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Abstract Lipoprotein metabolism is the result of a com-
plex network of many individual components. Abnormal
lipoprotein concentrations can result from changes in the
production, conversion, or catabolism of lipoprotein par-
ticles. Studies in hypolipoproteinemia and hyperlipopro-
teinemia have elucidated the processes that control VLDL
secretion as well as VLDL and LDL catabolism. Here, we
review the current knowledge regarding apolipoprotein B
(apoB) metabolism, focusing on selected clinically relevant
conditions. In hypobetalipoproteinemia attributable to trun-
cations in apoB, the rate of secretion is closely linked to the
length of apoB. On the other hand, in patients with themeta-
bolic syndrome, it appears that substrate, in the form of free
fatty acids, coupled to the state of insulin resistance can in-
duce hypersecretion of VLDL-apoB. Studies in patients with
familial hypercholesterolemia, familial defective apoB, and
mutant forms of proprotein convertase subtilisin/kexin type
9 show that mutations in the LDL receptor, the ligand for the
receptor, or an intracellular chaperone for the receptor are
the most important determinants in regulating LDL catab-
olism. This review also demonstrates the variance of re-
sults within similar, or even the same, phenotypic conditions.
This underscores the sensitivity of metabolic studies to meth-
odological aspects and thus the importance of the inclusion
of adequate controls in studies.—Parhofer, K. G., and P. H. R.
Barrett. What we have learned about VLDL and LDL metab-
olism from human kinetics studies. J. Lipid Res. 2006. 47:
1620–1630.
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Disorders of lipoprotein metabolism are usually char-
acterized by static measurements of increased or de-
creased plasma lipid or apolipoprotein concentrations.
In addition, disorders are often characterized by describ-
ing the function of specific components of the lipoprotein
metabolic system that are defective (i.e., receptor defect,

enzyme defect, protein defect, etc.). However, lipoprotein
metabolism represents a complex network of many compo-
nents, and it is important to appreciate that this complexity
is far greater than that of the individual components. Ab-
normal concentrations of lipids and apolipoproteins can
result from changes in the production, conversion, or ca-
tabolism of lipoprotein particles. Thus, although static mea-
surements and functional assays are important techniques
that provide mechanistic clues, in the end, it is necessary
to study the true unit of function (the integrated metabolic
pathway) to understand the complexity of biochemical net-
works such as lipoprotein metabolism.

Such biochemical networks can best be studied using
tracers, which allow, together with concentration measure-
ments, the quantification of transport rates. With respect
to lipoprotein metabolism, tracers can be either radio-
active or stable isotopes, and lipoproteins can be labeled
either endogenously or exogenously. The advantages and
disadvantages of these methodological aspects are discussed
elsewhere in detail (1, 2). In brief, radioactive tracers are
easier to follow from a methodological point of view, but
their use is limited by possible health hazards. With exoge-
nous labeling (i.e., lipoproteins are isolated, labeled, and
reinjected), the tracer may not necessarily follow the tracee,
whereas endogenous labeling (i.e., a labeled amino acid is
incorporated into the apolipoprotein under study) requires
more sophisticated methods of analysis.

Advances in gas chromatography-mass spectrometry
technology and the availability of inexpensive stable
isotopes have resulted in an increasing use of endogenous
labeling of apolipoproteins with labeled (stable isotopes)
amino acids (1, 3–5). Furthermore, new stable isotope
methodologies have been developed to study reverse
cholesterol transport, fatty acid turnover, and cholesterol
absorption (6–10). Therefore, in recent years, most studies
evaluating aspects of human in vivo apolipoprotein B
(apoB) metabolism have used amino acids labeled with
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stable isotopes as endogenously incorporated tracers and
have combined this methodology with multicompartmen-
tal modeling for the analysis of enrichment data. This
contrasts with early studies, which established the basic
metabolic pathways using radio-iodinated lipoproteins.
Notably, most findings established with radiotracers have
later been confirmed using endogenous labeling with
stable isotopes.

Here, we review the current knowledge of apoB metab-
olism using selected, clinically important conditions, with
special focus on studies using stable isotope methodology.
One particular goal is to demonstrate the variance of re-
sults (and thus conclusions) within similar, or even the
same, phenotypic conditions. This underscores the sensi-
tivity of metabolic studies to methodological aspects and
thus the importance of the inclusion of adequate controls
in any studies. We also stress that some studies include very
few subjects and therefore must be interpreted cautiously.

NORMOLIPIDEMIC SUBJECTS

VLDL- and LDL-apoB metabolism

The main structural apolipoprotein of VLDL, interme-
diate density lipoprotein (IDL), and LDL is apoB-100. This
apolipoprotein remains with the particle, and the lipid
content changes as the particle is metabolized. Early stud-
ies demonstrated a precursor-product relationship between
VLDL, IDL, and LDL particles. Subsequent studies have
shown that VLDL and LDL are kinetically heterogeneous
groups of particles and thus should be represented by sev-
eral compartments in multicompartmental models (3, 11)
(Figs. 1, 2). The physiological relevance of the subfractions
required from a kinetics analyst’s point of view remains to

be determined. Furthermore, there is some controversy
over whether or not there is a direct input of apoB-100
from the liver into the IDL and LDL fractions. Cell experi-
ments, animal models, and some human studies support
the concept that the liver is capable of producing apoB-
100-containing lipoproteins of different densities, includ-
ing LDL particles. However, human tracer data are also
compatible with the existence of a fast turning-over VLDL
compartment, which can shift newly secreted apoB directly
to the LDL fraction (3). Demant and colleagues (12) showed
that the dispute cannot be resolved by turnover studies be-
cause the rapid appearance of labeled apoB in the LDL
fraction, after the bolus of labeled amino acids, may be
attributable to either direct secretion or a rapidly turning-
over VLDL compartment. Based on cell experiments, most
researchers now assume that the liver is capable of secreting
apoB-containing particles of different densities and thus
include a pathway allowing for the direct production of dif-
ferent VLDL subfractions as well as IDL and LDL. A detailed
description of apoB secretion is particularly important be-
cause perturbations such as weight loss and pharmacother-
apy can change not only total apoB production but also
the type of particles secreted: less VLDL-apoB secretion has
been associated with more direct LDL secretion (13).

There are .30 turnover studies in which VLDL- and/
or LDL-apoB kinetics parameters have been determined
for normolipidemic subjects. These studies have been re-
viewed in detail previously (14, 15). They indicate an aver-
age VLDL-apoB-100 production rate of 14 6 7.4 mg/kg/
day, with a mean VLDL-apoB-100 fractional catabolic rate
(FCR) of 9.7 6 3.6 pools/day. IDL production rate and
FCR were 11 6 8.8 mg/kg/day and 13 6 7.7 pools/day,
respectively, whereas LDL production and LDL FCR were
12 6 3.4 mg/kg/day and 0.46 6 0.12 pools/day (15)

Fig. 1. Combined model of VLDL-apolipoprotein B (apoB) and VLDL-triglyceride (TG) metabolism (11).
The model incorporates a leucine and a glycerol subsystem, which account for triglyceride and apoB
synthesis and secretion. The model was used to quantify VLDL-apoB and VLDL-triglyceride metabolism in
normolipidemic subjects and patients with the metabolic syndrome.

VLDL and LDL metabolism 1621
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(Table 1). In normolipidemic subjects, VLDL1 and VLDL2

are produced at 13 6 10 and 8.3 mg/kg/day, respectively.
The corresponding FCRs are 18 6 8.8 pools/day for
VLDL1 and 11 6 4.7 pools/day for VLDL2. It is noteworthy
that the kinetics parameters vary considerably more for
VLDL and IDL than for LDL. This may reflect greater
accuracy in measuring the plasma pool of LDL-apoB-100.
Furthermore, the enrichment curves in LDL-apoB-100 dis-
play less variability relative to VLDL. The great variability for
VLDL and IDL parameters may also relate to differences in
subjects selected and methodology, including modeling,
used in kinetics studies. Therefore, it is necessary that ap-
propriate control subjects be studied if valid comparisons
are to be made concerning the effects of an intervention.

