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Low-density lipoprotein (LDL) plays a key role in the development and progression of atherosclerosis and cardiovascular disease.
LDL consists of several subclasses of particles with different sizes and densities, including large buoyant (lb) and intermediate and
small dense (sd) LDLs. It has been well documented that sdLDL has a greater atherogenic potential than that of other LDL
subfractions and that sdLDL cholesterol (sdLDL-C) proportion is a better marker for prediction of cardiovascular disease than
that of total LDL-C. Circulating sdLDL readily undergoes multiple atherogenic modifications in blood plasma, such as
desialylation, glycation, and oxidation, that further increase its atherogenicity. Modified sdLDL is a potent inductor of
inflammatory processes associated with cardiovascular disease. Several laboratory methods have been developed for separation
of LDL subclasses, and the results obtained by different methods can not be directly compared in most cases. Recently, the
development of homogeneous assays facilitated the LDL subfraction analysis making possible large clinical studies evaluating the
significance of sdLDL in the development of cardiovascular disease. Further studies are needed to establish guidelines for sdLDL
evaluation and correction in clinical practice.

1. Introduction

High incidence of atherosclerosis and associated cardiovas-
cular diseases (CVD) urges the study of the causes and the
risk factors of their development. Atherosclerotic plaque
growth is dependent on the uptake of circulating cholesterol
by subendothelial cells. Hypercholesterolemia is one of
the well-understood risk factors of atherosclerosis, and
cholesterol-lowering therapy is widely used in clinical
practice for treatment of CVD [1, 2]. However, the
CVD risk reduction achieved in most of the clinical studies
was not higher than 30% indicative of other important risk
factors that have to be taken into account [3–5]. A strong line
of evidence demonstrates that the development and progres-
sion of atherosclerosis are dependent not only and not

so much on the amount as on the specific properties
of circulating lipoproteins [6, 7].

Circulating lipoprotein particles vary in size, density,
and lipid and apolipoprotein composition and can be sep-
arated into several classes based on physical and chemical
parameters. Low-density lipoprotein (LDL) is the major
source of atherosclerotic lipid storage, whereas high-
density lipoprotein (HDL) is not atherogenic, and its level
inversely correlates with the atherosclerotic CVD risk [8].
Small dense LDL (sdLDL) is especially common in the
serum of atherosclerosis patients and is susceptible to chem-
ical modifications that increase their atherogenicity [9, 10].
The analysis of plasma LDL profile can be performed by
ultracentrifugation or gradient gel electrophoresis that can
separate the LDL particles based on their density or size
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correspondingly. Other methods have been used to assess the
LDL particle size, charge, or chemical properties and will be
discussed later in this review. Currently, the development of
cheap and reliable LDL profiling methods for routine clinical
practice remains a challenging goal.

Numerous clinical studies have been conducted to
establish the link between the composition of circulating
LDL particles and the risk of atherosclerosis and CVD
development. According to the current consensus, 2 main
phenotypes, A and B, are defined based on plasma LDL
profile, with intermediate A/B phenotype lying in between
[11]. The phenotype A is characterized by the predominance
of large buoyant LDL (lbLDL) and the phenotype B by the
predominance of sdLDL [12, 13]. Phenotype B was reported
in a number of diseases, including metabolic disorders
[14, 15], obesity [16, 17], and type 2 diabetes [18, 19]
and is considered as a risk factor of coronary heart disease
(CHD). Moreover, this phenotype was associated with the
elevated plasma triglyceride (TG) level, reduced HDL choles-
terol (HDL-C), and high-hepatic lipase activity [20]. The
predominance of sdLDL is currently accepted as a risk factor
for CVD by the National Cholesterol Education Program
(NCEPIII) [21]. Apart from density and size, LDL particles
may vary in chemical composition because of a series of
modifications that they can undergo in human blood.
Among them, lipoprotein(a) (Lp(a)), which contains an
additional lipoprotein molecule covalently bound to apoli-
poprotein B, has been characterized as an additional car-
diovascular risk factor [22]. Detection and measurement
of modified LDL particles is of special interest, as these
types of LDL can be a better marker for increased athero-
sclerosis, although their content in blood might be scarce
in comparison with native LDL.

