
RESEARCH Open Access

Lack of plasma albumin impairs intravascular
lipolysis and explains the associated free fatty
acids deficiency and hypertriglyceridemia
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Abstract

Background: Abnormalities in lipid metabolism and transport are hallmarks in analbuminemic Nagase rats (NAR)
and humans. Triglyceridemia is nearly 3- to 5-fold higher in female NAR than in control Sprague-Dawley rats (SDR).
Also, NAR present with a severe plasma free fatty acid (FFA) deficit. There are conflicting results regarding the
mechanisms underlying NAR hypertriglyceridemia.

Objective: We aimed at investigating whether liver lipogenesis and triglyceride secretion rates into the plasma
contribute to the hypertriglyceridemia in NAR. We also studied whether heparin or albumin administration would
release the hypothesized lipolysis inhibition in NAR.

Methods: The incorporation of tritiated water into lipids and the linear accumulation rate of plasma triglycerides
after Triton WR1339 injection were the measures of liver lipogenesis and triglyceride secretion rates.

Results: Lipogenesis (596 ± 40 vs. 929 ± 124 μmol 3H2O/g/h) and triglyceride (4.25 ± 1.00 vs. 7.04 ± 1.68 mg/dL/
min) secretion rates were slower (P ≤ 0.05) in fasted NAR than in control SDR. The injection of either heparin or
albumin elicited an increase in NAR plasma FFA levels over time. FFA levels reached control levels 90 min after the
albumin administration, increasing from 0.36 ± 0.05 to 1.34 ± 0.16 mEq/L (P ≤ 0.05). These results indicate that the
lack of plasma albumin inhibits intravascular lipolysis and causes the FFA deficit observed in NAR.

Conclusion: NAR hepatic triglyceride synthesis and output do not contribute to NAR hypertriglyceridemia. We
propose that the lack of albumin diminishes intravascular lipolysis which reduces the plasma triglyceride removal
rate and explain both NAR hypertriglyceridemia and FFA deficiency.

Introduction
Albumin is the most abundant plasma protein in mam-
mals and plays an important role as a carrier for a variety
of molecules. Albumin possesses a high binding affinity
for certain divalent cations, bilirubin, free fatty acids
(FFA) and other molecules, including xenobiotics. Due to
its high abundance and low molecular weight in relation
to other major plasma proteins, albumin is responsible
for about 80% of the total plasma oncotic pressure [1].
Therefore, albumin is a key regulator of fluid distribution
between the plasma and interstitial compartments in
physiological conditions; although the absence of plasma

albumin can be well compensated by increased liver
secretion of other proteins which help to maintain nearly
normal plasma oncotic pressure [2]. Other less under-
stood functions may also be ascribed to albumin, since its
plasma depletion and redox modification have been
demonstrated in several pathological conditions [3-5].
Both humans and rats (Nagase rats, NAR) suffering

from congenital analbuminemia present with minor
clinical symptoms despite the ascribed roles of albumin
[6-8]. Abnormalities in fat storage and in lipid metabo-
lism and/or transport are hallmarks of analbuminemic
NAR and humans [9-15]. Plasma triglyceride (TG) levels
are 3- to 5-fold higher in female NAR than in control
Sprague-Dawley rats (SDR). A more severe dyslipidemia
in female NAR seems to be partially driven by estrogen
[13]. Compared to male, female NAR also develop more
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efficient adaptations to the lack of plasma albumin and
do not present a deficit in total plasma proteins [2]. In
analbuminemic plasma, very low density lipoprotein tri-
glycerides (VLDL-TG) accounts for the largest fraction
of total triglycerides [15]. Conversely, plasma FFA levels
are severely decreased in NAR compared to control
[14]. In addition, analbuminemic rats and human sub-
jects present with hypercholesterolemia [6,9,11,12]. This
lipemic phenotype predisposes the affected individuals
to a higher risk of developing cardiovascular disease,
while low levels of FFA may contribute to other meta-
bolic-related alterations, such as the fatigue experienced
by analbuminemic individuals [7,11,12,16].
Studies addressing the basis of hypertriglyceridemia in