Previous reviews have evaluated the effect of gender
and age on VLDL-apoB-100 metabolism. Together, these
studies indicate that the production rate of VLDL and
LDL increases and the FCR of VLDL and LDL decreases
with age (15). Whether there are significant gender dif-
ferences for VLDL and LDL kinetics is still a matter of
debate, although a meta-analysis (14) indicated that pro-
duction rate is lower and FCR is higher in women than in
men. The effect of gender, however, was not significant
when apoE genotype was taken into account. Differences
in apoB metabolism between men and women are ob-
viously most likely related to differences in sex hormones.
In support of this, a study in postmenopausal women (16)
showed that oral estradiol therapy increased the pro-
duction of large VLDL, which was cleared directly from
the circulation and not converted to smaller lipoproteins.
At the same time, LDL-apoB catabolism was increased
by 36%. However, when men and women with similar
apoB-100 concentrations were studied, similar VLDL- and
LDL-apoB metabolic parameters were derived (17).

It is of great interest to establish whether VLDL
secretion differs in the fasted and fed states and whether
dietary composition can affect VLDL secretion. Marsh et al.
(15) and Watts, Moroz, and Barrett (14) conclude from

Fig. 2. Model of LDL subfractions. Rebound analysis of apoB mass
after apheresis in different LDL subfractions indicates that small,
dense LDLs are derived from larger LDLs and from LDL pre-
cursors in familial hypercholesterolemia heterozygotes (50). IDL,
intermediate density lipoprotein.
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their meta-analyses that VLDL-apoB-100 production rate
is higher in the fed state (25 vs. 14 mg/kg/day), whereas
IDL- and LDL-apoB-100 kinetics parameters appear to be
less affected by feeding, although there is considerable
variation. This variation may relate to different feeding
protocols used by the different groups (continuous feed-
ing vs. bolus, fat load vs. mixed meal, etc.). When inter-
preting these data, it is important to keep in mind that
feeding (as it occurs in real life, when larger meals are in-
gested in an uncontrolled setting) is difficult to study be-
cause of the non-steady-state situation induced by the meal.

Effect of interventions on VLDL- and LDL-apoB
metabolism in normolipidemic subjects

Very few studies have examined the effect of nutri-
tion on apoB metabolism in normolipidemic subjects.
Stacpoole et al. (18) reported that in two normolipidemic
subjects a high-carbohydrate, low-fat intake shifted the
production of small VLDL particles to large VLDL parti-
cles. At the same time, the conversion of VLDL to LDL was
reduced. The effect of fish oil supplements on VLDL-
apoB-100 kinetics was investigated by Bordin et al. (19).
Four weeks of feeding fish oil supplements resulted in a
decreased production of VLDL-apoB-100 and a decreased
triglyceride concentration. Similar findings have been re-
ported in earlier studies using radioactive tracers (20).

Similarly, few studies have examined the effect of lipid-
lowering drugs on apoB metabolism in normolipidemic
subjects. Watts and colleagues (21) reported that simvas-
tatin decreased the hepatic secretion of VLDL-apoB by
46% without altering VLDL FCR. LDL-apoB metabolism
was not determined in this study. Malmendier et al. (22)
evaluated the effect of simvastatin on LDL metabolism in
normolipidemic subjects using radiolabeled LDL. A sig-
nificant increase in LDL-apoB FCR was observed, whereas
LDL production did not change. There is no study in
normolipidemic subjects in which the effect of statin ther-
apy on VLDL-, IDL-, and LDL-apoB metabolism is evalu-
ated simultaneously. Furthermore, no kinetics studies
using fibrates or nicotinic acids have been performed in
normolipidemic subjects.

FAMILIAL HYPERCHOLESTEROLEMIA AND
FAMILIAL DEFECTIVE APOB

VLDL- and LDL-apoB metabolism in
familial hypercholesterolemia

Radiolabeling studies indicated very early that patients
with familial hypercholesterolemia (FH) are characterized
by a decreased clearance of LDL particles (23), which is
in agreement with the underlying LDL receptor defect.
Further studies have mainly focused on VLDL and IDL
metabolism. Most studies report an abnormal VLDL me-
tabolism. Cummings and colleagues (24) reported an in-
creased secretion of VLDL, in agreement with a study by
Tremblay et al. (25), who reported 50% and 100% in-
creases in VLDL-apoB production in heterozygous and
homozygous FH, respectively. On the other hand, Fisher

and colleagues (26, 27) reported a decreased VLDL-apoB
production rate but an increased direct production of
IDL and LDL. In addition, these authors reported a dra-
matically altered conversion rate of VLDL to LDL. In
normolipidemic subjects, between 30% and 50% of VLDL-
apoB is converted to LDL; this fraction increases to 100%
in FH. The discrepancies between different studies with
respect to VLDL and IDL metabolism may also relate to
the underlying molecular defect, because FH can be caused
by a number of different mutations, as reviewed recently
(28). Thus, Millar and colleagues (29) showed that receptor-
defective FH patients had a total apoB production similar
to controls, whereas receptor-negative FH patients had a
significantly greater total apoB production than controls.
Overall, in FH, the FCR of LDL-apoB (and to a lesser extent
VLDL- and IDL-apoB) is decreased. Production rates also
seem to be altered, with the majority of studies showing in-
creased VLDL, IDL, and LDL production.

VLDL- and LDL-apoB metabolism in familial
defective apoB-100

Several studies have addressed apoB metabolism in
familial defective apoB-100 (FDB) (30–33). These studies
uniformly indicate that LDL-apoB FCR is decreased to a
similar extent as seen in FH. These studies also agree with
respect to the production of LDL, which in all studies was
found to be lower than in FH. There are, however, some
differences concerning VLDL and IDL metabolism.
Pietzsch and colleagues (32) reported that large VLDL1

particles are produced at normal rates but smaller VLDL2

particles are produced at an increased rate. At the same
time, the FCR of IDL-apoB was increased (176%) and the
transfer rate to LDL was decreased, resulting in an overall
reduction of LDL production of 39%. These data were
confirmed, to a large extent, by Gaffney and colleagues
(31) and by Schaefer et al. (33). Zulewski and colleagues
(30), on the other hand, also found an increased pro-
duction of VLDL but a decreased production of IDL and
a nonsignificant decrease in IDL FCR. The differences
between these studies with respect to VLDL and particu-
larly IDL metabolism probably relate to the fact that the
studies by Pietzsch, Gaffney, and Schaefer and colleagues
(31–33) were performed in the fasting state, whereas the
study by Zulewski et al. (33) was performed in the fed
state. Together, these data indicate that the decreased
production of LDL-apoB in FDB may originate from an
enhanced removal of apoE-containing LDL precursors
by LDL receptors, which may be upregulated in re-
sponse to the decreased flux of LDL-derived cholesterol
into hepatocytes.

VLDL- and LDL-apoB metabolism in proprotein
convertase subtilisin/kexin type 9 mutations

In recent years, mutations in the proprotein convertase
subtilisin/kexin type 9 (PCSK9) gene have also been re-
ported as possible causes of hypercholesterolemia. Over-
expression of PCSK9 in the livers of mice results in a
marked reduction in LDL receptors in this organ (34–37)

VLDL and LDL metabolism 1623
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and an inhibition of LDL clearance in mice and cultured
cells (36). Thus, an increased LDL-apoB FCR would be
the expected primary abnormality in kinetics studies.
However, Ouguerram and colleagues (38) reported that
PCSK9 mutations dramatically increase the production of
apoB-100 compared with controls or FH patients with an
LDL receptor mutation. These patients also showed a de-
crease in VLDL and IDL conversion and a decreased LDL
FCR (�30%) that was still higher than that observed in
LDL receptor-mutated FH. These findings again highlight
the close functional relationship between apoB secretion
and LDL catabolism (39). Interestingly, several nonsense
mutations of PCSK9 result in hypobetalipoproteinemia
(40), which is associated with longevity (41). Although no
kinetics studies have been performed in these subjects,
one could imagine that these forms of hypolipoprotein-
emia are characterized by both low production of VLDL-
apoB and increased catabolism of LDL.

