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ABSTRACT: In this review, we consider the two prevailing hypotheses for
the mechanisms that control the bioaccumulation of perfluorinated alkyl
acids (PFAAs). The first assumes that partitioning to membrane
phospholipids, which have a higher affinity for charged species than neutral
storage lipids, can explain the high bioaccumulation potential of these
compounds. The second assumes that interactions with proteinsincluding
serum albumin, liver fatty acid binding proteins (L-FABP), and organic
anion transportersdetermine the distribution, accumulation and half-lives
of PFAAs. We consider three unique phenomena to evaluate the two
models: (1) observed patterns of tissue distribution in the laboratory and
field, (2) the relationship between perfluorinated chain length and
bioaccumulation, and (3) species- and gender-specific variation in
elimination half-lives. Through investigation of these three characteristics
of PFAA bioaccumulation, we show the strengths and weaknesses of the two
modeling approaches. We conclude that the models need not be mutually exclusive, but that protein interactions are needed to
explain some important features of PFAA bioaccumulation. Although open questions remain, further research should include
perfluorinated alkyl substances (PFASs) beyond the long-chain PFAAs, as these substances are being phased out and replaced by
a wide variety of PFASs with largely unknown properties and bioaccumulation behavior.

1. INTRODUCTION

Perfluorinated alkyl acids (PFAAs), including perfluoroalkyl
carboxylic acids (PFCAs) and perfluoroalkane sulfonic acids
(PFSAs), are highly persistent and globally distributed
pollutants. Long-chain PFAAs (C8−C12 especially) are also
bioaccumulative.1,2 Unlike neutral hydrophobic organic chem-
icals, they do not accumulate preferentially in storage lipids, but
tend to concentrate primarily in blood and liver, among other
tissues.3−6 They also show a wide variability in whole-body half-
life among species and between genders,7−9 and in vitro studies
have shown that they associate strongly with proteins such as
serum albumin and liver fatty acid binding protein (L-
FABP).10−14

Attempts to model the bioaccumulation of PFAAs using the
equilibrium partitioning approach based on the octanol−water
partition coefficient (KOW) of the neutral fraction alone have
largely failed due to the fact that PFAAs have very low pKa

values, and are thus almost completely ionized at environ-
mentally relevant pH. Early models were based on an assumed
pKa of about 3.8

15 but more recent analyses point to a pKa of
between 0 and 1 for the PFCAs and even lower for the
PFSAs.16−21 Therefore, models were needed that could explain
the substantial bioaccumulation that has been observed,
especially for long-chain PFAAs, given their high degree of
ionization.
There are currently two prevailing theories to explain PFAA

bioaccumulation, from which two mechanistic models have

emerged. The first is based on the relatively higher affinity of
charged molecules for phospholipids than for neutral storage
lipids.22−24 Phospholipids are a major component of biological
membranes and as such constitute a substantial sink for
nonspecific association with charged or partially charged
species. Based on this, Armitage et al. (2013)25 proposed a
mechanistic model for the bioaccumulation of ionogenic
compounds that considers both neutral (storage) and
membrane lipids. The general structure of this first-order
one-compartment model is based on the fish bioaccumulation
model of Arnot and Gobas (2004),26 but replaces the octanol−
water partition coefficient, KOW, with octanol−water and
membrane−water distribution coefficients (DOW and DMW,
respectively). The distribution coefficients consider both the
neutral and ionized fractions of the chemical. This model
successfully predicts the whole-body bioconcentration factors
for a number of acids and bases, including perfluorinated
carboxylic acids (PFCAs) with 7−13 perfluorinated carbons.25

The second proposed mechanism for PFAA bioaccumulation
is the interaction with proteins within the organism. A number
of authors have suggested that the behavior of PFAAs within
organisms is due to their similarity to endogenous fatty
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acids.2,12,13,27−29 PFAAs activate many of the same genes,
proteins, and metabolic pathways as fatty acids in mice, rats,
and fish.30−37 In vitro studies have shown that PFAAs associate
strongly with serum albumin from several species.10−12,38−44

Given that blood is known to be a major compartment of
accumulation for PFAAs, albmin binding has been posited as
the mechanism behind PFAA bioaccumulation and tissue
distribution. PFAAs also to bind to liver fatty acid binding
protein (L-FABP),13,27,29 which may explain their high
concentration in liver tissues and in kidneys, were L-FABP is
also expressed. In addition, cellular uptake of PFAAs was shown
to be mediated by organic anion transporter (OAT)
proteins.45−50 These proteins, which are highly expressed in
the kidneys, may be responsible for the high variability
observed in renal clearance rates and whole body half-lives
for PFAAs.9 Based on these observations, we developed a
mechanistic model for the bioaccumulation of PFAAs in
rainbow trout that included interactions with these three
protein types.51 Like the phospholipid-based model, our model
could successfully predict bioconcentration factors for a
number of PFCAs, as well as for PFOS. In addition, model
results were in good agreement with observed patterns of tissue
distribution in the rainbow trout.52

These two proposed modelswhich we will refer to from
now on as the phospholipid (PL) or protein binding (PB)
modelshave so far been tested in a relatively limited way. The
phospholipid model was developed not exclusively for
predicting PFAA bioaccumulation, but rather as a general
approach to modeling ionogenic substances. So far it has not
been evaluated for its ability to explain or predict aspects of
PFAA bioaccumulation beyond whole-body BCFs. The
protein-binding model was developed to predict the tissue
distribution and BCFs primarily in rainbow trout,52 although
the predictions were also successfully tested against common
carp data.53 However, many of its parameters had to be based
on mammalian studies due to the paucity of data available for
fish, and it remains unclear how much similarity actually exists
across species, particularly as concerns protein interactions.
In this critical review, we survey what has been observed in

the laboratory and field, for both mammals and nonmammals,
for three important aspects of PFAA bioaccumulation: (1) their
tissue distribution, (2) the relationship between bioaccumula-
tion and perfluorinated carbon chain length, and (3) their
widely variable species- and gender-specific half-lives. We
consider whether and how the PL and PB models treat each of
these aspects, and assess where the models are particularly
useful and where they fail. Finally we discuss the most
important open questions that remain and propose further
studies that could help fill these gaps.

2. OBSERVED BIOACCUMULATION PATTERNS AND
MODEL TREATMENT

2.1. Nomenclature. In Table 1, we list the acronyms,
number of perfluorinated carbons, and names of the PFCAs
and PFSAs that will be discussed in this review. Figures
depicting the influence of chain length on bioaccumulation
patterns will refer to perfluorinated carbon chain length as
listed in Table 1. However, references to series of PFCAs or
PFSAs (e.g., C7−C14 PFCAs) typically use the total number of
carbons in the molecule (PFOA has seven perfluorinated
carbons but eight carbons in total, and will be referred to as a
C8 PFCA).

2.2. Tissue Distribution. A number of authors (ourselves
included) have stated that PFAAs accumulate “primarily in
blood and liver.”3,4,51 How consistent is this observation across
species and PFAA structures? Field and laboratory studies that
specifically address tissue distribution (and report concen-
trations or body burdens in more than two tissues) are available
for rats (PFHxA, PFOA, and PFOS),54−56 mice (PFBS,
PFHxA),54,57 rainbow trout (C8−C14 PFCAs, PFHxS, and
PFOS),52 harbor seals (C8−C14 PFCAs, PFBS, C4−C10
PFSAs),5 beluga whales (C7−C14 PFCAs, C5−C10 PFSAs),58

and herring gulls (C7−C14 PFCAs).59

In these eight studies, there are 58 total data series (for
different substances in different tissues). In 45 out of 58 (or
about 78%) blood or liver is the compartment with the highest
concentration. Thus, the statement that PFAAs accumulate
“primarily in blood and liver” appears to be a reasonable one.
However, other tissues are also important, and there are 13
instances where a different compartment dominates. In the
Supporting Information (SI), Figures S1−S8, we show the
tissue distributions extracted from these eight studies.
In rats, PFAA levels were highest in blood (plasma) and

liver,54,56 but also in kidneys55 and lowest in brain and fat. In
two instances blood and plasma were not the primary
compartments: for PFOA in the female rat55 concentration
was highest in the kidneys, and for PFHx in the female rat from
a different study54 the highest concentration was in the bladder.
It should be noted that in the female rat both of these
substances are rapidly eliminated via the urine.
In mice, PFAA levels were always highest in liver or blood

