JMB 2007; 26 (3)

DOI: 10.2478/v10011-007-0024-6

UDK 577.1 : 61

ISSN 1452-8258

JMB 26: 206 –214, 2007

Original paper
Originalni nau~ni rad

SIGNIFICANCE OF DETERMINING LEVELS OF APOLIPOPROTEINS A-I
AND B IN THE DIAGNOSTICS AND ASSESSMENT OF LIPID-RELATED
ATHEROGENIC RISK IN HYPERALPHA-LIPOPROTEINEMIA,
HYPOCHOLESTEROLEMIA AND HYPO-HDL-CHOLESTEROLEMIA
ZNA^AJ ODRE\IVANJA NIVOA APOLIPOPROTEINA A-I I B
U DIJAGNOSTICI I PROCENI ATEROGENOG RIZIKA LIPIDSKOG POREKLA
U HIPERALFA-LIPOPROTEINEMIJI, HIPOHOLESTEROLEMIJI
I HIPO-HDL-HOLESTEROLEMIJI
Sun~ica Koji}-Damjanov, Mirjana \eri}, Velibor ^abarkapa, Ljiljana Vu~urevi}-Risti}
Institute of Laboratory Medicine, Clinical Center, Novi Sad, Serbia

Summary: The significance of determining apolipoproteins apoB and apoA-I and their correlation with lipid status
parameters were tested in hyperalpha-lipoproteinemia (30
women), hypocholesterolemia (10 men) and hypo-HDLcholesterolemia (15 women and 21 men). Control groups
were 20 normolipidemic men and women, each. ApoA-I
showed positive correlation with HDL-cholesterol in hyperalpha-lipoproteinemia, with total and HDL-cholesterol in
hypocholesterolemia, and with total and LDL-cholesterol in
females with hypo-HDL-cholesterolemia, and negative correlation with cholesterol ratios only in hypocholesterolemia.
ApoB showed a positive correlation with total and LDL-cholesterol in all groups, and with cholesterol ratios in hyperalpha-lipoproteinemia and hypo-HDL-cholesterolemia. The
apoB/apoA-I ratio, correlating with the majority of lipid
parameters, and with the highest percentage of pathological values in all tested groups, was singled out as the most
sensitive parameter for the evaluation of lipid-related atherogenic risks.
Keywords: apolipoproteins, hyperalpha-lipoproteinemia,
hypocholesterolemia, hypo-HDL-cholesterolemia, prognostic value