Effect of interventions on VLDL- and LDL-apoB
metabolism in FH or FDB

Given the impact of statin therapy on LDL concen-
trations in patients with FH or FDB, it is surprising that
few studies have examined the effect of these drugs on
apoB metabolism in such patients. Most studies were
performed using radiolabeled lipoproteins as tracers. In
1983, Bilheimer and colleagues (42) demonstrated that
mevinolin (lovastatin) and colestipol decreased LDL-cho-
lesterol by 27% in patients with heterozygous FH. This
modest decrease in LDL-cholesterol was associated with a
37% increase in LDL-apoB FCR, whereas LDL production
did not change. Later, the same group reported that the
same combination (mevinolin and colestipol) decreased
LDL-cholesterol by 52%, increased LDL FCR by 40%, and
decreased production by 26% (43). Thus, in heterozygous
FH patients, statins primarily affect LDL FCR, whereas
production is only decreased with higher doses, resulting
in more pronounced LDL reduction. In children with
homozygous FH, lovastatin did not affect the plasma
concentration or metabolism of LDL, but it decreased
VLDL production by 74% (44). In more recent studies
performed using stable isotope methodology in six
heterozygous FH patients, simvastatin decreased VLDL-
apoB production by 83% with no significant effect on
VLDL FCR (45). IDL and LDL kinetics were not studied.
However, in another study with mild hypercholesterol-
emia, it was shown that pravastatin significantly increased
LDL FCR by 24% with no significant effect on production
(46). In a further study, Winkler and colleagues (47)
demonstrated that lifibrol increased LDL-apoB FCR by
75% and increased LDL-apoB production by 33% without
affecting VLDL or IDL kinetics.

A number of studies have evaluated the effect of LDL
apheresis on kinetics parameters in FH patients. Regular
LDL apheresis (weekly reduction of LDL-cholesterol con-
centration by z60%) did not affect VLDL-, IDL-, or LDL-
apoB kinetics parameters. ApoB metabolism was studied
with stable isotopes before the first apheresis and then
again after 3–6 months of weekly apheresis. Both studies

revealed the same kinetics parameters (48). However,
when apoB metabolism before and immediately after LDL
apheresis was compared, it was shown that VLDL-to-LDL
conversion decreased temporarily from 76% to 51%.
Furthermore, the tracer data indicated that in some pa-
tients LDL-apoB FCR increased transiently by 50% after
apheresis (49).

Because LDL apheresis has little effect on endogenous
apoB metabolism, it can also be used as a tool to study
certain aspects of apoB metabolism. After apheresis, the
concentration of apoB in LDL subfractions was analyzed.
The resulting rebound curves were used to determine
whether small, dense LDL particles are the metabolic
product of LDL precursors or of larger LDL particles. In
statin-treated heterozygous FH patients, small, dense LDL
appeared to originate from both sources (50) (Fig. 2).
Whether this is also true in other forms of hyperlipo-
proteinemia remains to be determined. This study also
demonstrates that non-steady-state kinetics can be used
to determine metabolic parameters in the absence of a
tracer (51), although additional assumptions with respect
to modeling are required (51a).

PATIENTS WITH THE METABOLIC SYNDROME
AND/OR TYPE 2 DIABETES

VLDL- and LDL-apoB metabolism

ApoB metabolism in the metabolic syndrome and
related disorders was recently reviewed by Chan, Barrett,
and Watts (52). Individuals with insulin resistance have
increased secretion rates of VLDL-apoB and triglycerides.
The FCRs of VLDL-apoB and VLDL-triglycerides as well as
of LDL-apoB are reduced compared with lean individuals
(53–56). Visceral fat (57), hepatic fat (58), insulin resis-
tance (59), and plasma adiponectin (60) seem to be the
primary regulators of abnormal apoB and triglyceride ki-
netics in this condition. An increased amount of perito-
neal fat results in an alteration of portal free fatty acid flux
(61), an altered pattern of adipocytokines (62), and a
disturbed ratio of proinflammatory to anti-inflammatory
processes (63). It is currently unknown how these factors
(FFA, adipocytokines, inflammation) affect each other,
but they seem to be intimately linked. Although each fac-
tor may increase VLDL secretion by itself, it is the altered
flow of free fatty acids that probably has the greatest
impact on driving hepatic VLDL overproduction.

Although initial studies indicated an overall overpro-
duction of VLDL particles, recent studies indicate a more
complex abnormality. Adiels and colleagues (11, 54) de-
veloped a multicompartmental model that allows the
kinetics of triglyceride and apoB-100 in different VLDL
factions to be assessed simultaneously (Fig. 1). They found
a significant positive correlation between triglyceride and
apoB production in VLDL1 and VLDL2. Insulin resistance
and type 2 diabetes were associated with excess hepatic
production of VLDL1 but not VLDL2 particles. The direct
secretion of VLDL2-apoB and triglycerides was compa-
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rable in insulin-resistant and insulin-sensitive subjects,
consistent with previous studies (11, 54, 64), indicating
that VLDL1 and VLDL2 production are independently
regulated. The overproduction of VLDL1 particles may
result in a number of subsequent metabolic abnormalities,
such as abnormal postprandial lipoprotein metabolism, the
generation of small, dense LDL particles, and the increased
catabolism of HDL particles (65).

An increased concentration of VLDL1 results in an
increased exchange of triglycerides for cholesteryl ester
in HDL particles. This process, which is mediated by
cholesteryl ester transfer protein, results in the formation
of short-lived triglyceride-rich HDL particles and explains
why hypertriglyceridemia is associated with low HDL-
cholesterol. A similar process is probably responsible for
the formation of small, dense LDL particles, although the
formation of small, dense LDL may be the result of a more
complex interaction.

Effect of interventions on VLDL- and LDL-apoB
metabolism in patients with the metabolic syndrome
and/or type 2 diabetes mellitus

The effect of nutritional interventions on apoB metab-
olism in patients with the metabolic syndrome or type 2
diabetes mellitus was recently reviewed by Barrett and
Watts (66). Riches et al. (67) demonstrated that weight
reduction decreases hepatic apoB secretion and increases
LDL catabolism, although in another study reduction of
abdominal fat resulted in a decreased rate of VLDL-
triglyceride secretion that was not accompanied by de-
creased VLDL-apoB secretion (68). In another study in
hypertriglyceridemic, obese patients, weight reduction
induced complex changes in VLDL and LDL metabolism
(13). VLDL secretion and LDL FCR were decreased,
whereas LDL production remained unchanged. However,
weight reduction was associated with changes in the source
of LDL-apoB. Before weight loss, 73% of LDL was derived
from VLDL and 27% from direct secretion, whereas after
weight loss, only 47% originated from VLDL and 53% was
secreted directly.

Fish oil supplements decrease VLDL-apoB secretion, do
not alter VLDL-apoB FCR, and increase VLDL- to LDL-
apoB conversion, accounting for the absence of any effect
on plasma LDL-apoB (69). Plant sterols decrease the he-
patic secretion of VLDL-apoB in hypercholesterolemic
diabetics resulting from a reduced hepatic cholesteryl es-
ter pool. Somewhat surprisingly, LDL-apoB catabolism
was not changed by sitostanol in this condition (70). The
effect of plant sterols or stanols on apoB kinetics in sub-
jects with the metabolic syndrome has yet to be tested.

The effects of statins and other lipid-lowering drugs on
apoB metabolism in patients with the metabolic syndrome
were recently reviewed by Chan, Barrett, and Watts (52). A
large body of evidence suggests that statins significantly
increase the catabolism of all apoB-100-containing lipo-
proteins, such as VLDL, IDL, and LDL. With respect to
VLDL-apoB secretion, the results are less consistent, with
some studies showing no effect on apoB secretion (71–74)
and others demonstrating a decrease in VLDL secretion

during lovastatin or simvastatin therapy (75, 76). A re-
cently published study further questions whether statin
therapy can indeed affect VLDL-triglyceride secretion
(77). In this study, the triglyceride-lowering effect of statins
was solely attributable to increased triglyceride clearance.

Thus, in patients with the metabolic syndrome, the effect
of statins on apoB metabolism seems to be more complex
than in FH, in which statins primarily increase LDL FCR
and decrease production, but only at higher doses. A
recently published review (78) indicates that the effect of
statins is dependent upon the lipoprotein phenotype be-
fore treatment. In patients with low LDL FCR at baseline,
statins increase the FCRs of all apoB-containing lipopro-
teins, whereas in patients with normal LDL FCR, statins
primarily decrease apoB production. In the metabolic syn-
drome, however, in which the state of insulin resistance
and increased fatty acid flux drive VLDL-apoB secretion,
statins increase rates of catabolism but do not appear to
reduce VLDL secretion, even at high doses (79).

