
increases insulin sensitivity and reduces tissue inflammation. Incubation with 0.1 to 1 nM BPA 
suppressed adiponectin release from breast and abdominal subcutaneous adipose explants, but 
the effect was either less pronounced or not observed at higher concentrations (Hugo et al. 
2008). Similar non-monotonic dose response curves have been reported in other BPA studies, 
mostly in vitro, focusing on a range of endpoints, including neurological or reproductive system 
related [reviewed in (vom Saal et al. 2007)]. Collectively, when considered across the entire 
body of BPA literature, it is becoming more accepted that the non-monotonic dose response 
curves are “real” findings. Nevertheless, they remain difficult to interpret as they are generally 
reported in in vitro studies.7 It is also not clear to what extent the findings are generalizable for 
a given cell or tissue type. For example, Adachi et al., 2005 did not observe a non-monotonic 
dose-response for insulin secretion in rat pancreatic islets treated with BPA concentrations of 
0.1 – 100 µg/L (0.438 –438 nM) for 24 hours. In this study, insulin secretion in the presence of 
16 mM glucose was significantly increased only at the 2 highest concentrations of 10 and 100 
µg/L (43.8 –438 nM), BPA concentrations that are higher than those reported to cause non-
monotonic increases in the insulin content of mouse islet cells (1 and 10 nM with 8mM glucose, 
Alonso-Magdalena et al., 2008)8 or suppression of adiponectin in explants of human adipose 
tissue (0.1 –10 nM, Hugo et al., 2008) (Figure 7). 

  

                                                      
7
 In 2008 the NTP conducted an evaluation of the potential reproductive and developmental effects of BPA that 

included consideration of a large body of laboratory animal studies. This literature did not lend itself to reaching 
conclusions on the frequency of non-monotonic dose response curves from in vivo studies because most of the 
studies reporting effects only tested 1 or 2 dose levels and those that tested more dose levels often did not report 
an effect. 
8
 The finding by Alonso-Magdalena et al. (2008) was reported in the presence of 8 mM glucose which may explain 

the differences in dose response. 8 mM is a glucose level considered relevant to ad libitum fed mice and 16 mM is 
considered to be relatively high, more similar to glucose load after eating a large meal or in diabetics.  
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Figure 7. Examples of non-monotonic dose-response relationships 

 
  

A. Insulin content of cultured islets treated with BPA or E2 for 
48 hours (n = 4-7 mice). Modified from Figures 1 and 3 of 
Alonso-Magdalena et al., 2008 (Alonso-Magdalena et al. 
2008) an open access article. 

B.  Suppression of adiponectin release from breast (A) and 
abdominal subcutaneous adipose explants (B) by E2 and low 
concentrations of BPA Modified from Figures 1 and 2 in Hugo 
et al., 2008 (Hugo et al. 2008) an open access article.  
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1.4 Appendix Tables 

Appendix Table A. Body weight in studies reporting developmental effects at “low” doses 

Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

Gestation only treatment 

Alonso-
Magdalena et al. 
(2010)* 

OF-1 mice 
(n=8-11 litters/group) 

Subcutaneous 
injection 

Dams: GD9–16 Chow without 
alfalfa or soybean 
meal (Harlan 
Laboratories) 

10 male [male and female pups 
were tabulated 
together until weaning] 
↑  PND 1 (1.03-fold) 
↑ PND 22 (1.07-fold) 

↔ 

female ↓ at 11-25 weeks of age 
(~97% of control) 
 

100 male [male and female pups 
were tabulated 
together until weaning] 
↓ PND1 (95% of 
control ) 

↔ 

female ↓ at 11-25 weeks of age 
(~97% of control) 

 

Betancourt et 
al.(2010)* 
(positive control, 
DES) 
 

Sprague-Dawley rats 
(n=29-33 litters/group) 

Oral gavage Dams: GD10-21 Phytoestrogen-free 
AIN-93G 

25 female ↔ ↔ 

250 female ↔ ↔ 

Durando et al. 
(2007)* 
 

Wistar Rats 
(n=11-14 dams/group) 

Osmotic pump 
(0.25 µL/hour) 

Dams: GD7–22
a 

 
Standard 
laboratory chow 
(Cooperación) 

~0.25 female ↔ ↔ 

Honma et al. 
(2002)*  
(positive control, 
DES) 
 

ICR/Jc1 mice 
(n=10 mated 
females/group) 

Subcutaneous 
injection 

Dams: GD11-17 Commercial diet 
(CE-2, CLEA) 

2 male ↔ ↔ 

female ↓ PND23
a
 (~90% of 

control value) 
↔ 

20 male ↓ PND1
 a

 (~95% of 
control value) 

↓ PND61
a
 (~94% of 

control value) 

female ↓ PND23
a
 (~93% of 

control value) 
↓ PND61

a
 (~96% of 

control value) 

Howdeshell et al. 
(1999)* 

CF-1 mice 
(n=21 dams/group) 

Oral, micropipette Dams: GD11-17 
 

[not reported] 2.4 male
b
 ↑ PND22 (~1.1-fold) NA 

female ↑ PND22 (~1.1-fold) NA 

Kubo et al. (2003) Wistar rats Oral, drinking Dams: "During [not reported] ~30 male ↔ ↔ 
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Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

positive control, 
DES and 
resveratrol) 

(n=6 mated 
females/group) 

water the fetal and 
suckling 
periods" 

female ↔ ↔ 

~300 male ↔ ↔ 

female ↔ ↑ at vaginal opening 
during week 6 (1.1-fold) 

Laviola et 
al.(2005)** 

CD-1 mice 
(n=10-12 mated 
females/group) 

Oral  Dams: GD11-18 [not reported] 10 male ↔ ↔ 

female ↔ ↔ 

Nagel et al. 
(1997)* 

CF-1 mice 
(n=7 adult males/group) 

Oral, micropipette Dams: GD11-17 Purina Laboratory 
Chow #5001 

2 male NA ↓ at ~6months of age 
(~91% of control value) 

20 male NA ↔ 

Nakagami et al. 
(2009) 
 

Cynomolgus monkeys 
(n=18-19 pregnant 
females/group  

Subcutaneous 
osmotic pumps 

Dams: GD20-
160 

"food pellets" 
(Harlan) 

10 male ↔ NA 

female ↔ NA 

Nikaido et al. 
(2004)* 
(positive control, 
DES) 

Crj:CD-1 (ICR) mice 
[group size not 
reported] 

Subcutaneous 
injection 

Dams: GD15-18 Low phytoestrogen 
(NIH-07 PND) 

500 female ↔ ↑ at 16 weeks (~1.5 fold) 
(n=6) 

10,000 female ↔ ↑ at 16 weeks (~1.2 fold) 
(n=6) 

Palanza et 
al.(2002)* 

CD-1 mice 
(F1: n=15/sex/group) 

Oral – trained to 
drink from a 
micropipette 

F0: GD14-18 
and/or 
F1: GD14-18 

Purina 5008 (soy-
based) breeder 
chow OR Purina 
5001 (soy-based) 
Chow 

10 
(prenatal 
exposure 
only) 

male ↔ NA 

female ↔ NA 

10 (adult 
exposure 
only) 

male ↔ NA 

female ↔ NA 

10 
(prenatal 
and adult 
exposure) 

male ↔ NA 

female ↔ NA 

Takai et al. (2001) B6C3F1 mice 
EMBRYOS 
(n=29-34 
embryos/group) 

Cultured embryos From the 2-cell 
stage to the 
blastocyst stage 
(48 hours) 

[not reported] 0.001 (1 
ng/mL) 

male and female ↑ PND 21 (1.4-fold) NA 

100 
µg/mL 

male and female ↑ PND 21 (1.3-fold) NA 

Talsness et 
al.(2000)*   
(positive control, 

Sprague-Dawley Rat 
(n=20 or 18 
dams/group) 

Oral gavage Dams: GD6-21 [not reported] 100 male ↔ NA 

female ↔ ↓ at ~4 months of age 
(~85% of control value) 
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Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

EE) 
 

50,000 male ↔ NA 

female ↔ ↔ 

Gestation and lactation treatment 

Akingbemi et al. 
(2004)** 

Long Evans rat 
(7 dams/group) 

Oral gavage (dam) Dams: GD12–
PND21 

Purina rodent chow 2.4 male ↔ ↑ PND90 (~1.1-fold) 

Long Evans rat   
(20-24 pups/group) 

Oral gavage Pups: PND21–
PND90 

Purina rodent chow 2.4 male NA ↔ 

Gioiosa et 
al.(2007)* 

 

CD-1 mice 
(n=14/sex/group) 