2. LDL Subclasses and Methods of Their
Identification

LDL is broadly defined as lipoprotein fraction with density
ranging from 1.006 to 1.063 g/ml, which can be isolated
by various laboratory methods. This range also includes
the intermediate density lipoprotein (IDL) and very low-
density lipoprotein (VLDL). More precisely, LDL is known
to have a density from 1.019 to 1.063 g/ml. Ultracentrifu-
gation and gradient gel electrophoresis (GGE) with their
modifications are widely used for LDL analysis. In most of
the studies using these methods, LDL particles are classified
into 3 or 4 subclasses, including large (LDL I), intermediate
(LDL II), small (LDL III), and, in some studies, very small
(LDL IV) LDLs [3, 18]. LDL III and LDL IV (when dis-
cerned) are referred to as sdLDL. However, the classification
of LDL based on different analytical methods lacks unifor-
mity, and care should be taken while comparing the results
of clinical studies employing different methods.

Historically, the first method that allowed separation of
different LDL fractions was analytical ultracentrifugation
[18, 23–25]. In this method, LDL particles are separated
based on their flotation rate (Sf). In studies, where three
LDL subclasses are defined, LDL I, II, and III have densities
of 1.025–1.034 g/ml, 1.034–1.044 g/ml, and 1.044–1.060 g/ml,

respectively [26, 27]. In some studies, very small LDL IV
particles are separated. Phenotype pattern A is character-
ized by the predominance of LDL I and II and atherogenic
phenotype pattern B by the predominance (>50%) of LDL
III and IV. Different ultracentrifugation methods result in
slight variations in the density of the separated LDL. For
instance, iodixanol gradient gives lower densities of LDL
particles than traditional salt gradient, because the particles
maintain their native hydration [3, 28, 29].

Another widely used method of LDL subfraction analysis
is GGE under nondenaturating conditions. In this method,
LDL subclasses are separated by their electrophoretic
mobility, which is determined by the size and shape of the
lipoprotein [30]. Studies using GGE separation of LDL define
4 subclasses: LDL I (large LDL, peak diameter 26.0–28.5 nm),
LDL II (intermediate LDL, 25.5–26.4 nm), LDL III A and B
(small LDL, 24.2–25.5 nm), and LDL IV A and B (very
small LDL, 22.0–24.1 nm) [31]. Two phenotypes can be
distinguished based on peak LDL particle diameters:
>25.5 nm for phenotype pattern A (large and intermediate
LDL) and ≤25.5 nm for phenotype pattern B (small and
very small LDL). There is a strong correlation between size
and density of LDL particles analyzed by ultracentrifugation
and GGE, respectively; however, these parameters are not
identical. Some authors used tube gel electrophoresis for
LDL subfraction analysis for rapid acquisition of quantitative
results [32, 33].

Nuclear magnetic resonance (NMR) can be employed for
studying of lipoprotein classes in blood plasma, including
subclasses of LDL. However, the results of particle size
measurement by NMR differ significantly from the GGE data
in the same patients and can not be directly compared.
sdLDL is determined by NMR as particles with sizes from
18.0 to 20.5 nm [34, 35].

Other methods of LDL fraction analysis include
high-performance liquid chromatography (HPLC) with gel
filtration columns [36], dynamic light scattering [37, 38],
ion mobility analysis [39, 40], and homogenous assay
analysis [41]. The latter is of special interest because of its
high reproducibility and suitability for large-scale clinical
trial use. The homogenous assay for detection of sdLDL-
cholesterol was first described by Hirano et al. [41]. Since
then, the assay has been modified to simplify the analytical
procedure. In the modified method, sdLDL (particle size
15.0–20.0 nm) is separated from lbLDL using detergent and
sphingomyelinase treatment, and sdLDL-cholesterol concen-
tration is measured. The method separates sdLDL fraction
with a density from 1.044 to 1.063 g/ml using standard
clinical laboratory equipment [42, 43]. The comparison of
some of the most widely used methods of LDL subclasses
analysis is presented in Table 1.