NAR have shown conflicting results. Catanozzi et al.
[17] reported a faster triglyceride secretion rate from the
liver and a slightly faster VLDL-protein plasma clear-
ance rate. In contrast, others have demonstrated that
NAR present with a slower plasma clearance rate of
chylomicron-TG [16] or a similar clearance rate of
VLDL- and chylomicron-TG [18]. In addition, lower
post-heparin plasma lipoprotein lipase (LPL) activity has
been described in NAR [13,19]. Regarding the hepatic
production of triglycerides, Joles et al. [9] showed that
the liver lipogenesis rate is not different between NAR
and SDR. Therefore, no clear conclusions can be drawn
concerning the main metabolic processes contributing
to NAR hypertriglyceridemia. Differences in criteria for
animal group pairing (by body mass or by age), sex,
basal states (fasted vs. fed) and methodology may
account for these data discrepancies.
Despite the known roles of albumin as a FFA acceptor

and carrier [20], there are no data on the mechanism
underlining the low levels of plasma FFA found in NAR.
It is still unknown whether the FFA deficit is a conse-
quence of lipolysis inhibition, either directly by lower
LPL activity [13,19] or by a deficiency in plasma albumin,
or by both. Abnormalities, such as lower body mass and
adiposity [10] and the exercise and starvation intolerance
observed in NAR [21,22], seem consistent with a condi-
tion of lower FFA availability and flux into tissues [16,23].
In this work, we found that liver lipogenesis and hepatic

triglyceride output are decreased in fasted NAR compared
to control. We also show that the low levels of plasma FFA
are due to an inhibition of intravascular lipolysis caused by
an acceptor (albumin) deficiency in NAR. All together, our
data indicate that hepatic triglyceride production does not
contribute to NAR fasting hypertriglyceridemia.

Materials and methods
Animal housing and plasma variable assessments
NAR founders were kindly donated by Dr. Eder Quintão
from the Lipid Laboratory at the University of São Paulo
Medical School and were bred and maintained in the

animal facility of our department. The experiments were
approved by the Committee for Ethics in Animal Experi-
mentation at the University and are in accordance with
the Guide for the Care and Use of Laboratory Animals
published by the National Academy of Sciences. The rats
had free access to a standard laboratory rodent chow diet
(Nuvital CR1) and water. Female rats, 12-14 weeks old,
were housed at 22 ± 2°C on a 12 h light-dark cycle.
Unless otherwise stated, all the measurements were car-
ried out in female NAR after a 20-h fasting, and the
blood samples were taken from the tip of the tail. Trigly-
cerides (Roche Diagnostics), total cholesterol (Roche
Diagnostics), total proteins (Bradford, Sigma) and free
fatty acids (Wako Chemicals, Japan) were determined in
the plasma using enzymatic-colorimetric methods
according to the instructions of the manufacturers.

Total liver lipogenesis
The rate of total lipid synthesis was measured in vivo.
The rats were injected intraperitoneally with 20 mCi of
tritiated water (3H2O) dissolved in an isotonic saline
solution as described previously [24]. One hour later,
blood samples were obtained from the tip of the tail
from anesthetized rats (ketamine 75 mg/kg and xylazine
10 mg/kg), and livers were excised, minced, and saponi-
fied; after which lipids were extracted with hexane [25].
Radioactivity in the lipid extract was measured in a Beta
Counter (LS6000 Beckman Instruments, California,
USA). The specific activity of 3H2O was measured in
the plasma in triplicate. The rate of total lipid synthesis
was calculated as μmol of 3H2O incorporated into the
lipids per gram of tissue in one hour (μmol/g/h).

Triglyceride secretion rate
The hepatic triglyceride secretion rate to the plasma was
measured after the administration of Tyloxapol WR1339
(Sigma), as described previously by Otway & Robinson
[26]. Briefly, rats were bled to obtain baseline plasma sam-
ples and then injected intravenously (tail vein) with Tylox-
apol WR1339 at a dose of 400 mg/kg (15% v/v solution in
saline). Blood samples (50 μL) were collected at 15, 30, 60,
and 90 min after the Tyloxapol WR1339 injection. Trigly-
ceride levels were measured in the plasma samples. The
slopes from the linear regression of the triglyceride con-
centrations vs. time curves were calculated (mg/dL/min).
Experiments were performed between 10:00 and 13:00 h.
Additional groups of overnight sucrose-fed (5% in drink-
ing water) female and male NAR were also subjected to
this experiment. These rats were fed with carbohydrate
only to avoid interference of absorbed fat.