Kratak sadr`aj: Zna~aj odre|ivanja apolipoproteina
apoA-I i apoB, i njihova korelacija s parametrima lipidskog
statusa, procenjivani su u hiperalfa-lipoproteinemiji (30
`ena), hipoholesterolemiji (10 mu{karaca) i hipo-HDL-holesterolemiji (15 `ena i 21 mu{karac). Kontrolne grupe ~inilo je po 20 normolipidemi~nih mu{karaca i `ena. ApoA-I
pozitivno korelira s HDL-holesterolom u hiperalfa-lipoproteinemiji, ukupnim i HDL-holesterolom u hipoholesterolemiji, i ukupnim i LDL-holesterolom kod `ena s hipo-HDLholesterolemijom, a negativno s holesterolskim odnosima
samo u hipoholesterolemiji. ApoB pozitivno korelira s ukupnim i LDL-holesterolom u svim grupama, a s holesterolskim
odnosima u hiperalfa-lipoproteinemiji i hipo-HDL-holesterolemiji. Odnos apoB/apoA-I je u korelaciji s najve}im brojem lipidskih parametara, uz najve}i procenat patolo{kih
vrednosti u svim grupama ispitanika, te se izdvaja kao najsenzitivniji parametar za procenu aterogenog rizika lipidskog porekla.
Klju~ne re~i: apolipoproteini, hiperalfa-lipoproteinemija,
hipoholesterolemija, hipo-HDL-holesterolemija, prognosti~ka vrednost
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Majority of currently known recommendations
point out lipid parameters, first of all LDL-cholesterol
(LDL-C), as basic risk factors for the occurrence of
vascular diseases and the main therapeutic target.
However, some more recent studies suggested that
the values of apolipoprotein B (apoB) and apolipoprotein A-I (apoA-I), that is the apoB/apoA-I ratio, repre-
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sent a more sensitive indicator of the risk of vascular
diseases and a more potent predictor of the future
vascular events in patients on hypolipoproteinemic
therapy (1–5).
There are increasingly more studies indicating
that apoB (6 –10) is a better marker of the risk factor
and guideline in statin therapy than is LDL-C, or any
of the cholesterol parameters in general (1, 3). It has
been shown that apoB is superior in predicting subclinical atheroscleroses, determined by the presence
of extracoronary plaques and coronary calcium deposits (2). The advantage of apoB is seen in the fact
that each lipoprotein particle contains one molecule
of apoB (apoB100 in VLDL, IDL, LDL and Lp(a), and
apoB48 in chylomicrons and their remnants) and that
total serum apoB, determined by commercial sets
which detect both apoB100 and apo B48, thus reflects
the total number of atherogenic particles (11), of
which LDL, certainly, make the great majority. However, as LDL is a heterogeneous group consisting of
more subpopulations of particles that differ in the
cholesterol content, LDL-C, in contrast to apoB, cannot be an equivalent to the number of LDL particles
(12, 13). This discord is critical in the case of the
presence of small dense LDL particles, which are
poor in cholesterol, but very atherogenic (8,14 –16).
In view of the well-documented inverse correlation between the level of HDL-cholesterol (HDL-C)
and risk of atherosclerotic cardiovascular diseases
(11,17–19), HDL-C has first been considered a protective, antiatherogenic lipid fraction. However, with
the knowledge that human HDLs represent a heterogeneous population of particles, having different physical and chemical properties (18, 20), there appeared a need for differentiating them, especially in the
sense of recognition of HDLC (or HDL1) particles of
high atherogenic potential, which are saturated with
cholesterol, and which, because of the content of
apoE, are removed via LDL receptors, thus reducing
significantly their capacity to take up LDL particles
from the circulation. Besides, in the frame of both
HDL2 and HDL3 subfractions, there are two main
populations of particles in view of their apoprotein
content: those that contain only apoA-I [Lp(A-I)] and
those that also contain apoA-II [Lp(A-I, A-II)]
(21–23). This fact has pointed out the need for determining apoA-I as a main carrier of the protective
action of HDL particles. Namely, apoA-I is of crucial
importance in taking up the excess of cellular cholesterol from peripheral tissues and its esterification,
which allows accumulation of this cholesterol in HDL
particles and its reverse transport towards the liver. In
contrast to this, there are opinions that apoA-II hinders this process (19, 24, 25).
The role of apolipoproteins in the assessment of
lipid-related atherogenic risks is considered increasingly more important. Besides, the determination of
apolipoproteins, which is carried out in the second