Oral – trained to 
drink from a 
syringe 

Dams: GD11-
PND8 

Standard mouse 
chow (4RF21) 

10 male NA NA 

female NA NA 

Kobayashi et 
al.(2010)* 

 

C57BL/6J Mice 
(n=20/generation/ 
group) 

Oral, diet  
(0.33, 3.3, or 33 
ppm) 

Dams: GD6 for 
the F0 
generation 
through 
termination of 
the F2 
generation 

Standard 
laboratory chow 
(CE-2) 

~50 male  ↔ ↔ 

female ↔ ↔ 

~500 male ↔ ↔ 

female ↔ ↔ 

~5,000 male ↔ ↔ 

female ↔ ↔ 

Martini et 
al.(2010)* 

 

CD-1 mice 
(n=6 pups/group) 

Oral – trained to 
drink from a 
syringe 

Dams: GD11-
PND8 

Standard mouse 
chow (4RF21) 

10 male  "A tendency to a 
significant effect of 
exposure was found for 
litters' body weight at 
birth. However, no 
differences were found 
for growth rates and 
body weight at 
weaning" [data not 
shown] 

↔ 

female ↔ 

20 male ↔ 

female ↔ 

40 male ↔ 

female ↔ 

Midoro-Horiuti et 
al.(2010)* 

BALB/c mice 
(n=12-16 pups from 6-7 
litters/group) 

Oral, drinking 
water 
(10 µg/mL)  

Dams: "one 
week before 
mating through 
pregnancy and 
lactation" 

Casein-based diet 
(Research Diet) 

~2,000 male ↔ NA 

 female ↔ NA 
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Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

Miyawaki et al. 
(2007)* 

ICR mice 
(3 dams/group) 

Oral, drinking 
water 
(1 mg/L or 10 
mg/L) 

Dams: GD10–
PND31 

30% fat diet ~260 male NA ↔ 

female NA ↑ PND31 (~1.1-fold) 

~2,720 male NA ↑ PND31 (~1.2-fold) 

female NA ↑ PND31 (~1.1-fold) 

Murray et 
al.(2007)* 

Wistar-Furth rats 
[group size not 
reported] 

Osmotic pump Dams: GD8
a
-

PND1 
Harlan Teklad 2018 2.5 male ↔ ↔ 

female ↔ ↔ 

25 male ↔ ↔ 

female ↔ ↔ 

250 male ↔ ↔ 

female ↔ ↔ 

1,000 male ↔ ↔ 

female ↔ ↔ 

Negishi et 
al.(2003)* 

F344 rats 
(n=8-9 pregnant 
females/group) 

Oral Dams: GD10 – 
PND20 

[not reported] 4,000 male ↔ ↔ 

female ↓ PND7 (96% of 
control) and PND28 
(97% of control) 

↔ 

40,000 male ↓ PND7 and PND28 
(96% of control) 

↔ 

female ↓ PND7 (95% of 
control) and PND28 
(96% of control) 

↔ 

400,000 male ↓ PND7 (91% of 
control), PND 21 (90% 
of control), and PND 28 
(93% of control) 

↓ PND56 (94% of control) 

female ↓ PND7 (93% of 
control), PND 21 (92% 
of control), and PND 28 
(96% of control) 

↔ 

Negishi et al. 
(2004)* 

F344/N rats 
(n=10-11 mated 
females/group) 

Oral gavage Dams: GD3–
PND21 

[not reported] 100 male ↔ ↔ 
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Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

Okada et al. 
(2008)* 
(positive control, 
E2) 
 

ICR mice 
(n=5-7 litters/group) 

Type B Tubes 
implanted 
subcutaneously 
(1.2 or 60 µg/day) 

Dams: 3 days 
before being 
paired for 
mating through 
weaning 

LABO MT STOCK 100 male ↑ at weaning (~1.1-
fold)  

NA 

5,000 male ↔ NA 

Poimenova et 
al.(2010)* 

Wistar rats 
(n=5 mated 
females/group) 

Oral – each daily 
dose was pipetted 
onto one corn flake   

Dams: "During 
the entire 
period of 
pregnancy and 
lactation" 

Normal chow 40 male NA NA 

 female NA NA 

Rubin et al. 
(2001)* 

Sprague-Dawley rat 
(6 mated 
females/group) 

Oral, drinking 
water 
(1 mg/L or 10 
mg/L) 

Dams: GD6–
PND21 
 

Purina rodent chow ~100 male ↑PND4-11 (~1.2-fold) ↔ 

female ↑PND4-11 (~1.2-fold) ↑PND22-110 (~1.1-fold) 

~1200 male ↑PND4-11 (~1.1-fold) ↔ 

female ↑PND4-11 (~1.1-fold) ↔ 

Ryan et al. 
(2006)*  
(positive control, 
EE) 

C57/B1-6 mice 
[group size not 
reported] 

Oral gavage Dams: GD2
a
 –

PND21 
Purina Rodent 
Chow #5001 

2 female ↔ NA 

200 female ↔ NA 

Ryan et al. 
(2010)** 
(positive control, 
DES) 

CD-1 mice (n=~30 
litters/group) 

Diet 
(1ppb) 

Dams: GD0–
PND21 

AIN93G until 
weaning; low 
butter-fat diet after 
weaning 

~0.25 
 

male ↑ at weaning (~1.1-
fold) 

↔ 

female ↑ at weaning (~1.1-
fold) 

↔ 

Salian et al. 
(2009) 
(positive control, 
DES) 

Holtzman rats 
(n=8 pregnant F0 
females/group; 24 male 
pups/generation/group) 

Oral gavage Dams: GD12-
PND21 (only F0 
females were 
dosed) 

Soy-free, in-house 
prepared rat pellets 

1.2 F1 male NA ↑ (~1.1-fold) 

F2 male NA ↑ (~1.3-fold) 

F3 male NA ↑ (~1.2-fold) 

2.4 F1 male NA ↔ 

F2 male NA ↑  (~1.3-fold) 

F3 male NA ↑ (~1.2-fold) 

Signorile et 
al.(2010)** 

Balb-C mice 
(6 dams/group) 

Subcutaneous 
injection 

Dams: GD1-
PND7 

Mouse chow 100 female NA NA 

1,000 female NA NA 

Somm et al. 
(2009) 

Sprague-Dawley rat 
(n=6 litters/group) 

Oral, drinking 
water 

Dams: GD6–
PND21 

Gestation: Standard 
diet, low in 

~70  male, standard 
diet 

↑ PND1 (~1.3-fold) ↔ 
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Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

(1 mg/L) phytoestrogens 
After weaning: ½ 
switched to a high-
fat diet. 

female, 
standard diet 

↑ PND1 (~1.1-fold) 
↑ PND21 (~1.1-fold) 

↑Weeks 4-6, 8, 9, 13 
(~1.1-fold) 

male, high fat 
diet 

NA ↑ Weeks 9-14 (~1.1-fold) 

female, high fat 
diet 

NA ↑ Weeks 4, 5, 8-11 (~1.1-
fold) 

Tian et al.(2010)* ICR mice 
(n=6 litters/group) 

Oral [exact route 
not stated] 

Dams: GD7-
PND21 
Pups: PND22-36 

[not reported] 100 male ↔ ↔ 

female ↔ ↔ 

500 male ↔ ↔ 

female ↔ ↔ 

Xu et al.(2010)* ICR mice 
(n=10 dams/group) 

Oral, gavage Dams: GD7-
PND21 

Soy-free diet 50 male ↓ (~91% of control) ↓ (~93% of control) 

female NA NA 

500 male ↔ ↓ (~93% of control) 

female NA NA 

5,000 male ↔ ↔ 

female NA NA 

50,000 male ↑ (~1.2-fold) ↔ 

female NA NA 

Zhou et al. (2009) Sprague-Dawley rats 
(n=6 litters total) 

Subcutaneous 
injection 

Dams: GD8-
PND21 

[not reported] 20 male NA NA 

Lactation only treatment 

Bosquiazzo et 
al.(2010)** 

Wistar rats 
(n=8 pups/group) 

Subcutaneous 
injection 

Pups: PND 2, 4, 
6, 8 

Laboratory Chow 
(Nutrición Animal) 

50 female ↔ ↔ 

20,000 female ↔ ↔ 

Ceccarelli et 
al.(2007)* 
(positive control, 
EE) 

Sprague-Dawley rats 
(84 male pups and 84 
female pups divided into 
3 dose groups) 

Oral, micropipette Pups: PND23-30 [not reported] 40 male NA NA 

female NA NA 

Della Seta et 
al.(2006)* 
(positive control, 
EE) 

Sprague-Dawley rats 
[group size not 
reported] 