As the clinical and diagnostic significance of LDL sub-
classes becomes evident, the standardization problem comes
into prominence. Different methods of LDL subclass anal-
ysis deliver different results, and significant variations are
possible even within one method. It is currently difficult
to determine which of the existing approaches can be rec-
ommended as the most accurate and, at the same time,
suitable for clinical use. Moreover, no data is currently
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available on the comparability of the LDL subfraction analy-
sis methods in terms of predicting CVD outcomes [46].
Therefore, more studies are needed to develop a standard
analytical procedure.

3. Origins of LDL Subclasses

The exact origins of LDL subclasses remain to be elucidated.
Berneis et al. proposed the existence of two pathways
dependent on hepatic triglyceride (TG) availability [44].
Two types of precursor lipoproteins (Lp) are secreted from
the liver, containing TG-rich or TG-poor apolipoprotein B

(apoB). When the TG availability is low, VLDL1 (TG-rich
Lp) and IDL2 (TG-poor Lp) are secreted. If the TG availabil-
ity is high, larger particles are secreted, such as larger VLDL1
(TG-rich Lp) and VLDL2 (TG-poor Lp). TG-poor Lp is a
precursor for larger LDL subclasses (LDL I and LDL II),
whereas TG-rich Lp is converted into sdLDL subclasses
(LDL III and LDL IV) after delipidation by lipoprotein lipase
(LPL) and hepatic lipase (HL). Cholesteryl ester transfer
protein (CETP) can transfer TG to sdLDL particles that will
be further delipidated by HL, resulting in the generation of
smaller particles (Figure 1) [3, 44]. This theory advocates
the distinct metabolic pathway for sdLDL from liver-

Table 1: LDL subclasses separated by different laboratory methods.

Small dense LDL

Method
LDL I
Large

LDL II
Intermediate

LDL III
Small

LDL IV
Very small

UC density gradient (density)

(a) [44] (a) 1.019–1.023 g/ml (a) 1.023–1.034 g/ml (a) 1.034–1.044 g/ml (a) 1.044–1.060

(b) [26] (b) 1.025–1.034 g/ml (b) 1.034–1.044 g/ml (b) 1.044–1.060 g/ml

UC iodixanol gradient (density)

(a) [28] (a) 1.016–1.028 g/ml (a) 1.028–1.043 g/ml

(b) [29] (b) 1.022–1.028 g/ml (b) 1.028–1.041 g/ml

GGE (peak diameter)

(a) [30] (a) 26.35–28.5 nm (a) 25.75–26.34 nm (a) 22.0–25.74 nm

(b) [45] (b) 26.0–28.5 nm (b) 25.5–26.4 nm
(b) 24.7–25.5 nm (III A)
24.2–24.6 nm (III B)

(b) 23.3–24.1 nm (IV A)
22.0–23.2 nm (IV B)

Ion mobility (peak size) [39] 21.9–23.8 nm 21.1–21.9 nm 20.17–21.1 nm 18.0–20.17 nm

NMR (peak size)