Statins also affect the metabolism of triglyceride-rich
lipoproteins, presumably via LDL receptor-independent
mechanisms. Atorvastatin reduces apoC-III concentrations
(80), which may result in increased LPL activity, allowing
more VLDL-apoB to be converted to LDL, thus minimiz-
ing the effect on LDL-apoB concentration. A similar
mechanism has been proposed to account for the effect of
statins on postprandial lipoprotein metabolism (81).

Peroxisome proliferator-activated receptor a agonists,
such as fibrates, primarily increase the catabolism of
VLDL-, IDL-, and LDL-apoB, whereas they seem to have
little effect on the hepatic secretion of lipoproteins (79),
although earlier studies performed with exogenously
radiolabeled lipoproteins indicated that fibrates increase
the FCRs of VLDL and IDL but decrease LDL FCR in
hypertriglyceridemia (82). This discrepancy may relate to
different fibrates and to differences in patient groups.
Because fibrates are agonists for a nuclear receptor and
thus affect a master regulator, the observed effects on
apoB metabolism may depend more on the underlying
condition than in the statins. This may also explain why
the effect of fibrates appears broader than the rather
specific effect of statins on LDL concentration via the
regulation of HMG-CoA reductase and hence the LDL
receptor. In diabetic patients, fibrates result in a more
pronounced shift in LDL subtype distribution compared
with statins (83).

The dyslipidemia in diabetic patients is the result of
both insulin resistance and hyperglycemia. Therefore, it is
not surprising that the lipid profile during pioglitazone
therapy is more favorable than during sulfonylurea
treatment, despite achieving similar levels of glucose con-
trol (84). Because insulin resistance is characterized by an
overproduction of VLDL1, it could be expected that the
beneficial effect of pioglitazone on lipids is primarily the
result of decreased VLDL secretion. In a recent study,
Nagashima and colleagues (85) evaluated the effect of
pioglitazone on the kinetics of VLDL-, IDL-, and LDL-
apoB as well as on VLDL-triglycerides. Surprisingly, they
found that pioglitazone treatment reduced VLDL-triglyc-

VLDL and LDL metabolism 1625

 by guest, on June 14, 2012
w

w
w

.jlr.org
D

ow
nloaded from

 

http://www.jlr.org/


eride concentration primarily by increasing the lipolytic
removal of VLDL-triglycerides without affecting VLDL-
triglyceride and -apoB production. Conversion of VLDL
to LDL was unaffected as well. It is unclear why weight
reduction and pioglitazone therapy, both of which de-
crease insulin resistance, supposedly have such different
effects on apoB metabolism. This is particularly disturb-
ing because the effect on triglyceride concentration and
LDL subtype distribution is similar.

There are no studies evaluating the effect of nicotinic acid
or ezetimibe on apoB metabolism in the metabolic syn-
drome or type 2 diabetes, although both drugs were shown
to have effects on lipid concentrations in such patients.

In a recently published study, the effect of the cho-
lesteryl ester transfer protein inhibitor torcetrapib on
apoB metabolism was evaluated (86). Although there is
no evidence that the subjects studied were insulin-
resistant, they exhibited characteristics of the metabolic
syndrome (low HDL-cholesterol, high VLDL-apoB pro-
duction). In this study, torcetrapib reduced VLDL-, IDL-,
and LDL-apoB-100 levels primarily by increasing the rate
of clearance. In contrast, when torcetrapib was added to
atorvastatin, it enhanced the clearance of VLDL particles,
whereas the effects on IDL- and LDL-apoB concentration
were primarily mediated by reduced production (86).

DYSBETALIPOPROTEINEMIA
(TYPE III HYPERLIPIDEMIA)

Dysbetalipoproteinemia, which is usually characterized
by homozygosity of apoE2, is characterized by a delayed
catabolism of apoB-100- and apoB-48-containing lipo-
proteins with little conversion to IDL and LDL (87). Turner
and colleagues (88) showed that the production of IDL is
increased in dysbetalipoproteinemia and that the time for
conversion of IDL- to LDL-apoB is delayed 5-fold. More
recent studies focusing on chylomicron metabolism have
shown that dysbetalipoproteinemia is associated with de-
layed chylomicron metabolism (89, 90).

In the study by Turner et al. (88), gemfibrozil therapy
reduced VLDL and IDL production in dysbetalipo-
proteinemia. A more recent study in patients with coex-
isting dysbetalipoproteinemia and heterozygous FH (91)
demonstrated that VLDL and IDL FCRs were decreased,

whereas LDL FCR was increased, compared with FH het-
erozygotes and normolipidemic control subjects. Further-
more, fenofibrate treatment increased VLDL and IDL
FCRs but also increased LDL production.

HYPOBETALIPOPROTEINEMIA

Hypobetalipoproteinemia is characterized by low con-
centrations of LDL-cholesterol and apoB (92, 93). Familial
hypobetalipoproteinemia is primarily caused by mutations
in the apoB gene. Almost 60 different mutations have
been described that interfere with the translation of the
full-length apoB. Many of these mutations cause the pro-
duction of truncated apoB. Hooper, van Bockxmeer, and
Burnett (94) recently reviewed this field.

The metabolism of several truncated apoBs has been
studied using stable isotope technique (Table 2). These
studies have provided important information on the
structure-function relationships of normal apoB. Both de-
creased production rates and increased clearance rates are
responsible for the low plasma concentrations of apoB.
Truncations that retain the LDL receptor binding do-
main, such as apoB-89, apoB-87, and apoB-75, have in-
creased FCRs (95–97). On the other hand, truncated forms
of apoB are also secreted at lower rates. VLDL-apoB se-
cretion was reduced by z1.4% for each 1% of apoB
truncated (98). Truncated apoBs smaller than apoB-30 are
not detectable in plasma; thus, this appears to be the
minimum length of apoB that is required for microsomal
triglyceride transfer protein (MTP)-dependent lipoprotein
assembly. In vitro data indicate that the lipid content of
secreted apoB-containing lipoproteins is decreased as
apoB is shortened (99).

When heterozygotes for truncated apoBs are studied
with an endogenous labeling technique, the metabolism
of apoB-100 and of the truncated apoB can be determined
simultaneously. Aguilar-Salinas and colleagues (100) evalu-
ated apoB-100 metabolism in eight heterozygote subjects,
characterized by truncations of apoB ranging from apoB-
31 to apoB-89. The production of apoB-100 was decreased
in all eight subjects compared with control subjects,
whereas VLDL FCRs were variable.

Some forms of hypobetalipoproteinemia are not attrib-
utable to truncated forms of apoB. Latour and colleagues

TABLE 2. Metabolic parameters of truncated apoB

Truncation VLDL PR VLDL FCR LDL PR LDL FCR Comment Source

ApoB-31 4% 5% — — ApoB-31 only detectable in HDL 98
ApoB-50 Normal 111 — — Exogenous labeling study; no quantification of parameters 103
ApoB-54.8 37% 158% — — Not enough apoB-54.8 in intermediate density lipoprotein/LDL

fractions to determine metabolic parameters
98

ApoB-67 6.5% 65% 3% 91% 104
ApoB-75 64% 215% 11% 147% 97
ApoB-87 — — 6% 190% 96
ApoB-89 92% 144% 18% 192% 95

PR, production rate. Percentage values are calculated using apoB-100 parameters determined in the same subjects as the denominator.
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(101) performed a stable isotope study in such a kindred
and observed 2- to 3-fold increases in VLDL- and LDL-
apoB-100 FCRs. The underlying mechanisms are unclear
and remain to be elucidated (93).

CONCLUSION

Human lipoprotein kinetics studies provide insight into
the factors that control the secretion and catabolism of
apoB-containing lipoproteins. Studies in hypolipoprotein-
emia and hyperlipoproteinemia have elucidated the pro-
cesses that control VLDL secretion as well as VLDL and
LDL catabolism. In hypobetalipoproteinemia attributable
to a truncation in apoB, the rate of secretion is closely
linked to the length of apoB. On the other hand, in pa-
tients with the metabolic syndrome, it appears that sub-
strate, in the form of free fatty acids, coupled to the state of
insulin resistance can induce the hypersecretion of VLDL-
apoB. Studies in patients with FH, FDB, and PCSK9 muta-
tions show that these mutations are the most important
determinants in regulating LDL catabolism.