stage of the stepwise laboratory diagnostics of lipid
disorders, is indispensable for diagnosing normolipidemic dyslipoproteinemias, which are rather widespread in the general population (26). These discrete
disorders, which are characterized by the disorders in
particular lipoprotein species, their subfractions or
apolipoproteins, at quite normal levels of total cholesterol (TC) and triglycerides (TG), are also associated
with an increased risk for the development of early
atherosclerosis.
The aim of this investigation was to examine the
significance of determining apoA-I and apoB, as well
as the apoB/apoA-I ratio, in the diagnostics and
assessment of atherogenic risk in hyperalpha-lipoproteinemia, hypocholesterolemia and hypo-HDL-cholesterolemia.
Material and Methods
The investigation encompassed 76 subjects of
both genders (31 males and 45 females), singled out
in the frame of a three-month routine work of the
Lipid Group of the Institute of Laboratory Medicine of
the Clinical Center – Novi Sad, part of which were
also the Station for Atherosclerosis Prevention and
the Laboratory for Lipid Studies.
The criteria for including a subject into the study
were as follows: HDL-C value above 2.00 mmol/L
and TG below 2.00 mmol/L (group of subjects with
hyperalpha-lipoproteinemia); TC below 4.00 mmol/L
and TG below 1.70 mmol/L (group of subjects with
hypocholesterolemia); and HDL-C equal to or less
than 1.00 mmol/L, regardless of the values of other
investigated parameters of lipid status (group of subjects with hypo-HDL-cholesterolemia). Control group
consisted of 40 healthy normolipidemic subjects, 20
of each gender.
After the statistical treatment of results in the
control group and establishing significant differences
in the values of apoB and apoB/apoA-I ratio in respect
of gender, four gender-uniform groups were formed,
namely, the group with hyperalpha-lipoproteinemia
(30 females), group with hypocholesterolemia (10
males) and two groups with hypo-HDL-cholesterolemia [female group (n=15) and male group
(n=21)]. Values of the investigated parameters were
compared with those of the control groups of healthy
normolipidemic males (n=20) and females (n=20).
The determination of the parameters of lipid
status, as well as of apoA-I and apoB, was carried out
from the blood sample after a fasting period of
12–14 hours. Concentrations of serum TC, cholesterol in HDL fraction and TG were determined by
standard enzymatic procedure (on a Technicon RAXT instrument, using BioMerieux reagents). Isolation
of cholesterol from the HDL fraction was carried out
by a standard precipitation method after Burstein et
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In the group of female subjects with hyperalphalipoproteinemia, significantly higher values of apoA-I
(p<0.001) and apoB (p<0.001) were found compared to the female control group. On the other
hand, male subjects with hypocholesterolemia had
significantly lower values of apoA-I (p<0.001) and
apoB (p<0.001) than the male control group. However, the increase of the apoB/apoA ratio in either of
the two groups was not significant (0.65 vs. 0.60 and
0.72 vs. 0.70, for women and men respectively)
(Figure 1).

al. (using Randox reagents). Values of LDL-C (Friedewald et al.) as well as the ratios LDL/HDL-C and
TC/HDL-C were obtained by calculation. Concentrations of apoA-I and apoB were determined by an
immunoturbidimetric method (Olympus reagents and
Olympus AU 400 apparatus), whereas the apoB/
apoA-I ratio was obtained by calculation.
Statistical treatment of the results encompassed
the calculations of mean values and standard deviations of tested parameters and the assessment of statistical significance of their relationship (linear correlation). Significance of the obtained differences between the values of the test and corresponding control
groups was assessed by Student’s t-test.

Among the subjects with hypo-HDL-cholesterolemia similar differences in the level of apolipoproteins
were observed for men and women compared to the
corresponding control group (Figure 1). Namely, significantly lower values of apoA-I (p<0.001) and significantly higher values of apoB/apoA-I ratio (p<0.001)
were found. Concentrations of apoB were also higher
in both groups of subjects, the difference being statistically significant only in females (p<0.001).

Results were treated using Microsoft Excel 2000
program for statistical data treatment.
Results
Analysis of tested parameters in the control
group of healthy normolipidemic persons showed
that female subjects had significantly lower values of
apoB (p<0.05) and apoB/apoA-I ratio (p<0.05)
compared to males, whereas the values of apoA-I
were not significantly different (1.44 vs. 1.39 g/L).
Because of the observed differences, gender-dependent reference values of these parameters were
formed (Table I). In Table II are shown the values of
tested parameters of lipid status in gender-uniform
groups of subjects.

Analysis of the relation between apoA concentrations and values of tested lipid-status parameters
(Figure 2) showed the existence of significant positive
correlation with the levels of HDL-C (p<0.001) in
both the group of subjects with hyperalpha-lipoproteinemia and those with hypocholesterolemia. In the
latter, positive correlation with TC (p<0.05), and
negative correlation with the ratios LDL/HDL-C
(p<0.05) and TC/HDL-C (p<0.05) attained statistical significance. In the group of subjects with hypo-

Table I Values of apoA-I, apoB and apoB/apoA-I ratio in control subjects.
apoA-I (g/L)

apoB (g/L)

apoB/apoA-I

⎯x

SD

ref. val.