(plasma)54,57 and lowest in brain, muscle and fat. For PFBS,
levels in stomach, small intestine and cartilage were comparable
to blood and kidneys.57

Table 1. Nomenclature for Perfluoroalkyl Carboxylic Acids
(PFCAs) and Perfluoroalkane Sulfonic Acids (PFSAs)
Discussed in This Review

perfluorinated
carbons name

PFCAs PFBA 3 perfluorobutanoic acid
F3C−(CF2)n−
COOH

PFPeA 4 perfluoropentanoic acid

PFHxA 5 perfluorohexanoic acid
PFHpA 6 perfluoroheptanoic acid
PFOA 7 perfluorooctanoic acid
PFNA 8 perfluorononanoic acid
PFDA 9 perfluorodecanoic acid
PFUnA 10 perfluoroundecanoic acid
PFDoA 11 perfluorododecanoic acid
PFTrA 12 perfluorotridecanoic acid
PFTeA 13 perfluorotetradecanoic

acid
PFHxA 15 perfluorohexadecanoic

acid
PFODA 17 perfluorooctadecanoic

acid

PFSAs PFBS 4 perfluorobutane sulfonic
acid

F3C−(CF2)n−
SO3H

PFHxS 6 perfluorohexane sulfonic
acid

PFOS 8 perfluorooctane sulfonic
acid

PFDS 10 perfluorodecane sulfonic
acid
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In harbor seals,5 concentrations were highest in liver and
blood for 11 out of 13 tested substances. However, for two
PFHpS and PFOAconcentrations were highest in the lung,
and for PFHxS levels were highest in thymus (levels in thymus
were also relatively high for PFHpS, PFOA, and PFTeA).
Relative PFAA concentration was lowest in muscle and blubber.
As PFCA chain length increased, relative levels in brain tissue
increased but were never more than 40% of the level in liver.
In beluga whales (tissue distribution data extracted from the

Supporting Information of Kelly et al. 200958), levels were
highest in liver and blood save for two instances: PFHxS was
highest in fetal tissue (for pregnant female beluga) and PFOA
was highest in male beluga whale blubber. For other PFAAs,
levels were lowest in muscle and male blubber (no values in
blubber were reported for female whales).58

Similarly in herring gulls,59 levels are highest in plasma and
liver and lowest in muscle and adipose except for PFOS, where
levels were highest in fat. In addition, for herring gull, PFAA
concentrations in the brain are high for long-chain PFAAs and
brain becomes the compartment with the highest concentration
for three PFCAsPFDoA, PFTrA, and PFTeAand one
PFSA, PFDS.
Finally, for rainbow trout,52 PFAA concentrations are highest

in blood for six out of seven substances. For PFOA, relative
concentration was highest in the gall bladder. Concentrations
were also high in kidney and liver for most PFAAs, and lowest
in muscle, adipose and blood cells.
Clearly, liver and blood are important compartments for the

accumulation of PFAAs, but there also exists some variability
among different species and different PFAAs. In Figure 1, we
illustrate this variability in tissue distribution by comparing
correlation coefficients for six PFAAs (PFHxA, PFOA, PFDA,
PFDoA, PFHxS, and PFOS) and the six species discussed
above. We first compare distributions of the six PFAAs in all six

species to the distribution of PFOA in rats (Figure 1A). We
then make the same comparison for nonmammals by
comparing tissue distributions of the six PFAAs in herring
gull and in rainbow trout to the distribution of PFOA in herring
gull (Figure 1B).
PFOA distribution in rats correlates to a relatively high

degree (r2 > 0.6) with PFHxA in male rats and male and female
mice, and with PFOS, PFDoA and PFDA in harbor seal and
beluga whale (Figure 1A). For herring gull, this degree of
correlation occurs only for PFDA. For rainbow trout, the
correlation is <0.6 for all PFAAs. In addition, there are three
instances where the correlation with rat PFOA tissue
distribution is either zero or negative: for PFOS in herring
gull, PFDoA in herring gull and for PFOA in beluga whale. For
herring gull this is due to fat being the tissue with the highest
concentration of PFOS and for brain being the tissue with
highest concentration of PFDoA (in the male rat, these are two
compartments with the lowest concentration of PFOA). For
male beluga whales, PFOA was found in highest concentration
in blubber, resulting in the negative correlation shown.
Clearly, PFAA tissue distributions in the two nonmammalian

species (herring gull and rainbow trout) are more highly
correlated with one another than with PFOA in the male rat
(Figure 1B). The exception, PFOS in the herring gull, is due to
the high concentration in fat, as was also the case for correlation
with PFOA tissue distribution in rats.
We now investigate how well these tissue distributions can be

explained by the PL and PB models. To do so, we test what we
consider a “central hypothesis” of each model against these
tissue distribution data: that bioaccumulation in the PL model
depends in large part on phospholipid content and in the PB
model on the concentration of albumin.
In the PL model, the fraction of phospholipids in the

organism, the (storage) lipid fraction, and the octanol−water

Figure 1. Correlation between tissue distribution of six PFAAs and six species to the distribution of (A) PFOA in male rats and (B) PFOA in herring
gulls. For each comparison, the number of tissues (n) in common with male rat or herring gull is shown.
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and membrane−water distribution coefficients determine the
overall sorption capacity of the organism, DBW:

25

ρ= + + +D f D f D f D fBW SL OW PL MW NLOM NLOM OW W

where f SL and f PL are the volume fractions of neutral lipids and
phospholipids, respectively, f NLOM is the fraction of nonlipid
organic matter, ρNLOM is its density and fW is the fraction of
water. DOW is the octanol−water distribution coefficient and
DMW is the membrane−water distribution coefficient. Because
the DOW can be several orders of magnitude smaller than the
DMW for chemicals with low pKa, the DMW will dominate this
expression and, in theory, the distribution of phospholipids in
an organism should determine the tissue distribution for
substances like PFAAs.
In their paper, Armitage and co-workers assumed that

phospholipids accounted for 1% of an organism on a whole-
body basis.25 This is not sufficient to assess how the model
would predict tissue distributions. We therefore compiled
tissue-specific phospholipid contents for three species (rats,60,61

humans,61 and rabbits62) from the available literature (see SI
Figure S10 and Table S1). These phospholipid contents were
well correlated to one another (r2 > 0.9). We normalized the
phospholipid distribution data by calculating tissue-to-brain
phospholipid ratios (brain having the highest concentration of
phospholipids) and then took the average for each tissue across
the three studies. Since the phospholipid composition of fresh-
and salt-water fish are comparable to that in mammals, we use
this single average distribution to compare with PFAA tissue
distributions in mammals, birds and fish.63

In the PB model, association with albumin is one of the main
drivers of PFAA fate.64 Between 30 and 40% of the total
albumin pool in an organism is generally believed to be present

in the plasma, with the remainder distributed in the
extravascular fraction.65,66 This extravascular distribution is
not extensively documented for many tissues, and studies can
disagree based on the methods used, or whether the authors
considered only the extravascular extracellular fraction or also
considered intracellular albumin.65−69 We have compiled tissue-
to-plasma albumin ratios from three studies,65,66,70 along with
those used in our fish bioconcentration model51 (SI Table S2)
in order to test the correlation with PFAA distribution. Because
these studies were in general agreement, we averaged the
available values for the tissue-to-plasma ratios.
We tested the correlation of tissue-to-brain phospholipid

ratios and tissue-to-plasma albumin ratios against observed
tissue distribution patterns in the laboratory and field. We
chose three representative PFAAs−PFOA, PFOS, and
PFDoA− and three species: rat,55 harbor seal,5 and rainbow
trout52 (Figure 2).
When all tissues are considered for which both relative PFAA

concentration and phospholipid or albumin ratios are available,
neither model fares well for all PFAAs in all species. For
phospholipids, the highest correlation is for PFDoA in seals, but
all correlations are poor (r2 < 0.5). For the albumin ratios, the
best correlations are for PFOA in trout followed by PFOS in
trout, and worst for PFDoA in harbor seal. This is clearly
because the correlation with albumin is driven by the blood
compartment, and in the seal the blood compartment,
particularly for PFDoA, had a lower PFAA concentration
relative to the liver. However, these “face value” assessments are
not necessarily fair tests of the performance of either of the two
models.
For the PL model, there is no mechanism that would explain