Oral, micropipette Pups: PND23-30 [not reported] 40 male NA ↔ 
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Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

Fernandez et al. 
(2009)** 

Sprague-Dawley rats 
(n=11-15 pups/group) 

Subcutaneous 
injection (50 or 500 
µg/µL) [dose 
volume not stated]  

Dams: PND1-10 Commercial 
laboratory chow 

2,500 – 
6,200 

female NA ↔ 

25,000-
62,500 

female NA ↔ 

Ho et al.(2006)** 
(positive control, 
EB) 

Sprague-Dawley rats 
(n=20-30 pups/group) 

Subcutaneous 
injection 

Pups: PND1
a
, 

3
a
, 5

a
 

Soy-free 
phytoestrogen 
reduced diet 
(Ziegler Reduced 
Rodent Diet 2) 

10 male NA NA 

Jenkins et al. 
(2009)** 

Sprague-Dawley rats 
[groups size not 
reported] 

Oral gavage Dams: PND2-20  
(only dosed 
Monday-Friday; 
15 doses) 

Phytoestrogen-free 
AIN-93G 

25 female NA ↔ 

250 female NA ↔ 

Monje et al. 
(2009)** 
 

Wistar rats 
(10 pups/group) 

Subcutaneous Pups: PND2
a
-8

a
 Laboratory chow 50 female ↔ NA 

20,000 female ↔ NA 

Newbold et al. 
(2007)** 

CD-1 (ICR)BR mice 
(24 pups/group) 

Subcutaneous 
injection 

Pups: PND1–5 NIH 31 mouse 
chow 

10 female NA ↔ at 18 months 

100 female NA ↔ at 18 months 

1,000 female NA ↔ at 18 months 

Patisaul& 
Bateman (2008) 
(positive controls, 
EB, DPN, and PPT) 

Long Evans rat 
(n=6-8pups/group) 

Subcutaneous 
injection 

Pups: PND1
a
–4

a
 Phytoestrogen free 

diets: (AIN-93G 
from conception 
through weaning; 
Purina 5K96 after 
weaning) 

50 male NA ↑ PND69
a
 (~1.1-fold) 

↑ = Statistically significant increase 
↓ = Statistically significant decrease 
↔ = no statistically significant difference 
NA= not applicable, not assessed, or not reported 
a
 Adjusted to GD0 as the day mating was detected, or PND1 as the day of parturition.  

b
Howdeshell et al. (1999) The effect on body weight was greatest in pups adjacent in utero to 2 females (1.22-fold) compared to 1 female (1.09-fold) or no females (no effect). 

* No apparent control for litter effects 
** Strategy to control for litter effects:  

 Akingbemi et al.(2004) = male pups were pooled within their treatment group, randomly assigned to a dam and then cross-fostered 

 Bosquiazzo et al.(2010) = female pups were pooled within their treatment group and then cross-fostered so that siblings were not in the same litter 
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Appendix Table A. Body weight in studies reporting developmental effects at “low” dose of BPA (≤ 5,000 μg/kg bw/day) 
Reference Animal Model Route of 

Administration 
Treatment 

period 
Diet Dose 

(μg/kg 
bw/d) 

Sex up to weaning adult 

 Fernandez (2009) = Siblings were assigned to different dose groups (but remained with their dam) 

 Ho et al.(2006) = pups within each litter were randomly assigned to treatment groups 

 Jenkins (2009) = One offspring from each litter was used in each experiment 

 Laviola et al.(2005) = litter was the 'block variable' for the split-plot analysis  

 Monje (2009) = Pups were cross-fostered so that siblings were not in the same litter 

 Newbold et al.(2007) = female pups were pooled within their treatment group, randomly assigned to a dam and then cross-fostered  

 Ryan et al.(2010) = excluded litters with less than 8 pups or more than 15 pups; only 1 male and 1 female from each litter included in the study;  included litter size as a covariate in the 
statistical analysis 

 Signorile et al.(2010) = all pups were pooled within their treatment group and then cross-fostered so that siblings were not in the same litter 
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Appendix Table B. Summary of BPA  in vitro studies  

Appendix Table C. Summary of BPA  in vitro studies  
Reference Effect Model Endpoint LOEC (µM) Doses (µM) *p≤0.05) 

(Adachi et al. 2005) insulin secretion primary rat pancreatic 
islet cells 

↑ glucose-induced insulin secretion from isolated rat pancreatic islet cells 
incubated with BPA for 24-hours. Effect of 24-hour incubation was 
eliminated by co-treatment with Act-D (an inhibitor of RNA synthesis) and 
ICI182,780 (ER antagonist); no effect with the 1 hour (acute) incubation 
time. 

0.04 
 
 
 

0, 0.0004, 0.004, 
0.04*and 0.44* 

 

(Alonso-Magdalena 
et al. 2005) 

Ca
2+

 signaling primary mouse 
pancreatic α cells 

↓ glucose-induced intracellular Ca
2+

 oscillations in pancreatic α-cells 
incubated with 1 nM BPA or 1 nM DES.  
The effect of BPA and DES on Ca

2+
 oscillations was not blocked by 

ICI182,780 and could be reproduced by treatment with impermeable E2 
conjugated with horseradish peroxidase, leading the authors’ to conclude 
that the effect was mediated through a non-classical membrane ER 

0.001 0.001* 
 

(Alonso-Magdalena 
et al. 2008) 

insulin content primary mouse 
pancreatic islet cells 

↑ insulin content of islets exposed to 1 or 10 nM BPA for 48 hours [non-
monotonic dose-response]. A similar effect was observed in vivo. 
A main focus of the publication was to assess the role of ERs in regulating 
pancreatic insulin content and the authors conducted a number of  in vitro 

experiments with ICI182,780 and ERα and ER agonists (PPT or  and DPN) 

and islets collected from ERαKO/ERKO mice. Overall, the pattern of 
response observed led the authors to conclude that ERα is involved in 
mediating response and that this activation involves ERK1/2.  

0.001 0, 0.0001, 0.001*, 
0.01*, 0.1, and 1 

(Ben-Jonathan et al. 
2009) 

suppression of adiponectin 
release 

human adipose tissue 
extract 

↓ adiponectin release from 
 

0.0001 0, 0.0001*, 0.001*, 
0.01*, and 0.1* 

↑ IL-6 release and ↑ TNF-α release  at 10 nM BPA [Similar pattern of 
response was observed for E2 and ICI182.780.]  

0.01 0.01 

(Hugo et al. 2008) suppression of adiponectin 
release 

human adipose tissue 
explants 

↓ adiponectin release from breast adipose and abdominal subcutaneous 
adipose explants [non-monotonic dose response].  

0.0001 
 

0, 0.0001*, 0.001*, 
0.01, and 0.1 

(Kidani et al. 2010) adiponectin DNA and protein 
production 

3T3-L1 mouse fibroblast 
cell line 

↓ intracellular adiponectin 40 
 

20, 40*, 80* 

↓ adiponectin secretion into medium, ↓protein expression of Akt, p-Akt, 
and adiponectin 

80 80* 

(Lee et al. 2008) gene expression of adiponectin, 
leptin, and resistin 

mouse 3T3-L1 fibroblast 
cell line 

↓ adiponectin and ↑ leptin mRNA expression after 24 hours 
*no effect on resistin expression 

10 0.1, 10* 

(Masuno et al. 2002) adipocyte differentiation mouse 3T3-L1 fibroblast 
cell line 

↑LPL activity following 2-day incubation with BPA prior to 9-day treatment 
with insulin (5 µl/mL) alone 

8.76 
 

0, 8.76*, 4.38*, 87.6*  
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Appendix Table C. Summary of BPA  in vitro studies  
Reference Effect Model Endpoint LOEC (µM) Doses (µM) *p≤0.05) 

accelerated differentiation of 3T3-L1 fibroblast cells into adipocytes 
following 2-day incubation with BPA prior to 9-day treatment with insulin 
(5 µl/mL) alone, conclusion based on ↑TG content (150%), ↑LPL activity 
(60%), and ↑ GPDH activity (500%); Similar pattern was observed with a 2-
day incubation with BPA prior to 9-day co-treatment with BPA + insulin (5 
µl/mL): ↑TG content (370%), ↑LPL activity (200%), and ↑ GPDH activity 
(225%) 

87.6 87.6* 

(Masuno et al. 2005) adipocyte differentiation mouse 3T3-L1 fibroblast 
cell line 

accelerate differentiation of 3T3-L1 fibroblast cells into adipocytes, 
conclusion based on ↑ triacylglycerol content of cultures,  