Albumin- or heparin-stimulated in vivo lipolysis
Sodium heparin (Cristália, Brazil) and bovine serum albu-
min (globulin and fatty acid free, Sigma) were diluted in
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saline. The rats were injected with heparin (1,000 U/Kg,
intraperitoneally) or with albumin (1.3 g/kg, intrave-
nously). Blood samples were taken before (0 min) and
after the injections (30 and 90 min). After blood plasma
was separated by centrifugation (4°C, 3000 g for 10 min),
plasma FFA levels were measured. FFA levels were also
measured in an aliquot of the injected albumin solution
but were not detected. In order to control for likely
changes in plasma volume due to the intravascular albu-
min injection (0.27 mL per 100 g), additional NAR and
SDR groups were injected with saline at the same volume.
The amount of injected albumin (1.3 g/kg) was expected
to elevate plasma albumin concentrations from nearly
zero to above 17 mg/mL in NAR [17]. As conducted in
females, the lipolysis induced by intravenous albumin
injection was also studied in fasting male NAR, but plasma
free glycerol levels, instead of plasma FFA, were measured
enzymatically (Sigma).

In vitro serum lipolysis
Blood samples from resting rats were taken without
anti-clogging agents and immediately centrifuged (4°C,
3000 g for 10 min) to separate the serum. Aliquots of
the serum (120 μL) were incubated with exogenous
albumin (final concentration of 30 mg/mL) or its vehicle
(saline) at 37°C for 10 min with continuous shaking. Ali-
quots (20 μL) were withdrawn and quickly frozen in
liquid nitrogen for later FFA analysis. Lipolysis was cal-
culated as an increase in FFA concentration between the
time points (zero to 10 min).

Statistical analysis
Data are represented as mean ± SD. Differences between
means were assessed by a Student’s t-test or one- or
two-way analysis of variance (ANOVA) with repeated
measures. A one-way ANOVA was run within the NAR
albumin group to test for the effects of the albumin
injection (Figure 2A) because we compared the pre-and
post-injection values within this group only. The signifi-
cance level was set at P ≤ 0.05.

Results
The body and liver masses and the concentrations of the
plasma lipids and proteins from NAR and SDR are
shown in Table 1. As compared to SDR of the same
age, 12-14 week old female NAR exhibited lower body
and higher liver masses, a 5-fold increase in TG levels, a
2.6-fold increase in cholesterol levels, and one-third of
the FFA concentrations (P ≤ 0.05). Enlarged NAR livers
probably reflect hypertrophy to compensate for the
albumin deficiency, leading to additional synthesis and
secretion of other plasma proteins.
The liver lipogenesis rate (596 ± 40 vs. 929 ± 124

μmol 3H2O/g/h) and the hepatic TG secretion rate into

the plasma (4.25 ± 1.00 vs. 7.04 ± 1.68 mg/dL/min)
were significantly (P ≤ 0.05) reduced in the 20-h fasted
NAR compared to the SDR controls (Figure 1). In over-
night sucrose-fed female (n = 4 each group) and male
(n = 6 each group) rats, the hepatic TG secretion rates
into the plasma were not significantly different between
NAR and SDR: 5.27 ± 0.73 vs 6.08 ± 0.56 mg/dL/min
for females, and 2.95 ± 0.77 vs 3.67 ± 0.82 mg/dL/min
for males. Therefore, irrespective of feeding state and
sex, liver triglyceride output does not explain the higher
TG plasma levels in NAR.
Data from early in vitro studies with purified LPL

[20,27] showed that albumin allows lipolysis to proceed
by acting as a FFA acceptor. Here, we show that an
intravascular injection of albumin into NAR elicited an
almost linear increase in the plasma FFA levels over
time (Figure 2A). NAR plasma FFA levels increased 4-
fold from a baseline of 0.36 ± 0.05 to nearly the control
levels of 1.34 ± 0.16 mEq/L 90 min after the injection
(P ≤ 0.05) (Figure 2A). SDR and NAR groups were also
injected with saline to control for possible changes in
plasma volume, which actually did not cause significant
fluctuations in plasma FFA levels (Figure 2A). A heparin
injection, which is known to increase the plasma activity
of LPL [28], promptly increased (P ≤ 0.05) the plasma
FFA levels in NAR but had no effect on SDR (Figure
2B). The highest increase in plasma FFA levels in NAR
was observed 30 min after the heparin injection (from a
baseline of 0.52 ± 0.12 to 1.40 ± 0.41 mEq/L, P ≤ 0.05)
and decreased thereafter (Figure 2B). Despite the lack of
albumin acting as a FFA acceptor in NAR, the heparin
injection was effective in acutely increasing plasma FFA
levels, probably because lipoproteins can carry an addi-
tional load of FFA [29]. The lack of an observable effect
of heparin on SDR’s plasma FFA levels is probably due