The overall importance of these studies relates to our
need to understand the factors that link abnormalities of
lipoprotein metabolism with an increased risk of athero-
sclerotic disease. Although apoB metabolism is a central
component of lipoprotein metabolism, it is only one com-
ponent. Therefore, apoB metabolism must be seen in con-
text together with postprandial lipoprotein metabolism
and reverse cholesterol transport. Although such inter-
actions are of great interest and relevance, few kinetics
data are available to date. Future studies should focus
on the interaction between different pathways of lipo-
protein metabolism and how lipoprotein metabolism is
linked to protein and carbohydrate metabolism at the
whole body level.

This review also demonstrates that metabolic studies
may provide contradictory data even under similar or
identical conditions. This further highlights the sensitivity
of the methodology used for kinetics studies and under-
scores the need to design studies carefully and include
appropriate controls.

This work was supported by grants from the National Health
and Medical Research Council of Australia (NHMRC) and the
National Institutes of Health (Grant NIBIB P41 EB-00195).
P.H.R.B. is a senior research fellow of the NHMRC.

REFERENCES

1. Burnett, J. R., and P. H. Barrett. 2002. Apolipoprotein B metabo-
lism: tracer kinetics, models, and metabolic studies. Crit. Rev. Clin.
Lab. Sci. 39: 89–137.

2. Barrett, P. H. R., and D. M. Foster. 1996. Design and analysis of
lipid tracer kinetic studies. Curr. Opin. Lipidol. 7: 143–148.

3. Parhofer, K. G., P. Hugh, R. Barrett, D. M. Bier, and G. Schonfeld.
1991. Determination of kinetic parameters of apolipoprotein B
metabolism using amino acids labeled with stable isotopes. J. Lipid
Res. 32: 1311–1323.

4. Patterson, B. W. 2002. Methods for measuring lipid metabolism
in vivo. Curr. Opin. Clin. Nutr. Metab. Care. 5: 475–479.

5. Packard, C. J., T. Demant, J. P. Stewart, D. Bedford, M. J. Caslake,
G. Schwertfeger, A. Bedynek, J. Shepherd, and D. Seidel. 2000.
Apolipoprotein B metabolism and the distribution of VLDL and
LDL subfractions. J. Lipid Res. 41: 305–318.

6. Ouguerram, K., M. Krempf, C. Maugeais, P. Maugere, D. Darmaun,
and T. Magot. 2002. A new labeling approach using stable isotopes
to study in vivo plasma cholesterol metabolism in humans. Metab-
olism. 51: 5–11.

7. Chetiveaux, M., K. Ouguerram, Y. Zair, P. Maugere, I. Falconi,
H. Nazih, and M. Krempf. 2004. New model for kinetic studies of
HDL metabolism in humans. Eur. J. Clin. Invest. 34: 262–267.

8. Bosner, M. S., L. G. Lange, W. F. Stenson, and R. E. Ostlund, Jr.
1999. Percent cholesterol absorption in normal women and men
quantified with dual stable isotopic tracers and negative ion mass
spectrometry. J. Lipid Res. 40: 302–308.

9. Barrows, B. R., M. T. Timlin, and E. J. Parks. 2005. Spillover of
dietary fatty acids and use of serum nonesterified fatty acids for
the synthesis of VLDL-triacylglycerol under two different feeding
regimens. Diabetes. 54: 2668–2673.

10. Hellerstein, M. K. 2003. In vivo measurement of fluxes through
metabolic pathways: the missing link in functional genomics and
pharmaceutical research. Annu. Rev. Nutr. 23: 379–402.

11. Adiels, M., C. Packard, M. J. Caslake, P. Stewart, A. Soro, J.
Westerbacka, B. Wennberg, S. O. Olofsson, M. R. Taskinen, and
J. Boren. 2005. A new combined multicompartmental model for
apolipoprotein B-100 and triglyceride metabolism in VLDL sub-
fractions. J. Lipid Res. 46: 58–67.

12. Demant, T., C. J. Packard, H. Demmelmair, P. Stewart, A. Bedynek,
D. Bedford, D. Seidel, and J. Shepherd. 1996. Sensitive methods to
study human apolipoprotein B metabolism using stable isotope-
labeled amino acids. Am. J. Physiol. 270: E1022–E1036.

13. Ginsberg, H. N., N. A. Le, and J. C. Gibson. 1985. Regulation of
the production and catabolism of plasma low density lipoproteins
in hypertriglyceridemic subjects. Effect of weight loss. J. Clin.
Invest. 75: 614–623.

14. Watts, G. F., P. Moroz, and P. H. Barrett. 2000. Kinetics of very-
low-density lipoprotein apolipoprotein B-100 in normolipidemic
subjects: pooled analysis of stable-isotope studies. Metabolism. 49:
1204–1210.

15. Marsh, J. B., F. K. Welty, A. H. Lichtenstein, S. Lamon-Fava, and
E. J. Schaefer. 2002. Apolipoprotein B metabolism in humans:
studies with stable isotope-labeled amino acid precursors. Athero-
sclerosis. 162: 227–244.

16. Walsh, B. W., I. Schiff, B. Rosner, L. Greenberg, V. Ravnikar,
and F. M. Sacks. 1991. Effects of postmenopausal estrogen re-
placement on the concentrations and metabolism of plasma lipo-
proteins. N. Engl. J. Med. 325: 1196–1204.

17. Welty, F. K., A. H. Lichtenstein, P. H. Barrett, G. G. Dolnikowski,
and E. J. Schaefer. 1999. Human apolipoprotein (apo) B-48 and
apoB-100 kinetics with stable isotopes. Arterioscler. Thromb. Vasc.
Biol. 19: 2966–2974.

18. Stacpoole, P. W., K. von Bergmann, L. L. Kilgore, L. A. Zech, and
W. R. Fisher. 1991. Nutritional regulation of cholesterol synthesis
and apolipoprotein B kinetics: studies in patients with familial
hypercholesterolemia and normal subjects treated with a high
carbohydrate, low fat diet. J. Lipid Res. 32: 1837–1848.

19. Bordin, P., O. A. Bodamer, S. Venkatesan, R. M. Gray, P. A.
Bannister, and D. Halliday. 1998. Effects of fish oil supplemen-
tation on apolipoprotein B100 production and lipoprotein metab-
olism in normolipidaemic males. Eur. J. Clin. Nutr. 52: 104–109.

20. Nestel, P. J., W. E. Connor, M. F. Reardon, S. Connor, S. Wong,
and R. Boston. 1984. Suppression by diets rich in fish oil of
very low density lipoprotein production in man. J. Clin. Invest. 74:
82–89.

21. Watts, G. F., R. P. Naoumova, J. M. Kelly, F. M. Riches, K. D. Croft,
and G. R. Thompson. 1997. Inhibition of cholesterogenesis de-
creases hepatic secretion of apoB-100 in normolipidemic subjects.
Am. J. Physiol. 273: E462–E470.

22. Malmendier, C. L., J. F. Lontie, C. Delcroix, and T. Magot. 1989.
Effect of simvastatin on receptor-dependent low density lipopro-
tein catabolism in normocholesterolemic human volunteers.
Atherosclerosis. 80: 101–109.

23. Bilheimer, D. W., N. J. Stone, and S. M. Grundy. 1979. Metabolic
studies in familial hypercholesterolemia. Evidence for a gene-
dosage effect in vivo. J. Clin. Invest. 64: 524–533.

VLDL and LDL metabolism 1627

 by guest, on June 14, 2012
w

w
w

.jlr.org
D

ow
nloaded from

 

http://www.jlr.org/


24. Cummings, M. H., G. F. Watts, M. Umpleby, T. R. Hennessy, J. R.
Quiney, and P. H. Sonksen. 1995. Increased hepatic secretion of
very-low-density-lipoprotein apolipoprotein B-100 in heterozygous
familial hypercholesterolaemia: a stable isotope study. Atheroscle-
rosis. 113: 79–89.

25. Tremblay, A. J., B. Lamarche, I. L. Ruel, J. C. Hogue, J. Bergeron,
C. Gagne, and P. Couture. 2004. Increased production of VLDL
apoB-100 in subjects with familial hypercholesterolemia carrying
the same null LDL receptor gene mutation. J. Lipid Res. 45: 866–872.

26. Fisher, W. R., L. A. Zech, L. L. Kilgore, and P. W. Stacpoole. 1991.
Metabolic pathways of apolipoprotein B in heterozygous familial
hypercholesterolemia: studies with a [3H]leucine tracer. J. Lipid
Res. 32: 1823–1836.