⎯x

SD

ref. val.

⎯x

SD

ref. val.

Women

1.44

0.15

1.29–1.60

0.86*

0.11

0.75–0.97

0.60*

0.09

0.51–0.69

Men

1.39

0.13

1.27–1.52

0.97

0.10

0.87–1.06

0.70

0.09

0.61–0.79

Legend:
apo – apolipoprotein;⎯x – mean value; SD – standard deviation; ref. val. – reference value
* – p<0.05 with respect to men

Table II Values of investigated parameters of lipid status in tested groups.
Parameter
mmol/L

HYPER-ALPHA-LP
(n=30)
⎯x
SD

HYPO-CHOL
(n=10)
⎯x
SD

HYPO-HDL-C (M)
(n=21)
⎯x
SD

HYPO-HDL-C (W)
(n=15)
⎯x
SD

TC

6.60

1.27

3.32

0.54

4.74

0.74

5.58

0.97

TG

1.04

0.41

1.06

0.33

1.96

0.94

2.36

0.90

HDL-C

2.27

LDL-C

3.86

0.24

1.00

0.32

0.77

0.17

0.82

0.15

1.21

1.83

0.39

3.08

0.67

3.68

0.79

LDL/HDL-C

1.72

0.56

2.03

0.86

4.08

1.34

4.64

1.32

TC/HDL-C

2.93

0.57

3.59

1.11

6.50

1.97

6.99

1.62

Legend:
HYPER-ALPHA-LP – hyperalpha-lipoproteinemia; HYPO-CHOL – hypocholesterolemia; HYPO-HDL-C (M) – hypo-HDL-cholesterolemia (men); HYPO-HDL-C
(W) – hypo-HDL-cholesterolemia (women)
TC – total cholesterol; TG – triglycerides; HDL-C – HDL-cholesterol; LDL-C – LDL-cholesterol;⎯x – mean value; SD – standard deviation
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Legend:
HYPER-ALPHA-LP – hyperalpha-lipoproteinemia; HYPO-CHOL – hypocholesterolemia; HYPO-HDL-C (M) – hypo-HDL-cholesterolemia (men); HYPOHDL-C (W) – hypo-HDL-cholesterolemia (women)
*** – p<0.001 with respect to control group of the same gender

Figure 1 Values of apoA-I, apoB and apoB/apoA-I ratio for particular groups of subjects.

Legend:
HYPER-ALPHA-LP – hyperalpha-lipoproteinemia; HYPO-CHOL – hypocholesterolemia; HYPO-HDL-C (M) – hypo-HDL-cholesterolemia
(men); HYPO-HDL-C (W) – hypo-HDL-cholesterolemia (women)
TC – total cholesterol; TG – triglycerides; HDL-C – HDL-cholesterol;
LDL-C – LDL-cholesterol
* – p<0.05; ** – p<0.01; *** – p<0.001

Legend:
HYPER-ALPHA-LP – hyperalpha-lipoproteinemia; HYPO-CHOL – hypocholesterolemia; HYPO-HDL-C (M) – hypo-HDL-cholesterolemia
(men); HYPO-HDL-C (W) – hypo-HDL-cholesterolemia (women)
TC – total cholesterol; TG – triglycerides; HDL-C – HDL-cholesterol;
LDL-C – LDL-cholesterol
* – p<0.05; ** – p<0.01; *** – p<0.001

Figure 2 Correlation between apoA-I values and investigated lipid status parameters.

Figure 3 Correlation between apoB and investigated lipid
status parameters.