Table 1 Body and liver masses and plasma lipid and
protein concentrations in analbuminemic (NAR) and
control (SDR) rats

SDR NAR

Body Mass
(g)

285.8 ± 24.8
N = 9

216.4 ± 8.7*
N = 9

Liver Mass
(g/100 g)

3.4 ± 0.2
N = 9

5.5 ± 0.4*
N = 9

Plasma Proteins
(g/L)

59.3 ± 8.0
N = 4

55.7 ± 3.3
N = 4

Triglycerides
(mg/dL)

62.2 ± 20.1
N = 10

316.8 ± 99.8*
N = 10

Cholesterol
(mg/dL)

72.6 ± 15.5
N = 10

189.2 ± 22.8*
N = 10

FFA
(mEq/L)

1.53 ± 0,22
N = 8

0.48 ± 0,06*
N = 8

Mean ± SD. *P ≤ 0.05 vs. SDR. Female Nagase rats (NAR) and Sprague-Dawley
rats (SDR) were paired by age (12 to 14 weeks old). Liver mass expressed as
gram per 100 g of total body mass. FFA: free fatty acids.

Figueira et al. Lipids in Health and Disease 2010, 9:146
http://www.lipidworld.com/content/9/1/146

Page 3 of 6



to low concentrations of substrate (TG-rich lipopro-
teins) after the long fasting period.
The effect of exogenous albumin (final concentration of

30 mg/mL) on in vitro lipolysis was also studied. The
addition of albumin to NAR serum promoted a nearly 3-
fold stimulation in the amount of released FFA (Figure
3). The extent of lipolysis, taken as FFA accumulation
above the initial values in NAR serum, increased (P ≤
0.05) from 120.3 ± 21.1 (saline control) to 310.2 ± 51.5
uEq/L in the presence of exogenous albumin.
Since female NAR present with more prominent

abnormalities in lipid metabolism compared to male
NAR [12,30], we also investigated whether intravenous

albumin injection would stimulate plasma lipolysis in
fasted male NAR. Similarly to female NAR, plasma lipo-
lysis was stimulated in male NAR as indicated by a
2-fold increase (P ≤ 0.05) in plasma free glycerol levels
90 min after the intravenous injection of albumin (from
a pre-injection level of 125.0 ± 17.7 to 260.4 ± 31.3
umol/L at the 90th min after the injection).

Discussion
Our results indicate that hypertriglyceridemia in analbu-
minemic rats does not occur as a result of increased
hepatic triglyceride synthesis and output (Figure 1).
Consequently, a slower removal rate of the plasma
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triglycerides seems to delineate the origin of NAR
hypertriglyceridemia. Triglyceride removal from the cir-
culation by targeted tissues occurs after their breakdown
into glycerol and FFA [31]. Most of the FFA (~80%)
that are derived from the LPL-mediated lipolysis of
plasma triglyceride-rich lipoproteins are mixed within
the pool of albumin-bound FFA before their transport
into tissues [23,32]. Our data show that plasma lipolysis
is stimulated by the exogenous administration of albu-
min in NAR, both in vivo (Figure 2A) and in vitro
(Figure 3). These data support that the lack of albumin
limits LPL activity and thus, slows down the removal
rate of plasma triglyceride-rich lipoproteins.
Regarding the contribution of hepatic triglyceride pro-

duction our findings differ from previous studies that
reported this process is enhanced in fasted female NAR
[13] and in glucose-fed male NAR [17]. However, in
sucrose-fed NAR groups, our results are in accordance
with data from Joles et al. [9] that showed similar liver
lipogenesis rates between fed NAR and controls. Some
discrepancies may be due to important differences in
study design. First, we paired the rat groups by age
(3-month old) and not by body mass as did Catanozzi et
al. [17]. It is noteworthy that NAR are lighter than SDR at
the same age. Second, the time of the day at which the
experiments were conducted must be considered, since
circadian rhythms are well known modifiers of sterol and
lipid biosynthesis. While we performed the metabolic stu-
dies in the morning from 10:00 to 13:00 h, Catanozi et al.
[17] evaluated TG secretion rates from 17:00 to 19:00 h.
Third, fasting period and/or type of diet prior to the
experiments could also interfere in the results. Thus,