(a) [34, 35] (a) 21.3–22.7 nm (a) 19.8–21.2 nm (a) 18.3–19.7 nm

(b) [32] (b) 20.6–22.0 nm (b) 20.4–20.5 nm (b) 19.0–20.3 nm

Homogenous assay [42, 43] Separated particles with density 1.044–1.063 g/ml

Phenotype pattern A Phenotype pattern B

Low TG availability
pathway 1

Small
CETP

HL
LPL
HL LPL Larger LPL

LPL
HL

CETP
HL Small

High TG availability
pathway 2

LPL LPL LPL HL
CETP

Small

TG-rich

TG-poor

LDL LDLIII Remnants VLDL1 VLDL1 Remnants LDLLDLIV

LDLI IDL VLDL2 IDL1 LDLII LDL

Figure 1: Hypothetical scheme of metabolic origins of LDL subclasses. Two metabolic pathways exist for the production of LDL particles
from the precursors secreted by the liver. In case of low TG availability, the liver secretes mostly VLDL1 and IDL as TG-rich and TG-poor
lipoprotein particles. These can be modified by LPL and HL to generate LDLI and III particles. In case of high TG availability, a distinct
pattern of LDL precursors is secreted, including larger VLDL1 and VLDL2. After these modifications by LPL and HL, they give rise to
LDLII and IV particles. After TG transfer to the LDL particles by CETP, they can be further delipidated by HL resulting in the formation
of smaller LDL particles. TG: triglycerides; LPL: lipoprotein lipase; HL: hepatic lipase; CETP: cholesterol ester transfer protein.
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secreted precursors and is supported by the results of an
interventional human study that demonstrated an inverse
correlation between LDL I and LDL III and between LDL II
and LDL IV [44, 47]. As a consequence of step-wise mod-
ification, sdLDL particles have altered chemical contents,
containing decreased amounts of phospholipids (as mea-
sured based on apolipoprotein B content), as well as free
cholesterol and cholesterol ester, while TG contents remain
unaltered [48].

Recent studies suggest that sdLDL can have multiple
origins, at least in patients with metabolic disorders. The
results of LDL subfraction analysis on days 0 to 7 after
apheresis in patients with familial hypercholesterolemia
demonstrated that sdLDL rebound dynamics could be
best explained by the model, combining the direct path-
way and delipidation of lbLDL [49]. The regulation of
sdLDL production is likely to be dependent on the cur-
rent metabolic status. The regulatory role of apoE and
apoC-III lipoproteins in the apoB metabolism was studied
in a recent work on healthy subjects and patients with
hypertriglyceridemia [50]. When plasma TG levels were
normal, the liver secreted primarily apoE-containing TG-
rich VLDL that was rapidly removed from the circulation.
In hypertriglyceridemia, however, the balance was shifted
towards apoC-III-containing TG-rich lipoproteins that
had longer circulation times and were converted into
sdLDL. Clearance of apoE-containing lipoproteins was also
reduced. As a result, high rate of sdLDL formation and
reduced clearance led to the development of phenotype
pattern B with elevated sdLDL levels. These observations
highlight the importance of controlling hypertriglyc-
eridemia for reduction of CVD risk. Numerous studies
have been conducted to evaluate the effects of lifestyle
and dietary changes on TG and sdLDL production and
are reviewed elsewhere [51]. Some dietary components, such
as omega-3 polyunsaturated fatty acids, were demonstrated
to have beneficial effects [51, 52].

LDL particles can be modified by CETP, which is
responsible for the exchange of TG and cholesteryl ester
between LDL and VLDL and/or HDL and HL. This leads
to the production of smaller sdLDL particles. Correspond-
ingly, inhibition of CETP could reduce the sdLDL fraction
in individuals with low HDL-C and in healthy premeno-
pausal women [53, 54].

Genetic factors influencing sdLDL production have
been studied in recently performed genome-wide associa-
tion studies (GWAS). It was found that a single nucleotide
polymorphism (SNP) in the promoter region of sortilin, a
sorting receptor involved in the hepatic release of VLDL,
results in alterations in hepatic sortilin synthesis and has
an influence on the lipoprotein profile. Very small LDL
fraction was increased by 20% in major allele homozygotes
as compared to minor allele homozygotes [55]. Other
SNPs associated with altered lipoprotein metabolism have
been reported in different loci, including CETP, LPL,
LIPC, GALNT2, MLXIPL, APOA1/A5, and PCSK7 [40, 56].
Therefore, sdLDL metabolism is dependent on genetic
factors that might be considered for the development of novel
therapeutic strategies.