the high levels of PFAAs found in blood. Indeed, within the

Figure 2. Correlation between PFAA tissue distribution and tissue-specific phospholipid content (top row) or tissue-to-plasma albumin ratios
(bottom row). Correlation coefficients are calculated both with (r2) and without (r2*) tissues identified as outliers for each model.
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blood compartment the red blood cells have a higher
phospholipid content than does plasma (see SI figure S10),
but plasma consistently has higher concentrations of PFAA
than do blood cells.52,54,59 However, the PL model makes no
claim to explain this, and rather is meant to explain the sorption
capacity of tissues. Therefore, it may be reasonable to omit the
blood compartment from the assessment of the PL model. In
addition, one of the major reasons for the poor correlation
between PFAA distribution and tissue-specific phospholipid
content is the high concentration of phospholipids in the brain.
However, it is well-known that the blood brain barrier (BBB) is
highly impermeable to anions, and charged molecules rely on
active transport mechanisms to cross the BBB.71 Moreover,
Yang et al. (2010) showed PFOA was not a substrate of
OATP1A2, a key influx transporter in the BBB.49 This does not
appear to be true, however, for long-chain PFAAs. Here, it can
be seen that the relative concentration of PFDoA in harbor seal
brain is substantially higher than that of PFOA or PFOS, and
the PL model performs better for this species-PFAA
combination.
When brain and blood are omitted from the data sets, the

correlation (r2*) between PL content and relative PFAA
concentrations is much higher, between 0.75 and 0.85 for all
species and PFAAs, except for PFOA in the rainbow trout,
where there was a very low concentration in the spleen despite
the relatively high phospholipid content of this organ (similar
to kidney or heart). Overall, the correlations are best for harbor
seal (particularly for PFDoA, where the concentration in harbor
seal brain is also higher than for other species or PFAAs). The
PL−PFAA correlation is driven in large part by the liver
compartment, which has both high phospholipid content and
high PFAA concentration, and by muscle and adipose, which
have both low phospholipid contents and low PFAA
concentrations.
A similar assessment can be made for the correlation

between tissue-to-plasma albumin ratios and relative PFAA
concentrations. When considering all tissues for which both
albumin and PFAA contents are available, the correlations are
slightly better than with phospholipids for PFOA in the rat and
harbor seal, worse for PFDoA and PFOS in the harbor seal, and
considerably better for all PFAAs in the rainbow trout. Clearly
the strength of the albumin-PFAA correlations is driven by the
good agreement between high albumin content in the blood
and high PFAA accumulation in blood. We can also identify
two tissues for which the model shows poor performance but
for which other mechanisms may be at work: liver and kidney.
The albumin content alone cannot explain the high PFAA

concentrations that are observed in the liver, since the tissue-to-
plasma albumin ratio in the liver is not much higher than in
other tissues, including those that have low PFAA concen-
trations. However, in the previously published trout bio-
concentration model, the very good agreement that was
obtained with empirical data for the liver compartment was
not due solely to the influence of albumin binding, but also to
binding to liver fatty acid binding protein (L-FABP). High
affinities (comparable to albumin binding affinities) have been
observed for PFCAs of different chain lengths to L-FABP in
vitro.27,29 Since L-FABP is highly expressed in the liver, it could
provide a possible explanation for the accumulation of PFAAs
in liver tissues.
Relatively high PFAA concentrations have also been reported

in kidneys for a number of species, including the harbor seals
and rainbow trout included here. Although named for the organ

in which it was first discovered, L-FABP is also expressed in the
kidney and in the intestine.72 Thus, binding of PFAA to this
protein may also occur in these tissues. Indeed, Bogdanska et al.
201457 report high relative concentrations of PFBS in the
intestines of mice. High PFAA concentrations in the kidneys of
some species may also be related to interactions with renal
transporter proteins that have been shown to mediate the
elimination and reabsorption of anions in the kidneys. These
proteins and their potential influence on observed variability in
PFAA half-lives across different species and genders are
discussed in more detail in the next section.
When liver and kidneys are excluded from the correlations of

PFAA concentration with tissue-to-plasma albumin ratios, the
correlation coefficients (r2*) are substantially higherbetween
0.52 and 0.96 for harbor seal and rat, and 0.99 for all PFAAs for
rainbow trout. However, it should be noted that for the
rainbow trout, because not many tissues were available for the
comparison, removing liver and kidneys from the data set
results in the correlation being made on the basis of only three
data points. Therefore, the very high r2* values that result are
not a good measure of model performance. The overall
correlations are best for trout and worst for harbor seals. The
correlation with PFDoA in the harbor seal is particularly poor
due to its relatively low concentration in the blood compart-
ment.
When comparing the “central hypotheses” of the PL and PB

models in this way, neither model emerges as clearly superior.
The PL model performs best for the liver compartment, while
the PB model (when considering only albumin) performs best
for blood. The most problematic tissues for the PL model are
muscle, because the PL content of muscle is 10 times higher
than in adipose (see SI Table S2) but muscle and adipose
typically have similar very low PFAA concentrations; spleen,
which has a relatively high PL content (similar to that in
kidneys) but typically some of the lowest PFAA concentrations;
blood, as was discussed above. For the PB model, accumulation
via protein binding only works if we assume that L-FABP
binding can explain PFAA accumulation in liver and in kidneys.
Further assessment based on other tissues is difficult because so
few data exist on extravascular albumin contents. Ideally, a
single data set using the same method that included other
important compartments such as lungs (or gill), spleen, and
gonads would be particularly useful.
It is certainly conceivable that a combination of the two

models might provide a good structure for predicting PFAA
tissue distribution, that is, one which includes albumin binding
as an important mechanism for PFAA distribution and
recognizes the blood compartment as an important sink for
PFAAs, but which also uses the phospholipid content to predict
the subsequent tissue distribution of free PFAAs. Given the
inconsistencies in both approaches, however, more research is
needed. In particular, there is need for more and more
consistent physiological data for multiple species, which would
allow for more systematic comparison to PFAA tissue
distributions.

2.3. Influence of Chain Length on Bioaccumulation
and Protein Interactions. Only a limited number of studies
currently exists that allow for the calculation of a bioconcentra-
tion factor (BCF) or bioaccumulation factor (BAF) from
concentration data. For field studies in particular it is rare to
find both concentrations in organisms and in surrounding
media reported. Here, we have extracted data from four
laboratory studies: two for rainbow trout,52,73 one for black
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rockfish,74 and one for common carp53; and from two field
studies that also reported concentrations in water and in a
number of aquatic species.75,76 In spite of the small number of
studies, it is clear from the data, which cover at least 29 different
species, that a relatively consistent picture of PFAA
bioaccumulation has emerged. When considering bioaccumu-
lation as a function of perfluorinated chain length (Figure 3),
the BCF and BAF peak at a value between 104 and 106 at
around a chain length of 10−13 (that is, between PFUnA and
PFTeA). In addition, the bioaccumulation potential of PFHxS
and PFOS are higher than what would be expected on the basis

of perfluorinated chain length alone, suggesting an influence of
the acidic headgroup.
For the PL model, the chain length dependence of

bioaccumulation is based on the chain-length dependence of
the membrane−water and octanol−water partition coefficients.
Thus, the distinction, for example, between PFOS and PFNA
will depend on the method used to estimate the KOW (from
which the DOW and DMW are derived). According to the
Supporting Information provided by Armitage et al.,25 the
COSMOTherm software assigns a higher log KOW to PFOS,
whereas EPISuite’s KOWWIN versions 1.67 and 1.68 predict a
considerably higher log KOW for PFNA than PFOS.