20 
 

0, 4, 20*, 40*, 80* 
 

↑ percentage of oil red O-staining cells; ↑ levels of LPL and aP2 mRNAs. 80 80* 

*study also looked at the effects 8 BPA-related chemicals   

(Phrakonkham et al. 
2008) 

adipocyte differentiation mouse 3T3-L1 fibroblast 
cell line 

altered mRNA expression of differentiation genes (Pref-1, C/EBP, PPAR2, 

FAS) or ER  in 3T3-L1 cells induced to differentiate into adipocytes in the 
presence of 80 µM BPA on day 3 or 8 post-induction [effects generally 
appeared 8 days post-induction]; ↑ leptin mRNA on day 8 post-induction 
(1.9-fold). 
*no effect on DNA content, intracellular TG levels, proportion of Oil Red O 
stained cells,  concentration of leptin in culture media, or ERα mRNA 
expression 

80 80* 

(Sargis et al. 2010) adipocyte differentiation mouse 3T3-L1 fibroblast 
cell line 

↑ luciferase expression in 3T3-L1 pre-adipocytes transfected with a 
glucocorticoid response element (~3-fold compared to vehicle control); ↑ 
lipid accumulation of ~1.7-fold of amount in cells treated with a low 
concentration of “differentiation cocktail” (no effect in cells not treated 
with the cocktail); some suggestion of ↑ in adipocyte protein expression 
(based on immunoblotting) 
*no effect on luciferase expression in cells transfected with PPARγ 
response element and a second plasmid expressing PPARγ 

1 µM 1 µM* 

(Sakurai et al. 2004) glucose uptake mouse 3T3-F442A 
adipocyte cell line 

↑ basal glucose uptake (no insulin-stimulation) 
 

100 
 

0, 0.001, 0.01, 0.1, 1, 
100* 

↑ insulin-stimulated glucose uptake (100 nM insulin)  1 
 

0, 0.001, 0.01, 0.1, 1*, 
100* 

↑ GLUT4 protein uptake (effect not blocked by co-treatment with 10
-6

 M  
ICI182,780)  

1 0, 0.001, 0.01, 0.1, 1*, 
100* 
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Appendix Table C. Summary of BPA  in vitro studies  
Reference Effect Model Endpoint LOEC (µM) Doses (µM) *p≤0.05) 

(Wada et al. 2007) adipocyte lipid accumulation mouse 3T3-L1 
fibroblast cell line 

↑ accumulation of triacylglycerol (visualized by Oil Red O stain) in mature 
adipocytes differentiated from 3T3-L1 pre-adipocytes. Author’s note that 
BPA caused time- and dose-dependent increases in glycerol accumulation 
in HuH-7 cells, a human hepatocellular carcinoma cell line  (data not 
shown) and that BPA up-regulated expression of genes involved in lipid 
metabolism, adipocyte differentiation, and inflammation (data not shown) 

10 10* 

Wang et al. (2010) adipocyte differentiation mouse 3T3-L1 
fibroblast cell line 

↑ adipocyte differentiation 100 100 

PPAR activity Huh7-PPRE-Luc cells ↓ PPRE-luciferase activation  10 0.1, 1, 10*, 100* 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

32 
Bisphenol A 

 

1.5 References 

Adachi, T., Yasuda, K., Mori, C., Yoshinaga, M., Aoki, N., Tsujimoto, G., and Tsuda, K. (2005). 
Promoting insulin secretion in pancreatic islets by means of bisphenol A and 
nonylphenol via intracellular estrogen receptors. Food Chem Toxicol 43, 713-9. 

Akingbemi, B. T., Sottas, C. M., Koulova, A. I., Klinefelter, G. R., and Hardy, M. P. (2004). 
Inhibition of testicular steroidogenesis by the xenoestrogen bisphenol A is associated 
with reduced pituitary luteinizing hormone secretion and decreased steroidogenic 
enzyme gene expression in rat Leydig cells. Endocrinology 145, 592-603. 

Alonso-Magdalena, P., Laribi, O., Ropero, A. B., Fuentes, E., Ripoll, C., Soria, B., and Nadal, A. 
(2005). Low doses of bisphenol A and diethylstilbestrol impair Ca2+ signals in pancreatic 
alpha-cells through a nonclassical membrane estrogen receptor within intact islets of 
Langerhans. Environ Health Perspect 113, 969-77. 

Alonso-Magdalena, P., Morimoto, S., Ripoll, C., Fuentes, E., and Nadal, A. (2006). The estrogenic 
effect of bisphenol A disrupts pancreatic beta-cell function in vivo and induces insulin 
resistance. Environ Health Perspect 114, 106-12. 

Alonso-Magdalena, P., Ropero, A. B., Carrera, M. P., Cederroth, C. R., Baquie, M., Gauthier, B. 
R., Nef, S., Stefani, E., and Nadal, A. (2008). Pancreatic insulin content regulation by the 
estrogen receptor ER alpha. PLoS One 3, e2069. 

Alonso-Magdalena, P., Vieira, E., Soriano, S., Menes, L., Burks, D., Quesada, I., and Nadal, A. 
(2010). Bisphenol A exposure during pregnancy disrupts glucose homeostasis in mothers 
and adult male offspring. Environ Health Perspect 118, 1243-50. 

Balhuizen, A., Kumar, R., Amisten, S., Lundquist, I., and Salehi, A. (2010). Activation of G protein-
coupled receptor 30 modulates hormone secretion and counteracts cytokine-induced 
apoptosis in pancreatic islets of female mice. Mol Cell Endocrinol 320, 16-24. 

Ben-Jonathan, N., Hugo, E. R., and Brandebourg, T. D. (2009). Effects of bisphenol A on 
adipokine release from human adipose tissue: Implications for the metabolic syndrome. 
Mol Cell Endocrinol 304, 49-54. 

Betancourt, A. M., Mobley, J. A., Russo, J., and Lamartiniere, C. A. (2010). Proteomic analysis in 
mammary glands of rat offspring exposed in utero to bisphenol A. J Proteomics. 

Bosquiazzo, V. L., Varayoud, J., Munoz-de-Toro, M., Luque, E. H., and Ramos, J. G. (2010). 
Effects of neonatal exposure to bisphenol A on steroid regulation of vascular endothelial 
growth factor expression and endothelial cell proliferation in the adult rat uterus. Biol 
Reprod 82, 86-95. 

Ceccarelli, I., Della Seta, D., Fiorenzani, P., Farabollini, F., and Aloisi, A. M. (2007). Estrogenic 
chemicals at puberty change ERalpha in the hypothalamus of male and female rats. 
Neurotoxicol Teratol 29, 108-115. 

Coward, P., Lee, D., Hull, M. V., and Lehmann, J. M. (2001). 4-Hydroxytamoxifen binds to and 
deactivates the estrogen-related receptor gamma. Proc Natl Acad Sci U S A 98, 8880-4. 

De Vos, P., Lefebvre, A. M., Shrivo, I., Fruchart, J. C., and Auwerx, J. (1998). Glucocorticoids 
induce the expression of the leptin gene through a non-classical mechanism of 
transcriptional activation. Eur J Biochem 253, 619-26. 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

33 
Bisphenol A 

 

Della Seta, D., Minder, I., Belloni, V., Aloisi, A. M., Dessi-Fulgheri, F., and Farabollini, F. (2006). 
Pubertal exposure to estrogenic chemicals affects behavior in juvenile and adult male 
rats. Horm Behav 50, 301-7. 

Dieudonne, M. N., Leneveu, M. C., Giudicelli, Y., and Pecquery, R. (2004). Evidence for 
functional estrogen receptors alpha and beta in human adipose cells: regional 
specificities and regulation by estrogens. Am J Physiol Cell Physiol 286, C655-61. 

Dieudonne, M. N., Pecquery, R., Leneveu, M. C., and Giudicelli, Y. (2000). Opposite effects of 
androgens and estrogens on adipogenesis in rat preadipocytes: evidence for sex and 
site-related specificities and possible involvement of insulin-like growth factor 1 
receptor and peroxisome proliferator-activated receptor gamma2. Endocrinology 141, 
649-56. 

Durando, M., L., K., Piva, J., Sonnenschein, C., Soto, A. M., Luque, E., and Muñoz-de-Toro, M. 
(2007). Prenatal bisphenol A exposure induces preneoplastic lesions in the mammary 
gland in Wistar rats. Environ Health Perspect 115, 80-86. 

Farmer, S. R. (2006). Transcriptional control of adipocyte formation. Cell Metab 4, 263-73. 
FDA (2008). Draft assessment of bisphenol A for use in food contact applications, (August 14 

2008). U.S. Food and Drug Administration. 
http://www.fda.gov/ohrms/dockets/AC/08/briefing/2008-
0038b1_01_02_FDA%20BPA%20Draft%20Assessment.pdf. 