4. Atherogenic Modifications of sdLDL

The circulation time of sdLDL is longer than that of large
LDL particles that are cleared from the bloodstream through
the interaction with the LDL receptor [57, 58]. Lipid trapping
and accumulation by foam cells in the arterial wall are the
key processes that lead to the development and growth of
the atherosclerotic plaque. LDL particles are the main
source of cholesterol stored in the plaques and their ath-
erogenic properties have been extensively studied. It was
demonstrated that native LDL does not cause lipid accu-
mulation in cultured cells, whereas modified particles, such
as oxidized, desialylated, glycated, and electronegative LDL,
are highly atherogenic [9, 59]. Modified forms of LDL also
possess proinflammatory properties and are prone to aggre-
gation and formation of complexes that further increase
their atherogenicity.

Oxidation in blood plasma is one of the first atherogenic
modifications of LDL particles that have been proposed
[9, 60]. Oxidation results in the generation of oxidation-
specific epitopes on the LDL particles that induce the
immune response and inflammation. Oxidized LDL is recog-
nized by a number of receptors, including CD36 and TLR-4
[61]. Increased susceptibility of sdLDL to oxidation can be
explained by its lipid composition [48]. Moreover, sdLDL
particles contain less antioxidative vitamins and are there-
fore more susceptible to oxidation than larger forms of
lipoproteins [62].

Enrichment of lipoprotein-associated phospholipase A2
(Lp-PLA2) in LDL particles is known to be associated with
cardiovascular disease. High PLA2 contents were described
in electronegative LDL and also in advanced atherosclerotic
plaques. Inside the lipoprotein particle, this enzyme cleaves
oxidized phospholipids, releasing proinflammatory products
and further increasing its atherogenicity [63].

Another atherogenic modification of LDL is desialyla-
tion, which is performed in blood plasma by trans-sialidase
that plays an important role in the metabolism of glycoconju-
gates [64]. Trans-sialidase transfers the sialic acid moiety
from the LDL particle to various acceptors such as plasma
proteins, neutral sphingolipids, or gangliosides. It was
demonstrated that incubation of purified LDL with blood
plasma for several hours leads to a gradual desialylation of
the particles [64]. sdLDL have a decreased sialic acid content
in comparison to lbLDL in subjects with phenotype pattern B
[6, 65]. Desialylation apparently increases the affinity of the
sdLDL particles to proteoglycans in the arterial wall. As a
result, desialylated sdLDL has a prolonged residence time in
the subendothelial space where it can contribute to the lipid
storage and atherosclerosis plaque development [66].

ApoB lipoprotein was shown to be preferentially glycated
in sdLDL particles as compared to lbLDL both in vitro and
in vivo [67, 68], and the level of glycated apoB inversely
correlated by particle size measured by NMR [69].

The origins of the elevated electronegative LDL (LDL(−))
levels in the plasma of atherosclerotic patients are not
completely understood. Several mechanisms have been pro-
posed, including oxidation, modification of the protein com-
ponent, and binding to proteoglycans [70]. The relationship
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of LDL(−) to sdLDL was a subject of several studies. It has
been demonstrated that LDL(−) from plasma of healthy indi-
viduals was predominant in the dense subfraction, while
most of the LDL(−) from patients with hypercholesterolemia
was found in the light LDL fractions [71]. LDL(−) was
increased in the plasma of patients with high coronary heart
disease risk [72]. Another study described a bimodal distri-
bution, with LDL(−) present in both dense and light LDL
fractions [73]. It has been shown, however, that the increase
in the LDL(−) production was closely related to the increase
in the oxidized LDL and sdLDL levels [74].