Figure 3. Observed relationship between perfluorinated chain length and bioconcentration factors (BCF) and bioaccumulation factors (BAF)
extracted from (A) laboratory52,53,74 and (B, C) field75,76 studies.
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For the PB model, the chain length dependence of
bioaccumulation is somewhat more complicated. It depends
not only on the relationship between perfluorinated chain
length and the affinity for albumin, but also on the relationship
between chain length and affinity for liver fatty acid binding
protein (L-FABP) and for the interaction with renal transporter
proteins that control the rate of PFAA excretion to and
reabsorption from urine.
For the binding affinity of PFAAs with serum albumin, a

relatively large number of studies exist, but their results are far
from consistent.10−12,38,40,42−44 Depending on the method and
the species to which the serum albumin belongs the PFAA-
albumin association constants (KA) can vary over many orders
of magnitude (Figure 4A). This variation stems in part from the
presence of a large number of possible binding sites with
different binding strengths.
Serum albumin controls the circulation of numerous

endogenous and exogenous substances in the body, including
fatty acids, hormones, bile acids, metals and a wide variety of
drugs. The molecule has a heart-shaped conformation with
three distinct domains. To date, 10 important binding sites
have been identified in serum albumin: seven fatty acid binding

sites (FA sites 1−7), the tryptophan (Trp) site, and Sudlow’s
drug binding sites I and II.77−80

Early studies investigating PFAA binding to albumin found
relatively large numbers of binding sites (on the order of 10)
for PFOA and PFOS, with binding strengths varying from 102

to 103 M−1.38 As techniques developed, studies reported both
fewer binding sites (on the order of one to four) and higher
binding affinities, but these affinities still span a range of more
than 2 orders of magnitude (typically 104−106 M−1).10−12,40

One of the only site-specific studies available has shown binding
affinities on the order of 106 M−1 for Sudlow sites I and II,
while the Trp site shows lower affinities (104 to 105).10 One of
the most important factors behind this variability appears to be
the PFAA-to-albumin ratio. At low concentrations of PFAA,
binding occurs to a smaller number of primary binding sites,
with high affinity. At higher PFAA concentrations, as primary
sites become saturated, PFAAs bind to a larger number of low-
affinity sites.40

For the few studies for which a series of PFAAs were tested
using the same type of albumin and method (data points
connected by dotted lines in Figure 4A), the binding affinity,
KA, appears to level off or decrease between 6 and 9
perfluorinated carbons. This is also consistent with what was

Figure 4. Influence of perfluorinated chain length on (A) PFAA-albumin association constants; (B) PFAA-LFABP association constants; cellular
uptake of PFCAs mediated by renal transporters (C) responsible for excretion to urine and (D) responsible for reabsorption from urine back to
blood.
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observed by Bischel and co-workers44 for the protein−water
distribution coefficient, KPW. It is not yet clear whether this
indicates a shift from higher-affinity to lower-affinity binding
sites or simply a reduction in the affinity at the same site.
Binding affinities for PFAA to albumin binding sites are likely
constrained by their ability to fit into hydrophobic binding
pockets,13 leading to lower binding affinities than for fatty acids
which have highly flexible hydrocarbon tails. PFAAs with fewer
than eight fluorinated carbons can have similar “zigzag”
conformations to fatty acids,28 whereas eight-carbon and longer
PFAAs become increasingly rigid and begin to adopt helical
conformations.81 This may explain the reported peak in affinity
between 6 and 9 perfluorinated carbons, though uncertainties
remain about this peak given the high variability in the
association strength data.
Three studies have reported the interaction of PFAAs with

liver fatty acid binding protein (L-FABP).13,27,76 Fatty acid
binding proteins are a class of small (14−15 kDa) proteins that
are exclusively expressed within cells, and constitute between 4
and 18% of soluble cytosolic protein concentration.72,82,83 They
bind primarily to long-chain fatty acids, eicosanoids, and other
lipids,84 and have highly tissue-specific expression. Their
expression shows lower variation from species to species in
the same tissue than they do within a single species across
different tissues.72,82,83 Not all FABPs may be able to bind
PFAAs, due to constraints in their binding site conformations
and the stiffness of the fluorocarbon tail. For example,
endogenous fatty acid substrates bind to intestinal FABP (I-
FABP) in a bent conformation, and heart and brain FABPs
require a U-shaped conformation. Given the rigid nature
especially of longer-chain PFAAs, they may not have high
affinity for these FABPs. However, it has been noted that in
mammals (though not in fish) L-FABP is distinct from other
FABPs in that it can bind two fatty acid molecules, as well as
other bulky ligands such as bile acids.72,79,85 Thus, L-FABP may
be an ideal candidate for PFAA binding.
A 2002 study by Luebker et al. showed that PFOS and PFOA

both bound to the secondary binding site (a nonpolar site) on
rat L-FABP. They noted that binding to the primary binding
site might not be possible due to the U-shaped conformation
needed. However, they also did not rule out the interaction of
the highly polar sulfonate headgroup with the polar residues of
the primary binding site, which might help explain the higher
affinity of L-FABP for PFOS than for PFOA.13 More recently,
Zhang et al. (2013)29 used molecular docking analysis to show
that short-chain PFAAs could bind to L-FABP at the primary
binding site, with their perfluorocarbon tails fully extended in
the binding cavity. For PFAAs with more than 11 carbons the
fluorocarbon tails would need to bend to fully contact the
hydrophobic binding pocket. Given the rigidity of the
fluorocarbon tail, this may further support the idea that not
all FABPs would be able to accommodate PFAA binding, as
discussed above. In addition, they found that while the
carboxylate headgroup of PFCAs formed two hydrogen
bonds with amino acid residues at the L-FABP binding site,
sulfonates formed three. This supports observations that PFSAs
have stronger protein interactions than PFCAs with the same
perfluorinated chain length.
Only Woodcroft et al. (2010) and Zhang et al. (2014) report

quantitative association constants between PFAAs and L-FABP
for a series of PFAAs.27,29 However, their results are quite
consistent for perfluorinated chain lengths between 4 and 8
(Figure 4C). For the longer-chain PFAAs, which are only

included in the study by Zhang et al.,29 the KA increases up to a
perfluorinated chain length of about 11 (PFDoA) and decreases
thereafter. Based on this study, L-FABP appears to have a
higher affinity for long-chain PFAAs than does albumin. Given
that the available data for albumin are so variable, however, it is
difficult to say this with any certainty.
Finally, a number of studies have focused on the interaction

of PFAAs with organic anion transporters. The family of
organic anion transporters (OATs in humans, otherwise Oats)
is a class of transporters with very broad substrate specificity
that favors smaller molecules (about 100−600 g/mol).86−88

They have been intensively studied because of their importance
in the excretion of drugs and their metabolites via hepatic and
renal elimination.86,87 All OATS are expressed in the kidneys
and/or liver, and some members are expressed in other tissues
as well. The organic anion transporting polypeptides (OATPs
in humans, otherwise Oatps) are a similar family of transporters
that are ubiquitously expressed, and generally mediate the
uptake of bulkier (>350 g/mol) amphipathic substrates,
including bile acids, steroid conjugates, hormones, and a
number of drugs.88,89

As reviewed by Han et al. 2012, uptake proteins expressed in
kidney cells can be expressed either at the basolateral
membrane or at the apical (brush border) membrane.9 The
basolateral proteins aid elimination by transporting organic
anions from the blood side to the urine side of kidney cells. The
apical membrane proteins are responsible for the reabsorption
of anions from the urine back to the blood. They have been
well studied in the human, mouse, and rat, and include: OAT1
(Oat1), OAT3 (Oat3), and OATP4C1 (Oatp4c1) in the
human, rat and mouse, and OAT2 in the human, all in the
basolateral membrane; OAT4, URAT1, and OATP1A2 in the
human, Oat2, Oat5, Urat1, and Oatp1a1 in the rat and mouse,
all on the apical membrane. Interestingly OAT2 is a basolateral
transporter in the human but an apical one in the rat and
mouse.
The first study showing in vitro PFOA transport by organic

anion transporters was published in 2007 by Katakura et al.,
with Oat3 and Oatp1a1 in the rat.45 Nakagawa et al. (2008)
subsequently used in vitro studies with human embryonic
kidney cells to show that OAT1 and OAT3, but not OAT2,
were capable of transporting PFOA.46 In 2008, Han et al. used
freshly isolated rat hepatocytes to show that the uptake of
PFOA in the liver was at least partially mediated by active
protein transport.47 In a follow-up, Yang and Han (2009)
showed that Oatp1a1, a rat renal transporter responsible for
reabsorption of anions from kidney filtrate back to the blood,
was capable of transporting PFO. That same year Weaver et al.
(2010) published a study of PFCA transport by rat renal Oats
that directly measured uptake rates for the C7, C8, C9, and
C10 PFCAs, this time with rat transporters Oat1, Oat3, Urat1,
and Oatp1a1.50