27. Fisher, W. R., L. A. Zech, and P. W. Stacpoole. 1994. ApoB metab-
olism in familial hypercholesterolemia. Inconsistencies with the
LDL receptor paradigm. Arterioscler. Thromb. 14: 501–510.

28. Gent, J., and I. Braakman. 2004. Low-density lipoprotein receptor
structure and folding. Cell. Mol. Life Sci. 61: 2461–2470.

29. Millar, J. S., C. Maugeais, K. Ikewaki, D. M. Kolansky, P. H. Barrett,
E. C. Budreck, R. C. Boston, N. Tada, S. Mochizuki, J. C. Defesche,
et al. 2005. Complete deficiency of the low-density lipoprotein
receptor is associated with increased apolipoprotein B-100
production. Arterioscler. Thromb. Vasc. Biol. 25: 560–565.

30. Zulewski, H., R. Ninnis, A. R. Miserez, M. W. Baumstark, and U.
Keller. 1998. VLDL and IDL apolipoprotein B-100 kinetics in
familial hypercholesterolemia due to impaired LDL receptor func-
tion or to defective apolipoprotein B-100. J. Lipid Res. 39: 380–387.

31. Gaffney, D., L. Forster, M. J. Caslake, D. Bedford, J. P. Stewart,
G. Stewart, G. Wieringa, M. Dominiczak, J. P. Miller, and C. J.
Packard. 2002. Comparison of apolipoprotein B metabolism in
familial defective apolipoprotein B and heterogeneous familial
hypercholesterolemia. Atherosclerosis. 162: 33–43.

32. Pietzsch, J., B. Wiedemann, U. Julius, S. Nitzsche, S. Gehrisch,
S. Bergmann, W. Leonhardt, W. Jaross, and M. Hanefeld. 1996.
Increased clearance of low density lipoprotein precursors in pa-
tients with heterozygous familial defective apolipoprotein B-100: a
stable isotope approach. J. Lipid Res. 37: 2074–2087.

33. Schaefer, J. R., H. Scharnagl, M. W. Baumstark, H. Schweer, L. A.
Zech, H. Seyberth, K. Winkler, A. Steinmetz, and W. Marz. 1997.
Homozygous familial defective apolipoprotein B-100. Enhanced
removal of apolipoprotein E-containing VLDLs and decreased
production of LDLs. Arterioscler. Thromb. Vasc. Biol. 17: 348–353.

34. Maxwell, K. N., and J. L. Breslow. 2004. Adenoviral-mediated
expression of Pcsk9 in mice results in a low-density lipoprotein
receptor knockout phenotype. Proc. Natl. Acad. Sci. USA. 101:
7100–7105.

35. Park, S. W., Y. A. Moon, and J. D. Horton. 2004. Post-transcrip-
tional regulation of low density lipoprotein receptor protein by
proprotein convertase subtilisin/kexin type 9a in mouse liver. J.
Biol. Chem. 279: 50630–50638.

36. Lalanne, F., G. Lambert, M. J. Amar, M. Chetiveaux, Y. Zair, A. L.
Jarnoux, K. Ouguerram, J. Friburg, N. G. Seidah, H. B. Brewer, Jr.,
et al. 2005. Wild-type PCSK9 inhibits LDL clearance but does not
affect apoB-containing lipoprotein production in mouse and
cultured cells. J. Lipid Res. 46: 1312–1319.

37. Benjannet, S., D. Rhainds, R. Essalmani, J. Mayne, L. Wickham,
W. Jin, M. C. Asselin, J. Hamelin, M. Varret, D. Allard, et al. 2004.
NARC-1/PCSK9 and its natural mutants: zymogen cleavage and
effects on the low density lipoprotein (LDL) receptor and LDL
cholesterol. J. Biol. Chem. 279: 48865–48875.

38. Ouguerram, K., M. Chetiveaux, Y. Zair, P. Costet, M. Abifadel, M.
Varret, C. Boileau, T. Magot, and M. Krempf. 2004. Apolipopro-
tein B100 metabolism in autosomal-dominant hypercholesterol-
emia related to mutations in PCSK9. Arterioscler. Thromb. Vasc. Biol.
24: 1448–1453.

39. Twisk, J., D. L. Gillian-Daniel, A. Tebon, L. Wang, P. H. Barrett,
and A. D. Attie. 2000. The role of the LDL receptor in apolipo-
protein B secretion. J. Clin. Invest. 105: 521–532.

40. Cohen, J., A. Pertsemlidis, I. K. Kotowski, R. Graham, C. K. Garcia,
and H. H. Hobbs. 2005. Low LDL cholesterol in individuals of
African descent resulting from frequent nonsense mutations in
PCSK9. Nat. Genet. 37: 161–165.

41. Cohen, J. C., E. Boerwinkle, T. H. Mosley, Jr., and H. H. Hobbs.
2006. Sequence variations in PCSK9, low LDL, and protection
against coronary heart disease. N. Engl. J. Med. 354: 1264–1272.

42. Bilheimer, D. W., S. M. Grundy, M. S. Brown, and J. L. Goldstein.
1983. Mevinolin and colestipol stimulate receptor-mediated clear-

ance of low density lipoprotein from plasma in familial hypercho-
lesterolemiaheterozygotes.Proc.Natl.Acad.Sci.USA.80:4124–4128.

43. Grundy, S. M., G. L. Vega, and D. W. Bilheimer. 1985. Influence of
combined therapy with mevinolin and interruption of bile-acid
reabsorption on low density lipoproteins in heterozygous familial
hypercholesterolemia. Ann. Intern. Med. 103: 339–343.

44. Uauy, R., G. L. Vega, S. M. Grundy, and D. M. Bilheimer. 1988.
Lovastatin therapy in receptor-negative homozygous familial
hypercholesterolemia: lack of effect on low-density lipoprotein
concentrations or turnover. J. Pediatr. 113: 387–392.

45. Watts, G. F., M. H. Cummings, M. Umpleby, J. R. Quiney,
R. Naoumova, G. R. Thompson, and P. H. Sonksen. 1995. Sim-
vastatin decreases the hepatic secretion of very-low-density lipo-
protein apolipoprotein B-100 in heterozygous familial
hypercholesterolaemia: pathophysiological and therapeutic impli-
cations. Eur. J. Clin. Invest. 25: 559–567.

46. Parhofer, K. G., P. H. Barrett, J. Dunn, and G. Schonfeld. 1993.
Effect of pravastatin on metabolic parameters of apolipoprotein B
in patients with mixed hyperlipoproteinemia. Clin. Investig. 71:
939–946.

47. Winkler, K., J. R. Schafer, B. Klima, C. Nuber, A. Sattler, I.
Friedrich, W. Koster, A. Steinmetz, H. Wieland, and W. Marz.
1999. Lifibrol enhances the low density lipoprotein apolipopro-
tein B-100 turnover in patients with hypercholesterolemia and
mixed hyperlipidemia. Atherosclerosis. 144: 167–175.

48. Parhofer, K. G., P. H. Barrett, T. Demant, W. O. Richter, and P.
Schwandt. 1996. Effects of weekly LDL-apheresis on metabolic
parameters of apolipoprotein B in heterozygous familial hyper-
cholesterolemia. J. Lipid Res. 37: 2383–2393.

49. Parhofer, K. G., P. H. Barrett, T. Demant, and P. Schwandt. 2000.
Acute effects of low density lipoprotein apheresis on metabolic
parameters of apolipoprotein B. J. Lipid Res. 41: 1596–1603.

50. Geiss, H. C., S. Bremer, P. H. Barrett, C. Otto, and K. G. Parhofer.
2004. In vivo metabolism of LDL subfractions in patients with
heterozygous FH on statin therapy: rebound analysis of LDL
subfractions after LDL apheresis. J. Lipid Res. 45: 1459–1467.

51. Barrett, P. H., and K. G. Parhofer. 1998. Low-density lipoprotein-
apolipoprotein B metabolism following apheresis: simulation stud-
ies of mass changes and tracer kinetics. Metabolism. 47: 478–483.

51a. Barrett, P. H. R., D. C. Chan, and G. F. Watts. 2006. Design and
analysis of lipoprotein tracer kinetics studies in humans. J. Lipid Res.
47: 1607–1619.