HDL-cholesterolemia, a significant positive correlation was found between the apoA-I concentration
and TC levels (p<0.01), but also with serum LDL-C
(p<0.05) in the female group.
Concentrations of apoB showed a significant positive correlation with the values of TC and LDL-C in all
groups of subjects (p<0.001 for both parameters
except for the male group with hypo-HDL-cholesterolemia, where p<0.01 for both parameters) (Figure

3). Highly significant positive correlation was also
found with the ratios LDL/HDL-C and TC/HDL-C
(p<0.001) in the female group with hyperalphalipoproteinemia. Somewhat weaker positive correlation
was observed with the ratio LDL/HDL-C (p<0.05) in
males and with the ratio TC/HDL-C (p<0.05) in
females with hypo-HDL-cholesterolemia.
The apoB/apoA-I ratio showed a high significance of the positive correlation with both TC and
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Legend:
HYPER-ALPHA-LP – hyperalpha-lipoproteinemia; HYPO-CHOL –
hypocholesterolemia; HYPO-HDL-C (M) – hypo-HDL-cholesterolemia
(men); HYPO-HDL-C (W) – hypo-HDL-cholesterolemia (women)
TC – total cholesterol; TG – triglycerides; HDL-C – HDL-cholesterol;
LDL-C – LDL-cholesterol
* – p<0.05; ** – p<0.01; *** – p<0.001

Figure 4 Correlation between the apoB/apoA-I ratio and
investigated lipid status parameters.

Legend:
HYPER-ALPHA-LP – hyperalpha-lipoproteinemia; HYPO-CHOL – hypocholesterolemia; HYPO-HDL-C (M) – hypo-HDL-cholesterolemia (men);
HYPO-HDL-C (W) – hypo-HDL-cholesterolemia (women)

Figure 5 Percentages of pathological states of tested ratios LDL/HDL-C, TC/HDL-C and apoB/apoA-I for particular
groups of subjects.