One of the more interesting features of both OATs and
OATPs are gender-specific differences in expression that can
lead to markedly different pharmacokinetics, and can thus help
to explain observed differences in PFAA excretion in some
species.9 In Figure 4C and D, we summarize the results from
three studies that quantified transporter-mediated PFCA uptake
in cells (no similar studies exist for the PFSAs.).46,48,50 For the
proteins responsible for transfer to urine for excretion (Figure
4C), it is evident that different proteins for different species
have varying levels of affinity for different PFAAs. In general the
rat proteins (Oat1 and Oat3) have higher activity than their
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human counterparts (OAT1 and OAT3), and there is a
substantial difference in the activity of Oat1 and Oat3 for chain
lengths between 7 and 9. For transporters responsible for
reabsorption from urine back to blood (Figure 4D), uptake
rates were only available for Oatp1a1.50 It showed a steep
increase of activity from 6−8 perfluorinated carbons followed
by a decreased but still high activity for PFDA. In other words,
the rate of reabsorption is substantially higher for longer chain
length PFCAs. This is particularly interesting because Oatp1a1
shows male-dominant gender expression in rats, and could help
explain why renal excretion of PFAAs in female rats is
substantially higher, leading to much lower elimination half-
lives (for example, approximately 50 h vs approximately 1000 h
for PFNA in female and male rats, respectively).9

Inhibition studies have been performed for a wider range of
perfluorinated chain lengths with renal excretion and
reabsorption proteins,49,50 and are summarized in the SI
(Figures S11 and S12). Rather than measure the cellular uptake
of PFAAs directly, these studies probed the ability of PFAAs to
suppress the transport of native substrates of the transporter
proteins. Inhibition studies with estrone-3-sulfate (E3S)
showed that interaction with PFCAs was chain-length-depend-
ent, with essentially no inhibition occurring for 3−6
perfluorinated carbons (at low concentrations). Activity of
the excretion proteins peaked at seven to eight perfluorinated
carbons, while those for reabsorption proteins peaked at 9.
Moreover, the activity of the human reabsorption transporters,
OAT4 and URAT1, was substantially greater than that of
Oatp1a1. Again this points to a possible explanation for
differences in observed elimination half-lives, this time between
rats and humans.
Taken together, the observed patterns of PFAA interactions

with albumin, L-FABP and renal transporters show highest
albumin binding for PFAAs of medium chain length (6−9
perfluorinated carbons), an increasing affinity for L-FABP up to
a perfluorinated chain length of about 11, and an increasing rate
of reabsorption from urine back to blood which peaks at about
nine perfluorinated carbons. These interactions all lead to
increasing bioaccumulation (by increasing uptake or storage),
and are balanced by the activity of renal excretion proteins,
which peaks at a chain length of between 7 and 8 and then
decreases substantially. Thus, it is evident that for the PB
model, which seeks to take all of these processes into account,
the curvilinear relationship between bioaccumulation and chain
length observed in the laboratory and field (Figure 3) results
from the combination of different curvilinear relationships
between affinity strengths of PFAAs with albumin, L-FABP, and
renal transporters.
By incorporating species- and gender- specific expression of

renal transporters, the PB model may be able to reproduce the
species- and gender-specific variability that has been reported
for PFAAs. The PL model, on the other hand, has no inherent
mechanism with which to explain these variable half-lives.
Elimination mechanisms considered in the PL model include
respiratory exchange back to the water, which was defined as
the ratio of the uptake rate constant to the sorption capacity, a
fecal elimination rate based on relative sorption capacities for
the organism and feces, and biotransformation, which is
expected to be negligible for PFAAs.25 Thus, elimination
would generally decrease as a function of chain length (or
KOW). However, the small variations in sorption capacity that
would be expected among species (see for instance the
phospholipid distributions we present for rats, rabbits and

humans in SI Figure S9) and certainly between genders could
not explain the very large differences observed in half-lives
between rats, rabbits, and humans.

3. DISCUSSION
Perfluorinated alkyl substances in general and PFAAs in
particular have been the subject of intense research for more
than a dozen years. Much of this research attention has focused
on their unique bioaccumulation behavior. In this review, we
have looked at three key aspects of this behavior: (1) the tissue
distribution of different PFAAs in different species, (2) the
relationship between bioaccumulation potential and perfluori-
nated chain length, and (3) the high gender- and species-
specific variability in elimination half-lives. We have examined
these characteristics in the context of the two mechanistic
models that currently exist for PFAA bioaccumulation: the
phospholipid-based (PL) model of Armitage et al. (2013) and
the protein-binding (PB) model of Ng and Hungerbühler
(2013).
Our analysis has shown that the two models have a similar

ability to predict tissue distribution, with each showing
strengths for particular tissues (e.g., the liver compartment for
the PL model and the blood compartment for the PB model),
and poor performance for others (e.g., blood for the PL model
and liver for the PB model when L-FABP is excluded).
However, for each model plausible explanations could be found
for the observed weaknesses. Overall, the analysis of tissue
distribution alone does not lead to one model clearly
outperforming the other.
For the curvilinear relationship that has been observed

between bioaccumulation factors (BAF) or bioconcentration
factors (BCF) and perfluorinated chain length in both the
laboratory and in field studies, the mechanisms included in the
two models are very different. For the PL model the increase in
bioaccumulation results from increasing hydrophobicity which
leads also to decreasing elimination rates (the BCF in this
model is determined by the sorption capacity of the organism,
DBW, which is in turn determined by the fractions of water,
storage lipids, nonlipid organic matter and membrane lipids, as
well as the octanol−water and membrane−water distribution
coefficients). Thus, for this model there is no clear mechanism
to explain the decrease observed in BCF and BAF for
perfluorinated chain lengths greater than 11. For the PB
model, bioaccumulation is determined based on the balance of
affinities for albumin, L-FABP and renal transporter proteins, all
of which have their own curvilinear relationship with
perfluorinated chain length. Although more complicated than
the PL approach, the PB model incorporating these three
protein interactions showed good agreement with tissue-
specific bioconcentration factors observed in rainbow trout
and common carp.51−53 In a more general sense, the PB model
seems to show greater potential to explain the relationship
between bioaccumulation and PFAA structure, which could
also be extended to other features possibly affected by protein
binding affinities, such as the variability in bioaccumulation
observed for branched versus linear versions of the same PFAA.
Finally, in considering observed differences in elimination

half-lives, only the PB model can propose a mechanistic
explanation. Interaction with fatty acid transport proteins,
which is included in the PB model, has been hypothesized as a
driver of differences in half-lives. A recent review of PFCA
interactions with OAT proteins by Han et al. (2012) nicely
illustrates how such gender differences might emerge.9
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However, many open questions still remain. Both the PL and
PB models were developed based on the bioaccumulation of
PFAAs in fish. As our analysis of tissue distributions showed,
there can be considerable differences between tissue distribu-
tions of some PFAAs in mammals and nonmammals. However,
mammals are much better studied in terms of both
physiological parameters (including phospholipid distribution)
and protein expression and binding affinities. The PB model
would benefit greatly from more data for fish and birds. Given
the high variability in reported values for PFAA-albumin
association constants, studies that are specific to certain types of
albumin would also be useful. In addition, the ability of PFAAs
to bind to other types of fatty acid binding protein should be
explored, as this could have a profound influence on tissue
distribution. Finally, membrane transporters in other key
tissues, including the gut, gills, blood-brain-barrier, and
placenta, warrant further investigation.
Finally, it should be emphasized that the PL and PB models

are by no means mutually exclusive. It may well be that the best
model to mechanistically describe the bioaccumulation of
PFAAs should include both a protein component, particularly
in order to describe the accumulation in the blood compart-
ment and elimination and reabsorption as mediated by
transporter proteins, as well as a phospholipid component to
describe the distribution into tissues where little or no specific
binding occurs. However, we would underscore here that
without including any protein interactions at all, a model would
have little chance of capturing all three key features of PFAA
bioaccumulation.
Although there is still much that remains unknown or poorly

described about PFAAs, they represent only a single class of
perfluorinated alkyl substances. Moreover, long-chain PFAAs
and their precursors are being largely phased out. There is
therefore a need to shift our focus to a much broader range of
structures, and, ideally, move toward more predictive models.
Although we are hampered by a general lack of data regarding
exactly which perfluorinated structures are being used and
released into the environment,90 modeling studies must begin
to incorporate research that looks into these alternatives to the
long-chain PFAAs, both old and new.64,90,91 This will require a
concerted effort to produce new data regarding their properties,
tissue distributions, and elimination half-lives as well as their
distribution coefficients in membrane lipids and affinities for
different proteins in different tissues.