52. Chan, D. C., P. H. Barrett, and G. F. Watts. 2006. Recent studies of
lipoprotein kinetics in the metabolic syndrome and related dis-
orders. Curr. Opin. Lipidol. 17: 28–36.

53. Cummings, M. H., G. F. Watts, A. M. Umpleby, T. R. Hennessy,
R. Naoumova, B. M. Slavin, G. R. Thompson, and P. H. Sonksen.
1995. Increased hepatic secretion of very-low-density lipoprotein
apolipoprotein B-100 in NIDDM. Diabetologia. 38: 959–967.

54. Adiels, M., J. Boren, M. J. Caslake, P. Stewart, A. Soro, J.
Westerbacka, B. Wennberg, S. O. Olofsson, C. Packard, and M. R.
Taskinen. 2005. Overproduction of VLDL1 driven by hyperglyce-
mia is a dominant feature of diabetic dyslipidemia. Arterioscler.
Thromb. Vasc. Biol. 25: 1697–1703.

55. Dane-Stewart, C. A., G. F. Watts, P. H. Barrett, B. G. Stuckey, J. C.
Mamo, I. J. Martins, and T. G. Redgrave. 2003. Chylomicron rem-
nant metabolism studied with a new breath test in postmenopausal
women with and without type 2 diabetes mellitus. Clin. Endocrinol.
(Oxf.). 58: 415–420.

56. Riches, F. M., G. F. Watts, R. P. Naoumova, J. M. Kelly, K. D. Croft,
and G. R. Thompson. 1998. Hepatic secretion of very-low-density
lipoprotein apolipoprotein B-100 studied with a stable isotope
technique in men with visceral obesity. Int. J. Obes. Relat. Metab.
Disord. 22: 414–423.

57. Watts, G. F., D. C. Chan, P. H. Barrett, A. V. Susekov, J. Hua, and S.
Song. 2003. Fat compartments and apolipoprotein B-100 kinetics in
overweight-obese men. Obes. Res. 11: 152–159.

58. Adiels, M., M. R. Taskinen, C. Packard, M. J. Caslake, A. Soro-
Paavonen, J. Westerbacka, S. Vehkavaara, A. Hakkinen, S. O.
Olofsson, H. Yki-Jarvinen, et al. 2006. Overproduction of large
VLDL particles is driven by increased liver fat content in man.
Diabetologia. 49: 755–765.

59. Ginsberg, H. N., and L. S. Huang. 2000. The insulin resistance
syndrome: impact on lipoprotein metabolism and atherothrombo-
sis. J. Cardiovasc. Risk. 7: 325–331.

60. Ng, T. W., G. F. Watts, M. S. Farvid, D. C. Chan, and P. H. Barrett.
2005. Adipocytokines and VLDL metabolism: independent reg-

1628 Journal of Lipid Research Volume 47, 2006

 by guest, on June 14, 2012
w

w
w

.jlr.org
D

ow
nloaded from

 

http://www.jlr.org/


ulatory effects of adiponectin, insulin resistance, and fat com-
partments on VLDL apolipoprotein B-100 kinetics? Diabetes. 54:
795–802.

61. Kabir, M., K. J. Catalano, S. Ananthnarayan, S. P. Kim, G. W. Van
Citters, M. K. Dea, and R. N. Bergman. 2005. Molecular evidence
supporting the portal theory: a causative link between visceral
adiposity and hepatic insulin resistance. Am. J. Physiol. Endocrinol.
Metab. 288: E454–E461.

62. Lehrke, M., and M. A. Lazar. 2005. The many faces of PPARgamma.
Cell. 123: 993–999.

63. Tataranni, P. A., and E. Ortega. 2005. A burning question: does
an adipokine-induced activation of the immune system me-
diate the effect of overnutrition on type 2 diabetes? Diabetes. 54:
917–927.

64. Gill, J. M., J. C. Brown, D. Bedford, D. M. Wright, J. Cooney, D. A.
Hughes, C. J. Packard, and M. J. Caslake. 2004. Hepatic production
of VLDL1 but not VLDL2 is related to insulin resistance in
normoglycaemic middle-aged subjects. Atherosclerosis. 176: 49–56.

65. Lamarche, B., S. Rashid, and G. F. Lewis. 1999. HDL metabolism
in hypertriglyceridemic states: an overview. Clin. Chim. Acta. 286:
145–161.

66. Barrett, P. H., and G. F. Watts. 2003. Kinetic studies of lipoprotein
metabolism in the metabolic syndrome including effects of nutri-
tional interventions. Curr. Opin. Lipidol. 14: 61–68.

67. Riches, F. M., G. F. Watts, J. Hua, G. R. Stewart, R. P. Naoumova,
and P. H. Barrett. 1999. Reduction in visceral adipose tissue is
associated with improvement in apolipoprotein B-100 metabolism
in obese men. J. Clin. Endocrinol. Metab. 84: 2854–2861.

68. Mittendorfer, B., B. W. Patterson, and S. Klein. 2003. Effect of weight
loss on VLDL-triglyceride and apoB-100 kinetics in women with
abdominal obesity. Am. J. Physiol. Endocrinol. Metab. 284: E549–E556.

69. Chan, D. C., G. F. Watts, P. H. Barrett, L. J. Beilin, T. G. Redgrave, and
T. A. Mori. 2002. Regulatory effects of HMG CoA reductase inhibitor
and fish oils on apolipoprotein B-100 kinetics in insulin-resistant
obese male subjects with dyslipidemia. Diabetes. 51: 2377–2386.

70. Gylling, H., and T. A. Miettinen. 1996. Effects of inhibiting cho-
lesterol absorption and synthesis on cholesterol and lipoprotein
metabolism in hypercholesterolemic non-insulin-dependent dia-
betic men. J. Lipid Res. 37: 1776–1785.

71. Chan, D. C., G. F. Watts, P. H. Barrett, T. A. Mori, L. J. Beilin,
and T. G. Redgrave. 2002. Mechanism of action of a 3-hydroxy-
3-methylglutaryl coenzyme A reductase inhibitor on apolipo-
protein B-100 kinetics in visceral obesity. J. Clin. Endocrinol. Metab.
87: 2283–2289.

72. Bilz, S., S. Wagner, M. Schmitz, A. Bedynek, U. Keller, and T.
Demant. 2004. Effects of atorvastatin versus fenofibrate on apoB-
100 and apoA-I kinetics in mixed hyperlipidemia. J. Lipid Res. 45:
174–185.

73. Forster, L. F., G. Stewart, D. Bedford, J. P. Stewart, E. Rogers,
J. Shepherd, C. J. Packard, and M. J. Caslake. 2002. Influence of
atorvastatin and simvastatin on apolipoprotein B metabolism in
moderate combined hyperlipidemic subjects with low VLDL and
LDL fractional clearance rates. Atherosclerosis. 164: 129–145.

74. Ouguerram, K., T. Magot, Y. Zair, J. S. Marchini, B. Charbonnel, H.
Laouenan, and M. Krempf. 2003. Effect of atorvastatin on
apolipoprotein B100 containing lipoprotein metabolism in type-2
diabetes. J. Pharmacol. Exp. Ther. 306: 332–337.

75. Arad, Y., R. Ramakrishnan, and H. N. Ginsberg. 1990. Lovastatin
therapy reduces low density lipoprotein apoB levels in subjects with
combined hyperlipidemia by reducing the production of apoB-
containing lipoproteins: implications for the pathophysiology of
apoB production. J. Lipid Res. 31: 567–582.

76. Myerson, M., C. Ngai, J. Jones, S. Holleran, R. Ramakrishnan, L.
Berglund, and H. N. Ginsberg. 2005. Treatment with high-dose
simvastatin reduces secretion of apolipoprotein B-lipoproteins in
patients with diabetic dyslipidemia. J. Lipid Res. 46: 2735–2744.

77. Isley, W. L., J. M. Miles, B. W. Patterson, and W. S. Harris. 2006.
The effect of high-dose simvastatin on triglyceride-rich lipoprotein
metabolism in patients with type 2 diabetes mellitus. J. Lipid Res. 47:
193–200.

78. Ginsberg, H. N. 2006. Review. Efficacy and mechanisms of action of
statins in the treatment of diabetic dyslipidemia. J. Clin. Endocrinol.
Metab. 91: 383–392.