Fernandez, M., Bianchi, M., Lux-Lantos, V., and Libertun, C. (2009). Neonatal exposure to 
bisphenol a alters reproductive parameters and gonadotropin releasing hormone 
signaling in female rats. Environ Health Perspect 117, 757-62. 

Fox, K. E., Fankell, D. M., Erickson, P. F., Majka, S. M., Crossno, J. T., Jr., and Klemm, D. J. (2006). 
Depletion of cAMP-response element-binding protein/ATF1 inhibits adipogenic 
conversion of 3T3-L1 cells ectopically expressing CCAAT/enhancer-binding protein 
(C/EBP) alpha, C/EBP beta, or PPAR gamma 2. J Biol Chem 281, 40341-53. 

Garrigus, R. R., Martin, T. G., Stob, M., and Perks, D. R. (1969). Influence of creep feeding and 
post-weaning diethylstilbestrol implantation on post-weaning weight gain and carcass 
composition of beef bulls. J Anim Sci 29, 75-80. 

Gioiosa, L., Fissore, E., Ghirardelli, G., Parmigiani, S., and Palanza, P. (2007). Developmental 
exposure to low-dose estrogenic endocrine disruptors alters sex differences in 
exploration and emotional responses in mice. Horm Behav 52, 307-16. 

Greschik, H., Flaig, R., Renaud, J. P., and Moras, D. (2004). Structural basis for the deactivation 
of the estrogen-related receptor gamma by diethylstilbestrol or 4-hydroxytamoxifen and 
determinants of selectivity. J Biol Chem 279, 33639-46. 

Grun, F., and Blumberg, B. (2007). Perturbed nuclear receptor signaling by environmental 
obesogens as emerging factors in the obesity crisis. Rev Endocr Metab Disord 8, 161-71. 

Health Canada (2008). Draft Screening Assessment for Phenol, 4,4'-(1-methylethylidene)bis 
[Bisphenol A]. Chemical Abstracts Service Registry Number 80-05-7. Available at 
http://www.ec.gc.ca/substances/ese/eng/challenge/batch2/batch2_80-05-7_en.pdf 
(October 2008). 

http://www.fda.gov/ohrms/dockets/AC/08/briefing/2008-0038b1_01_02_FDA%20BPA%20Draft%20Assessment.pdf
http://www.fda.gov/ohrms/dockets/AC/08/briefing/2008-0038b1_01_02_FDA%20BPA%20Draft%20Assessment.pdf
http://www.ec.gc.ca/substances/ese/eng/challenge/batch2/batch2_80-05-7_en.pdf


Bisphenol A – References 
(version updated December 27, 2010) 

 

 

34 
Bisphenol A 

 

Heindel, J. J., and vom Saal, F. S. (2008). Meeting report: batch-to-batch variability in estrogenic 
activity in commercial animal diets--importance and approaches for laboratory animal 
research. Environ Health Perspect 116, 389-93. 

Ho, S. M., Tang, W. Y., Belmonte de Frausto, J., and Prins, G. S. (2006). Developmental exposure 
to estradiol and bisphenol A increases susceptibility to prostate carcinogenesis and 
epigenetically regulates phosphodiesterase type 4 variant 4. Cancer Res 66, 5624-32. 

Hong, L., Colpan, A., and Peptan, I. A. (2006). Modulations of 17-beta estradiol on osteogenic 
and adipogenic differentiations of human mesenchymal stem cells. Tissue Eng 12, 2747-
53. 

Honma, S., Suzuki, A., Buchanan, D. L., Katsu, Y., Watanabe, H., and Iguchi, T. (2002). Low dose 
effect of in utero exposure to bisphenol A and diethylstilbestrol on female mouse 
reproduction. Reproductive toxicology (Elmsford, N.Y 16, 117-22. 

Howard, S., and Howard, T. G. (2009). Association of bisphenol A with diabetes and other 
abnormalities. Jama 301, 720; author reply 721-2. 

Howdeshell, K. L., Hotchkiss, A. K., Thayer, K. A., Vandenbergh, J. G., and vom Saal, F. S. (1999). 
Exposure to bisphenol A advances puberty. Nature 401, 763-4. 

Hugo, E. R., Brandebourg, T. D., Woo, J. G., Loftus, J., Alexander, J. W., and Ben-Jonathan, N. 
(2008). Bisphenol A at environmentally relevant doses inhibits adiponectin release from 
human adipose tissue explants and adipocytes. Environ Health Perspect 116, 1642-7. 

Inoshita, H., Masuyama, H., and Hiramatsu, Y. (2003). The different effects of endocrine-
disrupting chemicals on estrogen receptor-mediated transcription through interaction 
with coactivator TRAP220 in uterine tissue. J Mol Endocrinol 31, 551-61. 

Jenkins, S., Raghuraman, N., Eltoum, I., Carpenter, M., Russo, J., and Lamartiniere, C. A. (2009). 
Oral exposure to bisphenol a increases dimethylbenzanthracene-induced mammary 
cancer in rats. Environ Health Perspect 117, 910-5. 

Jensen, M. N., and Ritskes-Hoitinga, M. (2007). How isoflavone levels in common rodent diets 
can interfere with the value of animal models and with experimental results. Lab Anim 
41, 1-18. 

Jhala, U. S., Canettieri, G., Screaton, R. A., Kulkarni, R. N., Krajewski, S., Reed, J., Walker, J., Lin, 
X., White, M., and Montminy, M. (2003). cAMP promotes pancreatic beta-cell survival 
via CREB-mediated induction of IRS2. Genes Dev 17, 1575-80. 

Jones, M. E., Thorburn, A. W., Britt, K. L., Hewitt, K. N., Misso, M. L., Wreford, N. G., Proietto, J., 
Oz, O. K., Leury, B. J., Robertson, K. M., Yao, S., and Simpson, E. R. (2001). Aromatase-
deficient (ArKO) mice accumulate excess adipose tissue. J Steroid Biochem Mol Biol 79, 
3-9. 

Kidani, T., Kamei, S., Miyawaki, J., Aizawa, J., Sakayama, K., and Masuno, H. (2010). Bisphenol A 
downregulates Akt signaling and inhibits adiponectin production and secretion in 3T3-L1 
adipocytes. Journal of atherosclerosis and thrombosis 17, 834-43. 

Kim, S. J., Nian, C., and McIntosh, C. H. (2010). GIP increases human adipocyte LPL expression 
through CREB and TORC2-mediated trans-activation of the LPL gene. J Lipid Res 51, 
3145-57. 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

35 
Bisphenol A 

 

Kobayashi, K., Ohtani, K., Kubota, H., and Miyagawa, M. (2010). Dietary exposure to low doses 
of bisphenol A: effects on reproduction and development in two generations of 
C57BL/6J mice. Congenit Anom (Kyoto). 

Krishnaveni, G. V., Hill, J. C., Veena, S. R., Leary, S. D., Saperia, J., Chachyamma, K. J., Karat, S. C., 
and Fall, C. H. (2005). Truncal adiposity is present at birth and in early childhood in 
South Indian children. Indian Pediatr 42, 527-38. 

Kubo, K., Arai, O., Omura, M., Watanabe, R., Ogata, R., and Aou, S. (2003). Low dose effects of 
bisphenol A on sexual differentiation of the brain and behavior in rats. Neurosci Res 45, 
345-56. 

Kubo, M., Ijichi, N., Ikeda, K., Horie-Inoue, K., Takeda, S., and Inoue, S. (2009). Modulation of 
adipogenesis-related gene expression by estrogen-related receptor gamma during 
adipocytic differentiation. Biochim Biophys Acta 1789, 71-7. 

Kulkarni, M. L., Mythri, H. P., and Kulkarni, A. M. (2009). 'Thinfat' phenotype in newborns. 
Indian J Pediatr 76, 369-73. 

Kwintkiewicz, J., Nishi, Y., Yanase, T., and Giudice, L. C. (2010). Peroxisome proliferator-
activated receptor-gamma mediates bisphenol A inhibition of FSH-stimulated IGF-1, 
aromatase, and estradiol in human granulosa cells. Environmental health perspectives 
118, 400-6. 

Lakind, J. S., and Naiman, D. Q. (2010). Daily intake of bisphenol A and potential sources of 
exposure: 2005-2006 National Health and Nutrition Examination Survey. J Expo Sci 
Environ Epidemiol. 

Lang, I. A., Galloway, T. S., Scarlett, A., Henley, W. E., Depledge, M., Wallace, R. B., and Melzer, 
D. (2008). Association of urinary bisphenol A concentration with medical disorders and 
laboratory abnormalities in adults. JAMA 300, 1303-10. 