based on our findings one can conclude that, either during
fasting or fed states, hepatic triglyceride production does
not contribute to NAR hypertriglyceridemia. However,
since we measured liver lipogenesis only, we may not
exclude that extra-hepatic lipogenesis may contribute to
NAR hyperlipidemia as previously shown by Joles et al. [9].
A plasma FFA deficit (Table 1) has long been

described in NAR [14] and is also observed in analbumi-
nemic humans [7]. However, its physiological basis has
never been experimentally addressed. Our attempts to
stimulate plasma lipolysis, either by releasing the
hypothesized lipolysis inhibition (albumin injection) or
by increasing plasma LPL activity (heparin injection),
caused a significant increase in plasma FFA levels in
NAR, although only albumin induced a virtually com-
plete correction of the NAR plasma FFA deficit (Figure
2A). The fast rise in plasma FFA levels induced by the
injection of heparin in NAR (Figure 2B) reveals that the
restraint on intravascular lipolysis is not due to defective
LPL activity. Therefore, the metabolic machinery
involved in plasma triglyceride breakdown and FFA
release is not severely compromised in NAR and the
plasma FFA deficit reflects an impaired lipolysis due
mainly to a lack of plasma albumin as an acceptor.
However, since lower LPL activity was reported in NAR
parametrial adipose and heart tissues [10,19], it is possi-
ble that the lower tissue-specific LPL may constitute
another restraint for FFA flux into the NAR tissues [23].
Previous in vitro enzymatic studies using purified LPL

clearly demonstrated that albumin acts as a FFA acceptor
and allows lipolysis to proceed [20,27]. Yet, this funda-
mental role of albumin in the control of lipolysis was not
known to operate in vivo. The present results (Figure 2A)
expand these previous in vitro findings of albumin play-
ing a permissive role in intravascular lipolysis. To avoid
any misinterpretation between albumin having a FFA
sparing effect or stimulating lipolysis, we used an in vitro
setup to assess the effects of exogenous albumin on the
NAR serum lipolysis rate (Figure 3). This result clearly
indicates that albumin is affecting lipolysis, i.e. stimulat-
ing the appearance of FFA in NAR plasma.
In conclusion, although NAR present with marked

liver hypertrophy, the hepatic triglyceride synthesis and
output rates do not contribute to the analbuminemic
hypertriglyceridemia. Instead, an impaired triglyceride
removal from the circulation may cause this alteration.
It is proposed that a lack of plasma albumin to act as a
FFA acceptor inhibits the intravascular lipolysis rate,
which in turn hampers plasma triglyceride breakdown
and its plasma removal.

Acknowledgements
This work was supported by grants from Fundação de Amparo à Pesquisa
do Estado de São Paulo (FAPESP), Conselho Nacional de Desenvolvimento

300

375

ne
 (

E
q/

L)
 

Albumin
*

0

75

150

225

FA
 a

bo
ve

 b
as

el
in

Saline

0 10

0F

Time after addition (min)
Figure 3 Exogenous albumin stimulates in vitro free fatty acid
(FFA) release into fresh NAR serum. NAR serum was incubated at
37°C in the presence of exogenous albumin or vehicle (saline).
Immediately after these additions and after 10 min of incubation,
aliquots were taken for FFA analysis. Data are mean ± SD of the
change in FFA concentration above the baseline value. N = 3 and
the samples were incubated in duplicate. * P ≤ 0.05 vs. saline at the
same time point.

Figueira et al. Lipids in Health and Disease 2010, 9:146
http://www.lipidworld.com/content/9/1/146

Page 5 of 6



Científico e Tecnológico (CNPq) and Instituto Nacional de Obesidade e
Diabetes. Figueira TR is a PhD student supported by a FAPESP fellowship.
We are especially grateful to the technical assistance of Roberto C. Stahl.

Author details
1Departamento de Patologia Clínica, Faculdade de Ciências Médicas,
UNICAMP - Universidade Estadual de Campinas, Campinas, SP, Brazil.
2Departamento de Fisiologia e Biofísica, Instituto de Biologia, UNICAMP -
Universidade Estadual de Campinas, Campinas, SP, Brazil.

Authors’ contributions
TRF designed some experiments, conducted the experiments and the
assays, analyzed the data, and wrote the manuscript. AEV designed the
study, critically discussed the results, proposed new experiments, and
critically reviewed the final version of the manuscript. HCFO designed the
experiments, discussed the experimental protocols, discussed the data, and
wrote the manuscript. All authors have read and approved the final version
of this manuscript.