■ ASSOCIATED CONTENT
*S Supporting Information
Additional information as noted in the text. This material is
available free of charge via the Internet at http://pubs.acs.org/.

■ AUTHOR INFORMATION
Corresponding Author
*E-mail: carla.ng@chem.ethz.ch.
Notes
The authors declare no competing financial interest.

■ REFERENCES
(1) Kannan, K. Perfluoroalkyl and polyfluoroalkyl substances:
Current and future perspectives. Environ. Chem. 2011, 8, 333−338.
(2) Houde, M.; De Silva, A. O.; Muir, D. C. G.; Letcher, R. J.
Monitoring of perfluorinated compounds in aquatic biota: An updated
review: PFCs in aquatic biota. Environ. Sci. Technol. 2011, 45, 7962−
7973.

(3) Taniyasu, S.; Kannan, K.; Horii, Y.; Hanari, N.; Yamashita, N. A
survey of perfluorooctane sulfonate and related perfluorinated organic
compounds in water, fish, birds, and humans from Japan. Environ. Sci.
Technol. 2003, 37, 2634−2639.
(4) Conder, J. M.; Hoke, R. A.; Wolf, W.; Russell, M. H.; Buck, R. C.
Are PFCAs bioaccumulative? A critical review and comparison with
regulatory criteria and persistent lipophilic compounds. Environ. Sci.
Technol. 2008, 42, 995−1003.
(5) Ahrens, L.; Siebert, U.; Ebinghaus, R. Total body burden and
tissue distribution of polyfluorinated compounds in harbor seals
(Phoca vitulina) from the German Bight. Mar. Pollut. Bull. 2009, 58,
520−525.
(6) Shi, Y. L.; Wang, J. M.; Pan, Y. Y.; Cai, Y. Q. Tissue distribution
of perfluorinated compounds in farmed freshwater fish and human
exposure by consumption. Environ. Toxicol. Chem. 2012, 31, 717−723.
(7) Andersen, M. E.; Clewell, H. J., III; Tan, Y.-M.; Butenhoff, J. L.;
Olsen, G. W. Pharmacokinetic modeling of saturable, renal resorption
of perfluoroalkylacids in monkeysProbing the determinants of long
plasma half-lives. Toxicology 2006, 227, 156−164.
(8) Olsen, G. W.; Chang, S. C.; Noker, P. E.; Gorman, G. S.;
Ehresman, D. J.; Lieder, P. H.; Butenhoff, J. L. A comparison of the
pharmacokinetics of perfluorobutanesulfonate (PFBS) in rats,
monkeys, and humans. Toxicology 2009, 256, 65−74.
(9) Han, X.; Nabb, D. L.; Russell, M. H.; Kennedy, G.; Rickard, R.
Renal elimination of perfluorocarboxylates (PFCAs). Chem. Res.
Toxicol. 2012, 35−46.
(10) Chen, Y. M.; Guo, L. M. Fluorescence study on site-specific
binding of perfluoroalkyl acids to human serum albumin. Arch. Toxicol.
2009, 83, 255−261.
(11) Bischel, H. N.; Macmanus-Spencer, L. A.; Luthy, R. G.
Noncovalent interactions of long-chain perfluoroalkyl acids with serum
albumin. Environ. Sci. Technol. 2010, 44, 5263−5269.
(12) Hebert, P. C.; Macmanus-Spencer, L. A. Development of a
fluorescence model for the binding of medium- to long-chain
perfluoroalkyl acids to human serum albumin through a mechanistic
evaluation of spectroscopic evidence. Anal. Chem. 2010, 82, 6463−
6471.
(13) Luebker, D. J.; Hansen, K. J.; Bass, N. M.; Butenhoff, J. L.;
Seacat, A. M. Interactions of fluorochemicals with rat liver fatty acid-
binding protein. Toxicology 2002, 176, 175−185.
(14) Lau, C. Perfluoroalkyl acids: Recent research highlights. Reprod.
Toxicol. 2012, 33, 405−409.
(15) Burns, D. C.; Ellis, D. A.; Li, H.; McMurdo, C. J.; Webster, E.
Experimental pKa determination for perfluorooctanoic Acid (PFOA)
and the potential impact of pKa concentration dependence on
laboratory-measured partitioning phenomena and environmental
modeling. Environ. Sci. Technol. 2008, 42, 9283−9288.
(16) Kutsuna, S.; Hori, H. Experimental determination of Henry’s
law constant of perfluorooctanoic acid (PFOA) at 298K by means of
an inert-gas stripping method with a helical plate. Atmos. Environ.
2008, 42, 8883−8892.
(17) Goss, K. U. The pKa values of PFOA and other highly
fluorinated carboxylic acids. Environ. Sci. Technol. 2008, 42, 456−458.
(18) Goss, K. U. Additions and corrections: The pKa values of PFOA
and other highly fluorinated carboxylic acids. Environ. Sci. Technol.
2008, 42, 5032.
(19) Goss, K. U.; Arp, H. P. Comment on Experimental pKa
determination for perfluorooctanoic acid (PFOA) and the potential
impact of pKa concentration dependence on laboratory-measured
partitioning phenomena and envrionmental modeling. Environ. Sci.
Technol. 2009, 43, 5150.
(20) Kutsuna, S.; Hori, H.; Sonoda, T.; Iwakami, T.; Wakisaka, A.
Preferential solvation of perfluorooctanoic acid (PFOA) by methanol
in methanol-water mixtures: A potential overestimation of the
dissociation constant of PFOA using a Yasuda−Shedlovsky plot.
Atmos. Environ. 2012, 49, 411−414.
(21) Vierke, L.; Berger, U.; Cousins, I. T. Estimation of the acid
dissociation constant of perfluoroalkyl carboxylic acids through an