Laviola, G., Gioiosa, L., Adriani, W., and Palanza, P. (2005). D-amphetamine-related reinforcing 
effects are reduced in mice exposed prenatally to estrogenic endocrine disruptors. Brain 
Res Bull 65, 235-40. 

Lee, M. J., Lin, H., Liu, C. W., Wu, M. H., Liao, W. J., Chang, H. H., Ku, H. C., Chien, Y. S., Ding, W. 
H., and Kao, Y. H. (2008). Octylphenol stimulates resistin gene expression in 3T3-L1 
adipocytes via the estrogen receptor and extracellular signal-regulated kinase pathways. 
Am J Physiol Cell Physiol 294, C1542-51. 

Liu, S., Le May, C., Wong, W. P., Ward, R. D., Clegg, D. J., Marcelli, M., Korach, K. S., and 
Mauvais-Jarvis, F. (2009). Importance of extranuclear estrogen receptor-alpha and 
membrane G protein-coupled estrogen receptor in pancreatic islet survival. Diabetes 58, 
2292-302. 

Maggiolini, M., and Picard, D. (2010). The unfolding stories of GPR30, a new membrane-bound 
estrogen receptor. The Journal of endocrinology 204, 105-14. 

Mahalingaiah, S., Meeker, J. D., Pearson, K. R., Calafat, A. M., Ye, X., Petrozza, J., and Hauser, R. 
(2008). Temporal variability and predictors of urinary bisphenol A concentrations in men 
and women. Environ Health Perspect 116, 173-8. 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

36 
Bisphenol A 

 

Martensson, U. E., Salehi, S. A., Windahl, S., Gomez, M. F., Sward, K., Daszkiewicz-Nilsson, J., 
Wendt, A., Andersson, N., Hellstrand, P., Grande, P. O., Owman, C., Rosen, C. J., Adamo, 
M. L., Lundquist, I., Rorsman, P., Nilsson, B. O., Ohlsson, C., Olde, B., and Leeb-Lundberg, 
L. M. (2009). Deletion of the G protein-coupled receptor 30 impairs glucose tolerance, 
reduces bone growth, increases blood pressure, and eliminates estradiol-stimulated 
insulin release in female mice. Endocrinology 150, 687-98. 

Martini, M., Miceli, D., Gotti, S., Viglietti-Panzica, C., Fissore, E., Palanza, P., and Panzica, G. C. 
(2010). Effects of perinatal administration of bisphenol A on the neuronal nitric oxide 
synthase expressing system in the hypothalamus and limbic system of CD1 mice. J 
Neuroendocrinol. 

Masuno, H., Iwanami, J., Kidani, T., Sakayama, K., and Honda, K. (2005). Bisphenol a accelerates 
terminal differentiation of 3T3-L1 cells into adipocytes through the phosphatidylinositol 
3-kinase pathway. Toxicol Sci 84, 319-27. 

Masuno, H., Kidani, T., Sekiya, K., Sakayama, K., Shiosaka, T., Yamamoto, H., and Honda, K. 
(2002). Bisphenol A in combination with insulin can accelerate the conversion of 3T3-L1 
fibroblasts to adipocytes. J Lipid Res 43, 676-84. 

Melzer, D., Rice, N. E., Lewis, C., Henley, W. E., and Galloway, T. S. (2010). Association of urinary 
bisphenol a concentration with heart disease: evidence from NHANES 2003/06. PLoS 
One 5, e8673. 

Menghini, R., Marchetti, V., Cardellini, M., Hribal, M. L., Mauriello, A., Lauro, D., Sbraccia, P., 
Lauro, R., and Federici, M. (2005). Phosphorylation of GATA2 by Akt increases adipose 
tissue differentiation and reduces adipose tissue-related inflammation: a novel pathway 
linking obesity to atherosclerosis. Circulation 111, 1946-53. 

Midoro-Horiuti, T., Tiwari, R., Watson, C. S., and Goldblum, R. M. (2010). Maternal bisphenol a 
exposure promotes the development of experimental asthma in mouse pups. Environ 
Health Perspect 118, 273-7. 

Miyawaki, J., Sakayama, K., Kato, H., Yamamoto, H., and Masuno, H. (2007). Perinatal and 
postnatal exposure to bisphenol a increases adipose tissue mass and serum cholesterol 
level in mice. J Atheroscler Thromb 14, 245-52. 

Mizukami, Y. (2010). In vivo functions of GPR30/GPER-1, a membrane receptor for estrogen: 
from discovery to functions in vivo. Endocrine journal 57, 101-7. 

Monje, L., Varayoud, J., Munoz-de-Toro, M., Luque, E. H., and Ramos, J. G. (2009). Neonatal 
exposure to bisphenol A alters estrogen-dependent mechanisms governing sexual 
behavior in the adult female rat. Reproductive toxicology (Elmsford, N.Y 28, 435-42. 

Murray, T. J., Maffini, M. V., Ucci, A. A., Sonnenschein, C., and Soto, A. M. (2007). Induction of 
mammary gland ductal hyperplasias and carcinoma in situ following fetal bisphenol A 
exposure. Reproductive toxicology (Elmsford, N.Y 23, 383-390. 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

37 
Bisphenol A 

 

Myers, J. P., vom Saal, F. S., Akingbemi, B. T., Arizono, K., Belcher, S., Colborn, T., Chahoud, I., 
Crain, D. A., Farabollini, F., Guillette, L. J., Jr., Hassold, T., Ho, S. M., Hunt, P. A., Iguchi, T., 
Jobling, S., Kanno, J., Laufer, H., Marcus, M., McLachlan, J. A., Nadal, A., Oehlmann, J., 
Olea, N., Palanza, P., Parmigiani, S., Rubin, B. S., Schoenfelder, G., Sonnenschein, C., 
Soto, A. M., Talsness, C. E., Taylor, J. A., Vandenberg, L. N., Vandenbergh, J. G., Vogel, S., 
Watson, C. S., Welshons, W. V., and Zoeller, R. T. (2009). Why public health agencies 
cannot depend on good laboratory practices as a criterion for selecting data: the case of 
bisphenol A. Environ Health Perspect 117, 309-15. 

Nadal, A., Alonso-Magdalena, P., Soriano, S., Ropero, A. B., and Quesada, I. (2009). The role of 
oestrogens in the adaptation of islets to insulin resistance. J Physiol 587, 5031-7. 

Nadal, A., Ropero, A. B., Laribi, O., Maillet, M., Fuentes, E., and Soria, B. (2000). Nongenomic 
actions of estrogens and xenoestrogens by binding at a plasma membrane receptor 
unrelated to estrogen receptor alpha and estrogen receptor beta. Proc Natl Acad Sci U S 
A 97, 11603-8. 

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. 

Nakae, J., Kitamura, T., Kitamura, Y., Biggs, W. H., 3rd, Arden, K. C., and Accili, D. (2003). The 
forkhead transcription factor Foxo1 regulates adipocyte differentiation. Dev Cell 4, 119-
29. 

Nakagami, A., Negishi, T., Kawasaki, K., Imai, N., Nishida, Y., Ihara, T., Kuroda, Y., Yoshikawa, Y., 
and Koyama, T. (2009). Alterations in male infant behaviors towards its mother by 
prenatal exposure to bisphenol A in cynomolgus monkeys (Macaca fascicularis) during 
early suckling period. Psychoneuroendocrinology 34, 1189-97. 

National Toxicology Program (2008). NTP-CERHR Monograph on the Potential Human 
Reproductive and Developmental Effects of Bisphenol A (BPA). September 2008 
(http://cerhr.niehs.nih.gov/chemicals/bisphenol/bisphenol.html). 

Negishi, T., Kawasaki, K., Suzaki, S., Maeda, H., Ishii, Y., Kyuwa, S., Kuroda, Y., and Yoshikawa, Y. 
(2004). Behavioral alterations in response to fear-provoking stimuli and tranylcypromine 
induced by perinatal exposure to bisphenol A and nonylphenol in male rats. Environ 
Health Perspect 112, 1159-64. 

Negishi, T., Kawasaki, K., Takatori, A., Ishii, Y., Kyuwa, S., Kuroda, Y., and Yoshikawa, Y. (2003). 
Effects of perinatal exposure to bisphenol A on the behavior of offspring in F344 rats. 
Environmental Toxicology and Pharmacology 14, 99-108. 

Newbold, R. R., Jefferson, W. N., and Padilla-Banks, E. (2007). Long-term adverse effects of 
neonatal exposure to bisphenol A on the murine female reproductive tract. 
Reproductive toxicology (Elmsford, N.Y 24, 253-8. 