Competing interests
The authors declare that they have no competing interests.

Received: 24 November 2010 Accepted: 27 December 2010
Published: 27 December 2010

References
1. Peters T: All about albumin: biochemistry, genetics, and medical applications

San Diego: Academic Press; 1996.
2. Joles JA, Jansen EHJM, Laan CA, Willekes-Koolschijn N, Kortlandt W,

Koomans HA: Plasma proteins in growing analbuminemic rats fed on a
diet of low-protein content. Br J Nut 1989, 61:485-494.

3. Bourdon E, Loreau N, Blache D: Glucose and free radicals impair the
antioxidant properties of serum albumin. FASEB 1999, 13:233-244.

4. Simpkins CO, Little D, Brenner A, Hill JA, Griswold JA: Heterogeneity in the
effect of albumin and other resuscitation fluids on intracellular oxygen
free radical production. J Trauma 2004, 56:548-559.

5. Turell L, Carballal S, Botti H, Radi R, Alvarez B: Oxidation of the albumin
thiol to sulfenic acid and its implications in the intravascular
compartment. Braz J Med Biol Res 2009, 42:305-11.

6. Nagase S: Albumin-deficient rat mutant. Science 1979, 205:590-1.
7. Koot BGP, Houwen R, Nauta DPJ: Congenital analbuminemia: biochemical

and clinical implications. A case report and literature review. Eur J Pediatr
2004, 163:664-70.

8. Neuhaus TJ, Stallmach T, Genewein A: A boy with congenital
analbuminemia and steroid-sensitive idiopathic nephritic syndrome: an
experiment of nature. Eur J Pediatr 2008, 167:1073-1077.

9. Joles JA, Feingold KR, Van Tol A, Cohen LH, Sun X, Jones H Jr, Davies RW,
Kaysen GA: Extrahepatic lipogenesis contributes to hyperlipidemia in the
analbuminemic rat. Am J Physiol 1993, 265:F70-F76.

10. Kikuchi H, Tamura S, Nagase S, Tsuiki S: Hypertriacylglycerolemia and
adipose tissue lipoprotein lipase activity in the nagase analbuminemic
rat. Biochi Biophys Acta 1983, 744:165-70.

11. Baldo-Enzi G, Baiocchi MR, Vigna G, Andrian C, Mosconi C, Fellin R:
Analbuminemia: a natural model of metabolic compensatory systems.
J Inher Metab Dis 1987, 10:317-329.

12. Newstead J, Card S, Lyon A: Low serum albumin and abnormal body
shape in a young Canadian First Nations woman. Lab Med 2004,
35:350-356.

13. Shearer G, Joles JA, Jones H, Walzem RL, Kaysen G: Estrogen effects on
triglyceride metabolism in analbuminemic rats. Kidney Int 2000,
57:2268-2274.

14. Ando S, Kon K, Tanaka Y, Nagase S, Nagai Y: Characterization of
hyperlipidemia in Nagase analbuminemic rat (NAR). J Biochem 1981,
87:1859-1862.

15. Van Tol A, Jansen EHJM, Koomans HA, Joles JA: Hyperlipoproteinemia in
Nagase analbuminemic rats: effects of pravastatin on plasma (apo)
lipoproteins and lecithin:cholesterol acyltransferase activity. J Lipid Res
1991, 32:1719-1728.

16. American Academy of Pediatrics. Committee on Nutrition: Use of
intravenous fat emulsions in pediatric patients. Pediatrics 1981,
68:738-743.

17. Catanozzi S, Rocha JC, Nakandakare ER, Oliveira HCF, Quintão ECR: Nagase
analbuminemic rats have faster plasma triacylglycerol and VLDL
synthesis rates. Bioch Biophys Acta 1994, 1212:103-108.

18. Davies RW, Staprans I, Hutchison FN, Kaysen GA: Proteinuria, not altered
albumin metabolism, affects hyperlipidemia in the nephrotic rat. J Clin
Invest 1990, 86:600-605.

19. Shearer GC, Kaysen GA: Endothelial bound lipoprotein lipase (LpL)
depletion in hypoalbuminemia results from decreased endothelial
binding, not decreased secretion. Kidney Int 2006, 70:647-653.