79. Watts, G. F., P. H. Barrett, J. Ji, A. P. Serone, D. C. Chan, K. D.
Croft, F. Loehrer, and A. G. Johnson. 2003. Differential regulation
of lipoprotein kinetics by atorvastatin and fenofibrate in subjects
with the metabolic syndrome. Diabetes. 52: 803–811.

80. Chan, D. C., G. F. Watts, T. A. Mori, P. H. Barrett, L. J. Beilin, and
T. G. Redgrave. 2002. Factorial study of the effects of atorvastatin
and fish oil on dyslipidaemia in visceral obesity. Eur. J. Clin. Invest.
32: 429–436.

81. Parhofer, K. G., P. H. Barrett, and P. Schwandt. 2000. Atorvastatin
improves postprandial lipoprotein metabolism in normolipidemlic
subjects. J. Clin. Endocrinol. Metab. 85: 4224–4230.

82. Ginsberg, H. N. 1987. Changes in lipoprotein kinetics during
therapy with fenofibrate and other fibric acid derivatives. Am. J.
Med. 83: 66–70.

83. Frost, R. J., C. Otto, H. C. Geiss, P. Schwandt, and K. G. Parhofer.
2001. Effects of atorvastatin versus fenofibrate on lipoprotein
profiles, low-density lipoprotein subfraction distribution, and
hemorheologic parameters in type 2 diabetes mellitus with mixed
hyperlipoproteinemia. Am. J. Cardiol. 87: 44–48.

84. Parhofer, K. G., C. Otto, H. C. Geiss, E. Laubach, and B. Goke.
2005. Effect of pioglitazone on lipids in well controlled patients
with diabetes mellitus type 2—results of a pilot study. Exp. Clin.
Endocrinol. Diabetes. 113: 49–52.

85. Nagashima, K., C. Lopez, D. Donovan, C. Ngai, N. Fontanez,
A. Bensadoun, J. Fruchart-Najib, S. Holleran, J. S. Cohn, R.
Ramakrishnan, et al. 2005. Effects of the PPARgamma agonist
pioglitazone on lipoprotein metabolism in patients with type 2
diabetes mellitus. J. Clin. Invest. 115: 1323–1332.

86. Millar, J. S., M. E. Brousseau, M. R. Diffenderfer, P. H. Barrett, F. K.
Welty, A. Faruqi, M. L. Wolfe, C. Nartsupha, A. G. Digenio, J. P.
Mancuso, et al. 2006. Effects of the cholesteryl ester transfer protein
inhibitor torcetrapib on apolipoprotein B100 metabolism in
humans. Arterioscler. Thromb. Vasc. Biol. 26: 1350–1356.

87. Stalenhoef, A. F., M. J. Malloy, J. P. Kane, and R. J. Havel. 1986.
Metabolism of apolipoproteins B-48 and B-100 of triglyceride-rich
lipoproteins in patients with familial dysbetalipoproteinemia. J.
Clin. Invest. 78: 722–728.

88. Turner, P. R., C. Cortese, R. Wootton, C. Marenah, N. E. Miller, and
B. Lewis. 1985. Plasma apolipoprotein B metabolism in familial type
III dysbetalipoproteinaemia. Eur. J. Clin. Invest. 15: 100–112.

89. Haffner, S. M., R. S. Kushwaha, and W. R. Hazzard. 1989. Metab-
olism of chylomicrons in subjects with dysbetalipoproteinaemia
(type III hyperlipoproteinaemia). Eur. J. Clin. Invest. 19: 486–490.

90. Redgrave, T. G., G. F. Watts, I. J. Martins, P. H. Barrett, J. C.
Mamo, S. B. Dimmitt, and A. D. Marais. 2001. Chylomicron rem-
nant metabolism in familial dyslipidemias studied with a remnant-
like emulsion breath test. J. Lipid Res. 42: 710–715.

91. Tremblay, A. J., B. Lamarche, I. L. Ruel, J. C. Hogue, Y. Deshaies, C.
Gagne, and P. Couture. Effects of fenofibrate on apolipoprotein
kinetics in patients with coexisting dysbetalipoproteinemia and
heterozygous familial hypercholesterolemia. Atherosclerosis. Epub
ahead of print. December 5, 2005; doi:10.1016/j.atherosclerosis.
2005.10.037.

92. Schonfeld, G. 2003. Familial hypobetalipoproteinemia: a review.
J. Lipid Res. 44: 878–883.

93. Schonfeld, G., X. Lin, and P. Yue. 2005. Familial hypobetalipo-
proteinemia: genetics and metabolism. Cell. Mol. Life Sci. 62:
1372–1378.

94. Hooper, A. J., F. M. van Bockxmeer, and J. R. Burnett. 2005.
Monogenic hypocholesterolaemic lipid disorders and apolipo-
protein B metabolism. Crit. Rev. Clin. Lab. Sci. 42: 515–545.

95. Parhofer, K. G., P. H. Barrett, D. M. Bier, and G. Schonfeld.
1992. Lipoproteins containing the truncated apolipoprotein,
apo B-89, are cleared from human plasma more rapidly than
apo B-100-containing lipoproteins in vivo. J. Clin. Invest. 89:
1931–1937.

96. Gabelli, C., C. Bilato, S. Martini, G. E. Tennyson, L. A. Zech, A.
Corsini, M. Albanese, H. B. Brewer, Jr., G. Crepaldi, and G. Baggio.
1996. Homozygous familial hypobetalipoproteinemia. Increased
LDL catabolism in hypobetalipoproteinemia due to a truncated
apolipoprotein B species, apo B-87Padova. Arterioscler. Thromb. Vasc.
Biol. 16: 1189–1196.

97. Krul, E. S., K. G. Parhofer, P. H. Barrett, R. D. Wagner, and G.
Schonfeld. 1992. ApoB-75, a truncation of apolipoprotein B asso-
ciated with familial hypobetalipoproteinemia: genetic and kinetic
studies. J. Lipid Res. 33: 1037–1050.

98. Parhofer, K. G., P. H. Barrett, C. A. Aguilar-Salinas, and G.
Schonfeld. 1996. Positive linear correlation between the length of
truncated apolipoprotein B and its secretion rate: in vivo studies
in human apoB-89, apoB-75, apoB-54.8, and apoB-31 heterozy-
gotes. J. Lipid Res. 37: 844–852.

VLDL and LDL metabolism 1629

 by guest, on June 14, 2012
w

w
w

.jlr.org
D

ow
nloaded from

 

http://www.jlr.org/


99. Yao, Z., and R. S. McLeod. 1994. Synthesis and secretion of he-
patic apolipoprotein B-containing lipoproteins. Biochim. Biophys.
Acta. 1212: 152–166.

100. Aguilar-Salinas, C. A., P. H. Barrett, K. G. Parhofer, S. G. Young, D.
Tessereau, J. Bateman, C. Quinn, and G. Schonfeld. 1995. Apopro-
tein B-100 production is decreased in subjects heterozygous for
truncations of apoprotein B.Arterioscler. Thromb. Vasc. Biol. 15: 71–80.

101. Latour, M. A., B. W. Patterson, J. Pulai, Z. Chen, and G. Schonfeld.
1997. Metabolism of apolipoprotein B-100 in a kindred with
familial hypobetalipoproteinemia without a truncated form of
apoB. J. Lipid Res. 38: 592–599.

102. Chan, D. C., G. F. Watts, T. G. Redgrave, T. A. Mori, and P. H.

Barrett. 2002. Apolipoprotein B-100 kinetics in visceral obesity:
associations with plasma apolipoprotein C-III concentration.
Metabolism. 51: 1041–1046.

103. Hardman, D. A., C. R. Pullinger, R. L. Hamilton, J. P. Kane, and
M. J. Malloy. 1991. Molecular and metabolic basis for the metab-
olic disorder normotriglyceridemic abetalipoproteinemia. J. Clin.
Invest. 88: 1722–1729.

104. Welty, F. K., A. H. Lichtenstein, P. H. Barrett, G. G. Dolnikowski,
J. M. Ordovas, and E. J. Schaefer. 1997. Production of apolipo-
protein B-67 in apolipoprotein B-67/B-100 heterozygotes: technical
problems associated with leucine contamination in stable isotope
studies. J. Lipid Res. 38: 1535–1543.

1630 Journal of Lipid Research Volume 47, 2006

 by guest, on June 14, 2012
w

w
w

.jlr.org
D

ow
nloaded from

 

http://www.jlr.org/