Efforts were made to detect naturally occurring modified
LDL forms in human plasma. Elevated levels of Lp(a) could
be selectively detected by immunoassays developed and
optimized for that purpose [75]. Although oxidized LDL
could not be readily isolated, other types of modified LDL
have been purified, such as desialylated LDL and LDL(−).
The former could be analyzed in human serum using a
lectin-sorbent assay [76] and the latter by methods sensitive
to the electric charge of the particles, such as ion-exchange
chromatography [77] and capillary isotachophoresis [78].
The sialic acid content of isolated LDL(−) particles was
1.7-fold and 3-fold lower in healthy subjects and athero-
sclerosis patients, respectively, as compared to native LDL
[79]. On the other hand, desialylated LDL was enriched in
LDL(−) [80]. These observations suggest that desialylated
and electronegative LDL subfractions might be similar or
even identical (Table 2). Moreover, both desialylated and
LDL(−) particles are susceptible to oxidation and contain
less antioxidant vitamins than native LDL. It is therefore
plausible that LDL undergoes multiple modifications in
the bloodstream, starting with desialylation and acquisition
of the negative charge followed by oxidation and formation
of highly atherogenic and proinflammatory complexes.

5. sdLDL and Atherosclerotic CVD Risk

The increased atherogenicity of sdLDL is linked to the
specific biochemical and biophysical properties of these
particles. The small size of the particles favours their pen-
etration into the arterial wall where they serve as a source
of cholesterol and lipid storage. Longer circulation time

increases the probability of atherogenic modifications of
sdLDL in the blood plasma. The specific role of sdLDL, the
pathogenesis of atherosclerosis, and other diseases was the
subject of numerous studies [17, 81].

It has been well documented that the predominance of
sdLDL (phenotype pattern B) and elevated sdLDL-C are
associated with CVD risk [8, 12, 44, 82, 83]. A recent study
demonstrated that sdLDL-C concentrations were a better
marker for assessment of coronary heart disease (CHD) than
total LDL-C [84]. In another study, elevated sdLDL-C con-
centrations, but not total sdLDL particle concentrations,
were found to be a significant marker of CHD risk in nondi-
abetic individuals. In this study, sdLDL particle fraction was
measured by NMR and sdLDL-C was analyzed using an
automated assay in a large number of patients [85]. A smaller
prospective study conducted on type 2 diabetic and
prediabetic patients demonstrated that sdLDL proportion
(measured by GGE) was predictive of the increase of intima
media thickness (IMT) and insulin resistance [86]. Increase
sdLDL level together with CA-IMT are associated with
traditional risk factors for CVD. Shen et al. suggest that
SdLDL-C is a better lipid variable than other standard
parameters in assessing the risk of CVD using CA-IMT, even
after adjustment for traditional CVD risk factors such as
higher age, male sex, smoking, and family history of CVD
[87]. Finally, the association of sdLDL-C with CHD has been
clearly demonstrated in a large prospective study conducted
on 11,419 individuals using the homogeneous assay for
sdLDL assessment [56]. sdLDL-C predicted the CHD risk
even in patients considered to be at low cardiovascular risk
based on their LDL-C values, therefore providing an addi-
tional value for the assessment of CVD risk.

The association of sdLDL with peripheral artery disease
has also been studied recently. Elevated sdLDL contents were
registered in patients with worse early outcome (improved
walking distance and without restenosis) after balloon
angioplasty [88].

Elevated levels of sdLDL were reported in many condi-
tions linked to atherosclerosis, such as dyslipidemia, diabetes,
and metabolic syndrome (MetS), as well as in a number of
other disorders [89–92]. In MetS, the increased sdLDL
levels had an independent predictive value for future

Table 2: Comparison of characteristics of sdLDL, LDL(−), and desialylated LDL.

sdLDL LDL(−) Desialylated LDL

Size and density Small dense Small Small dense

Aggregation/self-association Increased∗ ability to self-associate

Negative charge Increased negative charge

Chemical composition

Decreased sialic acid contents

Decreased cholesteryl esters

Decreased phospholipids

Increased protein/lipid ratio

Amino group modification ? Amino group modification present

Oxidation Increased oxidizability, reduced amount of antioxidants in the particles

Atherogenicity Increased atherogenicity
∗In comparison to native (nonmodified) LDL.
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cardiovascular events [93]. Noteworthy, the sdLDL-C/LDL-C
ratio correlated better with various parameters associated
with MetS and was suggested to be a more useful clinical
indicator than absolute sdLDL-C and LDL-C levels [94].
Interestingly, sdLDL fraction was significantly increased in
chronic kidney disease (CKD), and its measurement could
be used for CVD risk assessment in patients with CKD [95].