20. Bengtsson G, Olivecrona T: Lipoprotein lipase: some effects of activator
proteins. Eur J Biochem 1980, 106:549-555.

21. Kawaguchi T, Shimode M, Matsushita H: Frequent administration of uric
acid extends survival of fasting analbuminemic rats under cold
environment. Jap J Physiol 1986, 36:295-303.

22. Yamamoto T, Newsholme EA: Diminished central fatigue by inhibition of
the L-system transport for the uptake of tryptophan. Brain Res Bull 2000,
52:35-38.

23. Voshol PJ, Rensen PCN, van-Dijk KW, Romijn JA, Havekes : Effect of plasma
triglyceride metabolism on lipid storage in adipose tissue: studies using
genetically engineered mouse models. Biochim Biophys Acta 2009,
1791:479-485.

24. Dietschy JM, Spady DK: Measurement of rates of cholesterol synthesis
using tritiated water. J Lipid Res 1984, 25:1469-1476.

25. Dashti N, Kelley JL, Thayer RH, Ontko JA: Concurrent inductions of avian
hepatic lipogenesis, plasma lipids, and plasma apolipoprotein B by
estrogen. J Lip Res 1983, 24:368-380.

26. Otway S, Robinson DS: A non-ionic detergent (Triton WR 1339) to
determine rates of triglyceride entry into the circulation of the rat under
different physiological conditions. J Physiol 1967, 190:321-332.

27. Campbell J, Martucci AD, Green GR: Plasma albumin as an acceptor of
free fatty acids. Biochem J 1964, 93:183-189.

28. Persson E, Nordenstrom J, Nilsson-Ehle P: Plasma kinetics of lipoprotein
lipase and hepatic lipase activity induced by heparin and a low
molecular weight heparin fragment. Scand J Clin Lab Invest 1987,
47:151-155.

29. Chung BH, Tallis GA, Cho BHS, Segrest JP, Henkin Y: Lipolysis-induced
partitioning of free fatty acids to lipoproteins: effect on the biological
properties of free fatty acids. J Lipids Res 1995, 36:1956-1970.

30. Shim Y, Vaziri ND, Willekes N, Kim CH, Joles JA: Effects of gender on
hepatic HMG-CoA reductase, cholesterol 7α-hydroxylase, and LDL
receptor in hereditary analbuminemia. Am J Physiol Endocrinol Metab
2005, 289:E993-E998.

31. Oliveira HC, Hirata MH, Redgrave TG, Maranhão RC: Competition between
chylomicrons and their remnants for plasma removal: a study with
artificial emulsion models of chylomicrons. Biochim Biophys Acta 1988,
958:211-217.

32. Teusink B, Voshol PJ, Dahlmans VEH, Rensen PCN, Pijl H, Romijn JA,
Havekes LM: Contribution of fatty acids released from lipolysis of plasma
triglycerides to total plasma fatty acid flux and tissue-specific fatty acid
uptake. Diabetes 2003, 52:614-620.

doi:10.1186/1476-511X-9-146
Cite this article as: Figueira et al.: Lack of plasma albumin impairs
intravascular lipolysis and explains the associated free fatty acids
deficiency and hypertriglyceridemia. Lipids in Health and Disease 2010
9:146.

Figueira et al. Lipids in Health and Disease 2010, 9:146
http://www.lipidworld.com/content/9/1/146

Page 6 of 6

http://www.ncbi.nlm.nih.gov/pubmed/15128126?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15128126?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15128126?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19330257?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19330257?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19330257?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/451621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15300429?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15300429?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17952464?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17952464?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17952464?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8342616?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8342616?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3126352?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10844597?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10844597?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1770292?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1770292?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1770292?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6796933?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6796933?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2384606?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2384606?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16807550?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16807550?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16807550?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7398626?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7398626?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10779700?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10779700?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19168150?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19168150?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19168150?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6530597?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6530597?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6049002?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6049002?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6049002?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/4284463?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/4284463?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3576117?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3576117?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3576117?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16030068?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16030068?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16030068?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3337836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3337836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3337836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12606500?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12606500?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12606500?dopt=Abstract

	Abstract
	Background
	Objective
	Methods
	Results
	Conclusion

	Introduction
	Materials and methods
	Animal housing and plasma variable assessments
	Total liver lipogenesis
	Triglyceride secretion rate
	Albumin- or heparin-stimulated in vivo lipolysis
	In vitro serum lipolysis
	Statistical analysis

	Results
	Discussion
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References