Newbold, R. R., Padilla-Banks, E., and Jefferson, W. N. (2009). Environmental estrogens and 
obesity. Mol Cell Endocrinol 304, 84-9. 

http://cerhr.niehs.nih.gov/chemicals/bisphenol/bisphenol.html)


Bisphenol A – References 
(version updated December 27, 2010) 

 

 

38 
Bisphenol A 

 

Nikaido, Y., Yoshizawa, K., Danbara, N., Tsujita-Kyutoku, M., Yuri, T., Uehara, N., and Tsubura, A. 
(2004). Effects of maternal xenoestrogen exposure on development of the reproductive 
tract and mammary gland in female CD-1 mouse offspring. Reproductive toxicology 
(Elmsford, N.Y 18, 803-11. 

Oetjen, E., Diedrich, T., Eggers, A., Eckert, B., and Knepel, W. (1994). Distinct properties of the 
cAMP-responsive element of the rat insulin I gene. J Biol Chem 269, 27036-44. 

Ohlsson, C., Hellberg, N., Parini, P., Vidal, O., Bohlooly, Y. M., Rudling, M., Lindberg, M. K., 
Warner, M., Angelin, B., and Gustafsson, J. A. (2000). Obesity and disturbed lipoprotein 
profile in estrogen receptor-alpha-deficient male mice. Biochem Biophys Res Commun 
278, 640-5. 

Okada, A., and Kai, O. (2008). Effects of estradiol-17beta and bisphenol A administered 
chronically to mice throughout pregnancy and lactation on the male pups' reproductive 
system. Asian J Androl 10, 271-6. 

Okada, H., Tokunaga, T., Liu, X., Takayanagi, S., Matsushima, A., and Shimohigashi, Y. (2008). 
Direct evidence revealing structural elements essential for the high binding ability of 
bisphenol A to human estrogen-related receptor-gamma. Environmental health 
perspectives 116, 32-8. 

Olde, B., and Leeb-Lundberg, L. M. (2009). GPR30/GPER1: searching for a role in estrogen 
physiology. Trends in endocrinology and metabolism: TEM 20, 409-16. 

Padmanabhan, V., Siefert, K., Ransom, S., Johnson, T., Pinkerton, J., Anderson, L., Tao, L., and 
Kannan, K. (2008). Maternal bisphenol-A levels at delivery: a looming problem? J 
Perinatol 28, 258-63. 

Palanza, P. L., Howdeshell, K. L., Parmigiani, S., and vom Saal, F. S. (2002). Exposure to a low 
dose of bisphenol A during fetal life or in adulthood alters maternal behavior in mice. 
Environ Health Perspect 110, 415-22. 

Patisaul, H. B., and Bateman, H. L. (2008). Neonatal exposure to endocrine active compounds or 
an ERbeta agonist increases adult anxiety and aggression in gonadally intact male rats. 
Horm Behav 53, 580-588. 

Phrakonkham, P., Viengchareun, S., Belloir, C., Lombes, M., Artur, Y., and Canivenc-Lavier, M. C. 
(2008). Dietary xenoestrogens differentially impair 3T3-L1 preadipocyte differentiation 
and persistently affect leptin synthesis. J Steroid Biochem Mol Biol 110, 95-103. 

Poimenova, A., Markaki, E., Rahiotis, C., and Kitraki, E. (2010). Corticosterone-regulated actions 
in the rat brain are affected by perinatal exposure to low dose of bisphenol A. 
Neuroscience. 

Prasanth, G. K., Divya, L. M., and Sadasivan, C. (2010). Bisphenol-A can bind to human 
glucocorticoid receptor as an agonist: an in silico study. Journal of applied toxicology : 
JAT. 

Prossnitz, E. R., and Barton, M. (2009). Signaling, physiological functions and clinical relevance 
of the G protein-coupled estrogen receptor GPER. Prostaglandins & other lipid 
mediators 89, 89-97. 

Quesada, I., Fuentes, E., Viso-Leon, M. C., Soria, B., Ripoll, C., and Nadal, A. (2002). Low doses of 
the endocrine disruptor bisphenol-A and the native hormone 17beta-estradiol rapidly 
activate transcription factor CREB. Faseb J 16, 1671-3. 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

39 
Bisphenol A 

 

Ramirez, M. E., McMurry, M. P., Wiebke, G. A., Felten, K. J., Ren, K., Meikle, A. W., and Iverius, 
P. H. (1997). Evidence for sex steroid inhibition of lipoprotein lipase in men: comparison 
of abdominal and femoral adipose tissue. Metabolism 46, 179-85. 

Raun, A. P., and Preston, R. L. (2002). History of diethystilbestrol use in cattle. Journal of Animal 
Science Historical Sketches (online-only at http://www.asas.org/pub_biohist.asp), 1-7. 

Remmers, F., and Delemarre-van de Waal, H. A. (2010). Developmental Programming of Energy 
Balance and Its Hypothalamic Regulation. Endocr Rev. 

Reusch, J. E., Colton, L. A., and Klemm, D. J. (2000). CREB activation induces adipogenesis in 
3T3-L1 cells. Mol Cell Biol 20, 1008-20. 

Rosen, E. D., and MacDougald, O. A. (2006). Adipocyte differentiation from the inside out. Nat 
Rev Mol Cell Biol 7, 885-96. 

Rosen, E. D., and Spiegelman, B. M. (2006). Adipocytes as regulators of energy balance and 
glucose homeostasis. Nature 444, 847-53. 

Rubin, B. S., Murray, M. K., Damassa, D. A., King, J. C., and Soto, A. M. (2001). Perinatal 
exposure to low doses of bisphenol A affects body weight, patterns of estrous cyclicity, 
and plasma LH levels. Environ Health Perspect 109, 675-80. 

Rubin, B. S., and Soto, A. M. (2009). Bisphenol A: Perinatal exposure and body weight. Mol Cell 
Endocrinol 304, 55-62. 

Ryan, B. C., and Vandenbergh, J. G. (2006). Developmental exposure to environmental 
estrogens alters anxiety and spatial memory in female mice. Horm Behav 50, 85-93. 

Ryan, K. K., Haller, A. M., Sorrell, J. E., Woods, S. C., Jandacek, R. J., and Seeley, R. J. (2010). 
Perinatal exposure to bisphenol-a and the development of metabolic syndrome in CD-1 
mice. Endocrinology 151, 2603-12. 

Sakurai, K., Kawazuma, M., Adachi, T., Harigaya, T., Saito, Y., Hashimoto, N., and Mori, C. (2004). 
Bisphenol A affects glucose transport in mouse 3T3-F442A adipocytes. Br J Pharmacol 
141, 209-14. 

Salian, S., Doshi, T., and Vanage, G. (2009). Perinatal exposure of rats to bisphenol A affects the 
fertility of male offspring. Life sciences 85, 742-52. 

Sargis, R. M., Johnson, D. N., Choudhury, R. A., and Brady, M. J. (2010). Environmental 
endocrine disruptors promote adipogenesis in the 3T3-L1 cell line through 
glucocorticoid receptor activation. Obesity (Silver Spring) 18, 1283-88. 

Schletz Saili, K. (2010). Developmental neurobehavioral toxicity of bisphenol A: Defining the 
role of estrogen related receptor gamma. Presentation at 2010 meeting of the Society of 
Toxicology (Salt Lake City, UT). 

Schupp, M., Cristancho, A. G., Lefterova, M. I., Hanniman, E. A., Briggs, E. R., Steger, D. J., 
Qatanani, M., Curtin, J. C., Schug, J., Ochsner, S. A., McKenna, N. J., and Lazar, M. A. 
(2009). Re-expression of GATA2 cooperates with peroxisome proliferator-activated 
receptor-gamma depletion to revert the adipocyte phenotype. J Biol Chem 284, 9458-
64. 

http://www.asas.org/pub_biohist.asp)


Bisphenol A – References 
(version updated December 27, 2010) 

 

 

40 
Bisphenol A 

 

Signorile, P. G., Spugnini, E. P., Mita, L., Mellone, P., D'Avino, A., Bianco, M., Diano, N., Caputo, 
L., Rea, F., Viceconte, R., Portaccio, M., Viggiano, E., Citro, G., Pierantoni, R., Sica, V., 
Vincenzi, B., Mita, D. G., Baldi, F., and Baldi, A. (2010). Pre-natal exposure of mice to 
bisphenol A elicits an endometriosis-like phenotype in female offspring. Gen Comp 
Endocrinol. 