6. Effects of Statins and Other Therapies on
sdLDL

As the accumulating evidence points to the important role of
sdLDL in the development of atherosclerosis and CVD,
many studies focus on improving the lipid profile. The
predominance of sdLDL is associated with the elevated TG
and decreased HDL levels [96]. Hence, the goals of the cor-
rective therapy include lowering the proportion of sdLDL-C
and/or raising the HDL-C content. Statins are widely used
in clinical practice as lipid lowering agents for treatment of
dyslipidemia in atherosclerosis and related disorders. Despite
the large amount of information available to date, it is not
yet clear whether statins are efficient for specific lowering
of sdLDL-C. The results of clinical studies are sometimes
contradictory in that regard [57, 82, 97]. In some studies,
statins failed to decrease the sdLDL proportion because
larger LDL fractions were also decreased and the ratio of
sdLDL-C versus lbLDL-C was unchanged [90]. Therefore
the outcome of the statin treatment should be evaluated
by the absolute changes of sdLDL concentrations and not
their relative content or size distributions. Lack of standard-
ization in LDL fractionation methods and varying clinical
characteristics hinder the objective comparison of the results
of clinical studies. More intervention studies are necessary to
draw the conclusion on the effect of statin therapy on sdLDL-
C proportion and its relationship to CVD risk reduction [3].

Apart from statins, other hypolipidemic agents, such as
ezetimibe and fibrates, had a beneficial effect of LDL subfrac-
tions [98]. Ezetimibe decreased the large and medium LDLs
and, to a lesser extent, sdLDL particles [99]. Fibrates and
niacin reduced sdLDL levels and shifted the distribution
of LDL particle size towards lbLDL. Gemfibrozil lowered
sdLDL fraction especially in subjects with the phenotype
pattern B [100]. Fenofibrate improved the TG and HDL-C
levels more efficiently than statins, and a combination
therapy of fenofibrate and statins improved the lipid profile
more potently than either of the medications in monother-
apy. Although the pilot studies on type 2 diabetes patients
failed to prove the efficacy of fenofibrate for the reduction
of CHD risk, they demonstrated its beneficial effects on a
number of vascular outcomes, such as retinopathy [101]. In
patients with obesity, sdLDL levels can be corrected by anti-
obesity medications, such as orlistat and caloric restriction
and changes in lifestyle [102, 103].

7. Conclusion

The results of recent studies demonstrate that LDL fractions
have different atherogenicity, with sdLDL being more athero-
genic than larger LDL subfractions. sdLDL is characterized

by the enhanced ability to penetrate the arterial wall that
makes it a potent source of cholesterol for the development
of atherosclerotic plaque. Importantly, longer circulation
times of sdLDL result in multiple atherogenic modifications
of sdLDL particles in plasma, further increasing its athero-
genicity. Study of the sdLDL role in the development of
atherosclerosis and CVD is hindered by significant variations
in LDL fractionation results obtained by different methods.
The development of cheap, fast, and reliable method of
quantitative LDL subfraction analysis in much needed, and
significant progress has been done in that direction after
the development of homogeneous assays. Statins and other
lipid-lowering drugs were reported to have beneficial effects
on LDL profile correction, but more studies are necessary
to draw clear guidelines for sdLDL lowering in CVD preven-
tion and treatment. Although many questions regarding the
efficacy of sdLDL reduction in CVD risk management
remain open, there is accumulating evidence that sdLDL-C
proportion is a significant marker for CVD prediction in
many conditions associated with dyslipidemia.
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