Environmental Science & Technology Critical Review

dx.doi.org/10.1021/es404008g | Environ. Sci. Technol. 2014, 48, 4637−46484646

http://pubs.acs.org/
mailto:carla.ng@chem.ethz.ch


experimental investigation of their water-to-air transport. Environ. Sci.
Technol. 2013, 47, 11032−11038.
(22) Armitage, J. M.; Arnot, J. A.; Wania, F. Potential role of
phospholipids in determining the internal tissue distribution of
perfluoroalkyl acids in biota. Environ. Sci. Technol. 2012, 46, 12285−
12286.
(23) Escher, B. I.; Schwarzenbach, R. P. Partitioning of substituted
phenols in liposome-water, biomembrane-water, and octanol-water
systems. Environ. Sci. Technol. 1995, 30, 260−270.
(24) Escher, B. I.; Schwarzenbach, R. P.; Westall, J. C. Evaluation of
liposome-water partitioning of organic acids and bases. 2. Comparison
of experimental determination methods. Environ. Sci. Technol. 2000,
34, 3962−3968.
(25) Armitage, J. M.; Arnot, J. A.; Wania, F.; Mackay, D.
Development and evaluation of a mechanistic bioconcentration
model for ionogenic organic chemicals in fish. Environ. Toxicol.
Chem. 2013, 32, 115−128.
(26) Arnot, J. A.; Gobas, F. A. P. C. A food web bioaccumulation
model for organic chemicals in aquatic ecosystems. Environ. Toxicol.
Chem. 2004, 23, 2343−2355.
(27) Woodcroft, M. W.; Ellis, D. A.; Rafferty, S. P.; Burns, D. C.;
March, R. E.; Stock, N. L.; Trumpour, K. S.; Yee, J.; Munro, K.
Experimental characterization of the mechanism of perfluorocarboxylic
acids’ liver protein bioaccumulation: The key role of the neutral
species. Environ. Toxicol. Chem. 2010, 29, 1669−1677.
(28) D’Eon, J. C.; Simpson, A. J.; Kumar, R.; Baer, A. J.; Mabury, S.
A. Determining the molecular interactions of perfluorinated carboxylic
acids with human sera and isolated human serum albumin using
nuclear magnetic resonance spectroscopy. Environ. Toxicol. Chem.
2010, 29, 1678−1688.
(29) Zhang, L.; Ren, X.-M.; Guo, L.-H. Structure-based investigation
on the interaction of perfluorinated compounds with human liver fatty
acid binding protein. Environ. Sci. Technol. 2013, 47, 11293−11301.
(30) Guruge, K. S.; Yeung, L. W. Y.; Yamanaka, N.; Miyazaki, S.;
Lam, P. K. S.; Giesy, J. P.; Jones, P. D.; Yamashita, N. Gene expression
profiles in rat liver treated with perfluorooctanoic acid (PFOA).
Toxicol. Sci. 2006, 89, 93−107.
(31) Hu, W.; Jones, P. D.; Celius, T.; Giesy, J. P. Identification of
genes responsive to PFOS using gene expression profiling. Environ.
Toxicol. Pharmacol. 2005, 19, 57−70.
(32) Rosen, M. B.; Thibodeaux, J. R.; Wood, C. R.; Zehr, R. D.;
Schmid, J. E.; Lau, C. Gene expression profiling in the lung and liver of
PFOA-exposed mouse fetuses. Toxicology 2007, 239, 15−33.
(33) Wei, Y.; Chan, L. L.; Wang, D.; Zhang, H.; Wang, J.; Dai, J.
Proteomic analysis of hepatic protein profiles in rare minnow
(Gobiocypris rarus) exposed to perfluorooctanoic acid. J. Proteome
Res. 2008, 7, 1729−1739.
(34) Cheng, X.; Klaassen, C. D. Critical role of PPAR-α in
perfluorooctanoic acid− and perfluorodecanoic acid−induced down-
regulation of Oatp uptake transporters in mouse livers. Toxicol. Sci.
2008, 106, 37−45.
(35) Bjork, J. A.; Lau, C.; Chang, S. C.; Butenhoff, J. L.; Wallace, K.
B. Perfluorooctane sulfonate-induced changes in fetal rat liver gene
expression. Toxicology 2008, 251, 8−20.
(36) Shi, X.; Yeung, L. W. Y.; Lam, P. K. S.; Wu, R. S. S.; Zhou, B.
Protein profiles in zebrafish (Danio rerio) embryos exposed to
perfluorooctane sulfonate. Toxicol. Sci. 2009, 110, 334−340.
(37) Ding, L.; Hao, F.; Shi, Z.; Wang, Y.; Zhang, H.; Tang, H.; Dai, J.
Systems biological responses to chronic perfluorododecanoic acid
exposure by integrated metabonomic and transcriptomic studies. J.
Proteome Res. 2009, 8, 2882−2891.
(38) Han, X.; Snow, T. A.; Kemper, R. A.; Jepson, G. W. Binding of
perfluorooctanoic acid to rat and human plasma proteins. Chem. Res.
Toxicol. 2003, 16, 775−781.
(39) Jones, P. D.; Hu, W. Y.; De, C. W.; Newsted, J. L.; Giesy, J. P.
Binding of perfluorinated fatty acids to serum proteins. Environ.
Toxicol. Chem. 2003, 22, 2639−2649.

(40) MacManus-Spencer, L. A.; Tse, M. L.; Hebert, P. C.; Bischel, H.
N.; Luthy, R. G. Binding of perfluorocarboxylates to serum albumin: A
comparison of analytical methods. Anal. Chem. 2010, 82, 974−981.
(41) Zhang, X.; Chen, L.; Fei, X. C.; Ma, Y. S.; Gao, H. W. Binding of
PFOS to serum albumin and DNA: Insight into the molecular toxicity
of perfluorochemicals. BMC Mol. Biol. 2009, 10, 16.
(42) Wu, L. L.; Gao, H. W.; Gao, N. Y.; Chen, F. F.; Chen, L.
Interaction of perfluorooctanoic acid with human serum albumin.
BMC Struct. Biol. 2009, 9, 31.
(43) Qin, P.; Liu, R.; Pan, X.; Fang, X.; Mou, Y. Impact of carbon
chain length on binding of perfluoroalkyl acids to bovine serum
albumin determined by spectroscopic methods. J. Agric. Food Chem.
2010, 58, 5561−5567.
(44) Bischel, H. N.; Macmanus-Spencer, L. A.; Zhang, C. J.; Luthy, R.
G. Strong associations of short-chain perfluoroalkyl acids with serum
albumin and investigation of binding mechanisms. Environ. Toxicol.
Chem. 2011, 30, 2423−2430.
(45) Katakura, M.; Kudo, N.; Tsuda, T.; Hibino, Y.; Mitsumoto, A.;
Kawashima, Y. Rat organic anion transporter 3 and organic anion
transporting polypeptide 1 mediate perfluorooctanoic acid transport. J.
Health Sci. 2007, 53, 77−83.
(46) Nakagawa, H.; Hirata, T.; Terada, T.; Jutabha, P.; Miura, D.;
Harada, K. H.; Inoue, K.; Anzai, N.; Endou, H.; Inui, K. Roles of
organic anion transporters in the renal excretion of perfluorooctanoic
acid. Basic Clin. Pharmacol. Toxicol. 2008, 103, 1−8.
(47) Han, X.; Yang, C.-H.; Snajdr, S. I.; Nabb, D. L.; Mingoia, R. T.
Uptake of perfluorooctanoate in freshly isolated hepatocytes from
male and female rats. Toxicol. Lett. 2008, 181, 81−86.
(48) Yang, C.-H.; Glover, K. P.; Han, X. Organic anion transporting
polypeptide (Oatp) 1a1-mediated perfluorooctanoate transport and
evidence for a renal reabsorption mechanism of Oatp1a1 in renal
elimination of perfluorocarboxylates in rats. Toxicol. Lett. 2009, 190,
163−171.
(49) Yang, C.-H.; Glover, K. P.; Han, X. Characterization of cellular
uptake of perfluorooctanoate via organic anion-transporting polypep-
tide 1A2, organic anion transporter 4, and urate transporter 1 for their
potential roles in mediating human renal reabsorption of perfluor-
ocarboxylates. Toxicol. Sci. 2010, 117, 294−302.
(50) Weaver, Y. M.; Ehresman, D. J.; Butenhoff, J. L.; Hagenbuch, B.
Roles of rat renal organic anion transporters in transporting
perfluorinated carboxylates with different chain lengths. Toxicol. Sci.
2010, 113, 305−314.
(51) Ng, C.; Hungerbuehler, K. Bioconcentration of perfluorinated
alkyl acids: How important is specific binding? Environ. Sci. Technol.
2013, 47, 7214−7223.
(52) Martin, J. W.; Mabury, S. A.; Solomon, K. R.; Muir, D. C. G.
Bioconcentration and tissue distribution of perfluorinated acids in
rainbow trout (Oncorhynchus mykiss). Environ. Toxicol. Chem. 2003, 22,
196−204.
(53) Inoue, Y.; Hashizume, N.; Yakata, N.; Murakami, H.; Suzuki, Y.;
Kikushima, E.; Otsuka, M. Unique physicochemical properties of
perfluorinated compounds and their bioconcentration in common carp
Cyprinus carpio L. Arch. Environ. Contam. Toxicol. 2012, 62, 672−680.
(54) Gannon, S. A.; Johnson, T.; Nabb, D. L.; Serex, T. L.; Buck, R.
C.; Loveless, S. E. Absorption, distribution, metabolism, and excretion
of [14C]-perfluorohexanoate ([14C]-PFHx) in rats and mice.
Toxicology 2011, 283, 55−62.
(55) Kemper, R. A. Perfluorooctanoic acid: Toxicokinetics in the rat.
Project ID: DuPont 7473. USEPA public docket administrative record
AR-226-1499, 2003.
(56) Chang, S.-C.; Noker, P. E.; Gorman, G. S.; Gibson, S. J.; Hart, J.
A.; Ehresman, D. J.; Butenhoff, J. L. Comparative pharmacokinetics of
perfluorooctanesulfonate (PFOS) in rats, mice, and monkeys. Reprod.
Toxicol. 2012, 33, 428−440.
(57) Bogdanska, J.; Sundstrom, M.; Bergstrom, U.; Borg, D.; Abedi-
Valugerdi, M.; Bergman, A.; DePierre, J.; Nobel, S. Tissue distribution
of 35S-labelled perfluorobutanesulfonic acid in adult mice following
dietary exposure for 1−5 days. Chemosphere 2014, 98, 28−36.