Singh, R., Artaza, J. N., Taylor, W. E., Braga, M., Yuan, X., Gonzalez-Cadavid, N. F., and Bhasin, S. 
(2006). Testosterone inhibits adipogenic differentiation in 3T3-L1 cells: nuclear 
translocation of androgen receptor complex with beta-catenin and T-cell factor 4 may 
bypass canonical Wnt signaling to down-regulate adipogenic transcription factors. 
Endocrinology 147, 141-54. 

Somm, E., Schwitzgebel, V. M., Toulotte, A., Cederroth, C. R., Combescure, C., Nef, S., Aubert, 
M. L., and Huppi, P. S. (2009). Perinatal exposure to bisphenol a alters early 
adipogenesis in the rat. Environ Health Perspect 117, 1549-55. 

Takai, Y., Tsutsumi, O., Ikezuki, Y., Kamei, Y., Osuga, Y., Yano, T., and Taketan, Y. (2001). 
Preimplantation exposure to bisphenol A advances postnatal development. 
Reproductive toxicology (Elmsford, N.Y 15, 71-4. 

Takayanagi, S., Tokunaga, T., Liu, X., Okada, H., Matsushima, A., and Shimohigashi, Y. (2006). 
Endocrine disruptor bisphenol A strongly binds to human estrogen-related receptor 
gamma (ERRgamma) with high constitutive activity. Toxicol Lett 167, 95-105. 

Takeda, Y., Liu, X., Sumiyoshi, M., Matsushima, A., Shimohigashi, M., and Shimohigashi, Y. 
(2009). Placenta expressing the greatest quantity of bisphenol A receptor ERR{gamma} 
among the human reproductive tissues: Predominant expression of type-1 ERRgamma 
isoform. J Biochem 146, 113-22. 

Talsness, C. E., Fialkowski, O., Gericke, C., Merker, H. J., and Chahoud, I. (2000). The effects of 
low and high doses of bisphenol A on the reproductive system of female and male rat 
offspring. Congen Anom 40, 94-107. 

Tamura, H., Ishimoto, Y., Fujikawa, T., Aoyama, H., Yoshikawa, H., and Akamatsu, M. (2006). 
Structural basis for androgen receptor agonists and antagonists: interaction of SPEED 
98-listed chemicals and related compounds with the androgen receptor based on an in 
vitro reporter gene assay and 3D-QSAR. Bioorg Med Chem 14, 7160-74. 

Tang, Q. Q., Zhang, J. W., and Daniel Lane, M. (2004). Sequential gene promoter interactions of 
C/EBPbeta, C/EBPalpha, and PPARgamma during adipogenesis. Biochem Biophys Res 
Commun 319, 235-9. 

Thigpen, J. E., Setchell, K. D., Padilla-Banks, E., Haseman, J. K., Saunders, H. E., Caviness, G. F., 
Kissling, G. E., Grant, M. G., and Forsythe, D. B. (2007). Variations in phytoestrogen 
content between different mill dates of the same diet produces significant differences in 
the time of vaginal opening in CD-1 mice and F344 rats but not in CD Sprague-Dawley 
rats. Environ Health Perspect 115, 1717-26. 

Thomas, P., and Dong, J. (2006). Binding and activation of the seven-transmembrane estrogen 
receptor GPR30 by environmental estrogens: a potential novel mechanism of endocrine 
disruption. J Steroid Biochem Mol Biol 102, 175-9. 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

41 
Bisphenol A 

 

Tian, Y. H., Baek, J. H., Lee, S. Y., and Jang, C. G. (2010). Prenatal and postnatal exposure to 
bisphenol a induces anxiolytic behaviors and cognitive deficits in mice. Synapse 64, 432-
439. 

Tong, Q., Dalgin, G., Xu, H., Ting, C. N., Leiden, J. M., and Hotamisligil, G. S. (2000). Function of 
GATA transcription factors in preadipocyte-adipocyte transition. Science 290, 134-8. 

Tong, Q., Tsai, J., Tan, G., Dalgin, G., and Hotamisligil, G. S. (2005). Interaction between GATA 
and the C/EBP family of transcription factors is critical in GATA-mediated suppression of 
adipocyte differentiation. Mol Cell Biol 25, 706-15. 

vom Saal, F. S., Akingbemi, B. T., Belcher, S. M., Birnbaum, L. S., Crain, D. A., Eriksen, M., 
Farabollini, F., Guillette, L. J., Jr., Hauser, R., Heindel, J. J., Ho, S. M., Hunt, P. A., Iguchi, 
T., Jobling, S., Kanno, J., Keri, R. A., Knudsen, K. E., Laufer, H., LeBlanc, G. A., Marcus, M., 
McLachlan, J. A., Myers, J. P., Nadal, A., Newbold, R. R., Olea, N., Prins, G. S., Richter, C. 
A., Rubin, B. S., Sonnenschein, C., Soto, A. M., Talsness, C. E., Vandenbergh, J. G., 
Vandenberg, L. N., Walser-Kuntz, D. R., Watson, C. S., Welshons, W. V., Wetherill, Y., and 
Zoeller, R. T. (2007). Chapel Hill bisphenol A expert panel consensus statement: 
integration of mechanisms, effects in animals and potential to impact human health at 
current levels of exposure. Reproductive toxicology (Elmsford, N.Y 24, 131-8. 

Wada, K., Sakamoto, H., Nishikawa, K., Sakuma, S., Nakajima, A., Fujimoto, Y., and Kamisaki, Y. 
(2007). Life style-related diseases of the digestive system: endocrine disruptors 
stimulate lipid accumulation in target cells related to metabolic syndrome. J Pharmacol 
Sci 105, 133-7. 

Wang, L., Liu, J., Saha, P., Huang, J., Chan, L., Spiegelman, B., and Moore, D. D. (2005). The 
orphan nuclear receptor SHP regulates PGC-1alpha expression and energy production in 
brown adipocytes. Cell Metab 2, 227-38. 

Wang, Y. F., Chao, H. R., Wu, C. H., Tseng, C. H., Kuo, Y. T., and Tsou, T. C. (2010). A recombinant 
peroxisome proliferator response element-driven luciferase assay for evaluation of 
potential environmental obesogens. Biotechnology letters. 

Wei, M. (2009). Association of bisphenol A with diabetes and other abnormalities. Jama 301, 
720; author reply 721-2. 

Wetherill, Y. B., Akingbemi, B. T., Kanno, J., McLachlan, J. A., Nadal, A., Sonnenschein, C., 
Watson, C. S., Zoeller, R. T., and Belcher, S. M. (2007). In vitro molecular mechanisms of 
bisphenol A action. Reproductive toxicology (Elmsford, N.Y 24, 178-98. 

Wolff, M., Engel, S., Berkowitz, G., Ye X, S. M., Zhu, C., Wetmur, J., and Calafat, A. (2008). 
Prenatal phenol and phthalate exposures and birth outcomes Environ Health Perspect 
116, 1092-1097. 

Wolff, M. S., Teitelbaum, S. L., Windham, G., Pinney, S. M., Britton, J. A., Chelimo, C., Godbold, 
J., Biro, F., Kushi, L. H., Pfeiffer, C. M., and Calafat, A. M. (2007). Pilot study or urinary 
biomarkers of phytoestrogens, phthalates, and phenols in girls. Environ Health Perspect 
115, 116-21. 

Wright, H. M., Clish, C. B., Mikami, T., Hauser, S., Yanagi, K., Hiramatsu, R., Serhan, C. N., and 
Spiegelman, B. M. (2000). A synthetic antagonist for the peroxisome proliferator-
activated receptor gamma inhibits adipocyte differentiation. J Biol Chem 275, 1873-7. 



Bisphenol A – References 
(version updated December 27, 2010) 

 

 

42 
Bisphenol A 

 

Xu, X. H., Zhang, J., Wang, Y. M., Ye, Y. P., and Luo, Q. Q. (2010). Perinatal exposure to 
bisphenol-A impairs learning-memory by concomitant down-regulation of N-methyl-d-
aspartate receptors of hippocampus in male offspring mice. Horm Behav. 

Young, S. S., and Yu, M. (2009). Association of bisphenol A with diabetes and other 
abnormalities. Jama 301, 720-1; author reply 721-2. 

Zhang, J. W., Klemm, D. J., Vinson, C., and Lane, M. D. (2004). Role of CREB in transcriptional 
regulation of CCAAT/enhancer-binding protein beta gene during adipogenesis. J Biol 
Chem 279, 4471-8. 

Zhou, R., Zhang, Z., Zhu, Y., Chen, L., Sokabe, M., and Chen, L. (2009). Deficits in development of 
synaptic plasticity in rat dorsal striatum following prenatal and neonatal exposure to 
low-dose bisphenol A. Neuroscience 159, 161-71. 

 

 