Environmental Science & Technology Critical Review

dx.doi.org/10.1021/es404008g | Environ. Sci. Technol. 2014, 48, 4637−46484647



(58) Kelly, B. C.; Ikonomou, M. G.; Blair, J. D.; Surridge, B.; Hoover,
D.; Grace, R.; Gobas, F. A. P. C. Perfluoroalkyl contaminants in an
Arctic marine food web: Trophic magnification and wildlife exposure.
Environ. Sci. Technol. 2009, 43, 4037−4043.
(59) Gebbink, W. A.; Letcher, R. J. Comparative tissue and body
compartment accumulation and maternal transfer to eggs of
perfluoroalkyl sulfonates and carboxylates in Great Lakes herring
gulls. Environ. Pollut. 2012, 162, 40−47.
(60) Harris, R. A.; Gambal, D. Fluorometric determination of total
phospholipids in rat tissues. Anal. Biochem. 1963, 5, 479−488.
(61) Ansell, G. B.; Hawthorne, J. N. Phospholipids; Elsevier, 1982.
(62) Dougherty, R. M.; Iacono, J. M. Effects of dietary calcium on
blood and tissue lipids, tissue phospholipids, calcium and magnesium
levels in rabbits fed diets containing beef tallow. J. Nutr. 1979, 109,
1934−1945.
(63) Cevc, G. Phospholipids Handbook. 1993.
(64) Wang, S.; Huang, J.; Yang, Y.; Hui, Y.; Ge, Y.; Larssen, T.; Yu,
G.; Deng, S.; Wang, B.; Harman, C. First report of a Chinese PFOS
alternative overlooked for 30 years: Its toxicity, persistence, and
presence in the environment. Environ. Sci. Technol. 2013, 47, 10163−
10170.
(65) Nicholson, J. P.; Wolmarans, M. R.; Park, G. R. The role of
albumin in critical illness. Br. J. Anaesth. 2000, 85, 599−610.
(66) Rothschild, M. A.; Oratz, M.; Schreiber, S. S. Serum albumin.
Hepatology 1988, 8, 385−401.
(67) Rothschild, M. A.; Bauman, A.; Yalow, R. S.; Berson, S. A.
Tissue distribution of I131 labeled human serum albumin following
intravenous administration. J. Clin. Invest. 1955, 34, 1354−1358.
(68) Sloop, C. H.; Dory, L.; Roheim, P. S. Interstitial fluid
lipoproteins. J. Lipid Res. 1987, 28, 225−237.
(69) Wiig, H.; Reed, R. K.; Tenstad, O. Interstitial fluid pressure,
composition of interstitium, and interstitial exclusion of albumin in
hypothyroid rats. Am. J. Physiol.: Heart Circ. Physiol. 2000, 278,
H1627−H1639.
(70) Endo, S.; Brown, T. N.; Goss, K. U. General model for
estimating partition coefficients to organisms and their tissues using
the biological compositions and polyparameter linear free energy
relationships. Environ. Sci. Technol. 2013, 47, 6630−6639.
(71) Mal̈kia,̈ A.; Murtomak̈i, L.; Urtti, A.; Kontturi, K. Drug
permeation in biomembranes: In vitro and in silico prediction and
influence of physicochemical properties. Eur. J. Pharm. Sci. 2004, 23,
13−47.
(72) Glatz, J. F. C.; Luiken, J. J. F. P.; van Bilsen, M.; van der Vusse,
G. J. Cellular lipid binding proteins as facilitators and regulators of
lipid metabolism. Mol. Cell. Biochem. 2002, 239, 3−7.
(73) Martin, J. W.; Mabury, S. A.; Solomon, K. R.; Muir, D. C. G.
Dietary accumulation of perfluorinated acids in juvenile rainbow trout
(Oncorhynchus mykiss). Environ. Toxicol. Chem. 2003, 22, 189−195.
(74) Jeon, J.; Kannan, K.; Lim, H. K.; Moon, H. B.; Kim, S. D.
Bioconcentration of perfluorinated compounds in blackrock fish,
Sebastes schlegeli, at different salinity levels. Environ. Toxicol. Chem.
2010, 29, 2529−2535.
(75) Loi, E. I. H.; Yeung, L. W. Y.; Taniyasu, S.; Lam, P. K. S.;
Kannan, K.; Yamashita, N. Trophic magnification of poly- and
perfluorinated compounds in a subtropical food web. Environ. Sci.
Technol. 2011, 45, 5506−5513.
(76) Fang, S.; Chen, X.; Zhao, S.; Zhang, Y.; Jiang, W.; Yang, L.; Zhu,
L. Trophic magnification and isomer fractionation of perfluoroalkyl
substances in the food web of Taihu Lake, China. Environ. Sci. Technol.
2014, 48, 2173−2182.
(77) Curry, S. Plasma albumin as a fatty acid carrier. Adv. Mol. Cell
Biol. 2003, 33, 29−46.
(78) Pedersen, A. O.; Mensberg, K. L. D.; Kragh-Hansen, U. Effects
of Ionic Strength and pH on the binding of medium-chain fatty acids
to human serum albumin. Eur. J. Biochem. 1995, 233, 395−405.
(79) Van Der Vusse, G. J. Albumin as fatty acid transporter. Drug.
Metab. Pharmacok. 2009, 24, 300−307.

(80) Luo, Z. P.; Shi, X. L.; Hu, Q.; Zhao, B.; Huang, M. D. Structural
evidence of perfluorooctane sulfonate transport by human serum
albumin. Chem. Res. Toxicol. 2012, 25, 990−992.
(81) Salvalaglio, M.; Muscionico, I.; Cavallotti, C. Determination of
energies and sites of binding of PFOA and PFOS to human serum
albumin. J. Phys. Chem. B 2010, 114, 14860−14874.
(82) Richieri, G. V.; Ogata, R. T.; Kleinfeld, A. M. Equilibrium
constants for the binding of fatty acids with fatty acid-binding proteins
from adipocyte, intestine, heart, and liver measured with the
fluorescent probe ADIFAB. J. Biol. Chem. 1994, 269, 23918−23930.
(83) Londraville, R. L. Intracellular fatty acid-binding proteins:
Putting lower vertebrates in perspective. Braz. J. Med. Biol. Res. 1996,
29, 707.
(84) Furuhashi, M.; Hotamisligil, G. S. Fatty acid-binding proteins:
Role in metabolic diseases and potential as drug targets. Nat. Rev. Drug
Discov 2008, 7, 489−503.
(85) Di Pietro, S. M.; Dell’angelica, E. C.; Veerkamp, J. H.; Sterin-
Speziale, N.; Santome,́ J. A. Amino acid sequence, binding properties
and evolutionary relationships of the basic liver fatty-acid-binding
protein from the catfish Rhamdia sapo. Eur. J. Biochem. 1997, 249,
510−517.
(86) VanWert, A. L.; Gionfriddo, M. R.; Sweet, D. H. Organic anion
transporters: Discovery, pharmacology, regulation and roles in
pathophysiology. Biopharm. Drug Dispos. 2010, 31, 1−71.
(87) Riedmaier, A. E.; Nies, A. T.; Schaeffeler, E.; Schwab, M.
Organic anion transporters and their implications in pharmacotherapy.
Pharmacol. Rev. 2012, 64, 421−449.
(88) Roth, M.; Obaidat, A.; Hagenbuch, B. OATPs, OATs and
OCTs: The organic anion and cation transporters of the SLCO and
SLC22A gene superfamilies. Br. J. Pharmacol. 2012, 165, 1260−1287.
(89) Hagenbuch, B.; Stieger, B. The SLCO (former SLC21)
superfamily of transporters. Mol. Aspects Med. 2013, 34, 396−412.
(90) Wang, Z.; Cousins, I. T.; Scheringer, M.; Hungerbühler, K.
Fluorinated alternatives to long-chain perfluoroalkyl carboxylic acids
(PFCAs), perfluoroalkane sulfonic acids (PFSAs) and their potential
precursors. Environ. Int. 2013, 60, 242−248.
(91) D’Agostino, L. A.; Mabury, S. A. Identification of novel
fluorinated surfactants in aqueous film forming foams and commercial
surfactant concentrates. Environ. Sci. Technol. 2014, 48, 121−129.

Environmental Science & Technology Critical Review

dx.doi.org/10.1021/es404008g | Environ. Sci. Technol. 2014, 48, 4637−46484648