LDL-C, and with tested ratios LDL/HDL-C and
TC/HDL-C (p<0.001 for all parameters) in the group
with hyperalpha-lipoproteinemia (Figure 4). Positive
correlation with TC and LDL-C (p<0.05 for both
parameters) was also observed in male subjects with
hypo-HDL-cholesterolemia, whereas the ratios LDL/
HDL-C and TC/HDL-C correlated with the ratio
apoB/apoA-I in both the group with hypocholesterolemia (p<0.001) and the male group with hypoHDL-cholesterolemia (p<0.01 and p<0.05, respectively). Negative correlation with HDL-C was observed in male subjects with hypocholesterolemia
(p<0.05) and women with hypo-HDL-cholesterolemia (p<0.05).
With the aim of evaluating sensitivity of particular tested parameters in the assessment of lipidrelated atherogenic risk, percentages of their patho-
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logical values were determined within particular test
groups (Figure 5). In the group with hyperalpha-lipoproteinemia, pathological values of the LDL/HDL-C
and TC/HDL-C ratios were observed with 3.33% of
subjects, whereas 26.67% had the value of the ratio
apoB/apoA-I outside the reference span. In the group
of male subjects with hypocholesterolemia, pathological values of the ratio LDL/HDL-C were found with
20.00%, the ratio TC/HDL-C with 30.00%, and
apoB/apoA-I with 40.00% of subjects. The highest
percentage of pathological values was observed in
subjects with hypo-HDL-cholesterolemia: the LDL/
HDL-C ratio was pathological in 86.67% males and
85.71% females, TC/HDL-C ratio with all males
(100.00%), but in none of the females, whereas the
ratio apoB/apoA-I was pathological with all subjects
regardless of the gender.
Discussion
Analysis of the control group of healthy normolipidemic subjects showed that significantly lower
values of apoB (p<0.05) and apoB/apoA-I ratio
(p<0.05) were present with women compared to
men, whereas the concentration of apoA-I was not
significantly higher (Table I). The obtained results are
in agreement with the previous reports (17, 27–30),
which indicated the differences in distribution of
apoB and apoA-I, both in respect of gender and age.
A study carried out on a control sample of the population of Northern Italy (31) showed that the levels of
apoA-I and apoB increased with the age of subjects,
and, in each age category, concentrations of apoA-I
were higher with women than with men, exhibiting a
high significance (p<0.001). However, covariance
analysis indicated a significant effect of gender on
apoB level, its values being higher with males aged
up to 50, and after that age higher values being
found in women. The age of our subjects varied in a
wide span, from 30 to 65, but we could not form age
categories within the test groups. In accordance with
the observed gender differences, we thought it justified to form reference values of these parameters for
males and females separately (Table I), as well as for
gender-uniform groups (Table II).
Several studies showed that apoA-I can be a
better parameter in the assessment of the risk of
coronary heart disease than HDL-C (11, 32–34). The
AMORIS Study (7) showed that apoA-I was a significant risk factor of fatal myocardial infarction with
men, which also retained its predictive role after
including TC and TG in the multivariate model.
However, its negative correlation with the incidence
of coronary events was not statistically significant
after including subjects’ age in the assessment of this
relationship. Some other studies, such as the ARIC
Study (35), the Physicians’ Health Study (36), Quebec
Cardiovascular Study (8) and Northwich Park Health
Study (9), showed also that, although apoA-I was a
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potent predictor of cardiovascular risk when considered individually, statistical significance of the correlation disappeared in the multivariate analysis. Besides, the MONICA/KORA Augsburg cohort study
(6), carried out on middle-aged men and women
without previous coronary event, showed that elevated levels of HDL-C were associated with significantly
lower risk of the occurrence of coronary event in both
genders, whereas this relation with apoA-I, although
present, was not statistically significant.
Generally, these results do not support the opinion that the determination of apoA-I could provide
more information for the assessment of the risk of
coronary heart disease than the HDL-C level.
However, it should be borne in mind that these studies were carried out on a smaller number of subjects
than was the case with the AMORIS Study, so that
this could be the reason for the lack of statistical significance in the assessment of predictive ability of
apoA-I (6). Besides, the determination of apoA-I, as
the main carrier of the protective lipoprotein potential, would be of special significance in hypolipoproteinemias, as well as in the states with lowered HDL-C values. Namely, it was observed that accelerated
catabolism and low levels of HDL-C were not always
associated with early atherosclerosis (6), and neither
were increased HDL-C levels obligatorily protective
(18). This may be the reason why highly significant
positive correlation between apoA-I and HDL-C
(p<0.001) existed in our subjects with hypoalphalipoproteinemia and hypocholesterolemia, but lacked
in hypo-HDL-cholesterolemia (Figure 2). There was
also a positive correlation between apoA-I and TC in
the group with hypocholesterolemia (p<0.05) and in
women with hypo-HDL-cholesterolemia (p<0.01).
Negative correlation with lipid ratios (p<0.05 for
LDL/HDL-C and TC/HDL-C), observed in the subjects with hypocholesterolemia, and a highly significant (p<0.001) deviation of apoA-I concentration
from the control values in all tested groups of subjects (Figure 1), also point out the significance of this
parameter in the assessment of lipid-related atherogenic risk.
Significance of apoB for the assessment of cardiovascular risk has been undoubtedly recognized;
however, the advantages of its determination compared to cholesterol indices are still subject of research (37). Although there exist results that negate
its advantage (35, 36), the majority of studies have
pointed out that apoB is superior in this assessment.
AMORIS Study (7), designed to compare potentials
of LDL-C and apoB for predicting risk of coronary
events, showed that apoB was a highly significant
predictor at any concentration of TC and TG, in the
subjects of both genders, and in all age groups,
which was not shown for LDL-C. Similarly, in the multivariate analysis of the Quebec Cardiovascular Study
(8), apoB showed the strongest correlation with the

risk of occurrence of a coronary event. In the MONICA/KORA Augsburg cohort study (6), strong correlation was found between this parameter and sudden
coronary events in both genders, even in the multivariate analysis involving conventional risk factors. A
study that was concerned with the connection of
thrombogenic factors with recurrent coronary events
(10) also pointed out the advantage of apoB compared to LDL-C, retaining also significant association
with the rate of coronary event in multivariate analysis. Researchers involved in the Northwich Park Health Study (9) reported that apoB was a better predictor of cardiovascular risks compared to TC or LDL-C
and that, together with hypertriglyceridemia, increased the risk of cardiovascular diseases.
Hyperalpha-lipoproteinemia, so-called »longevity syndrome«, is characterized by increased concentrations of apoA-I, the values of apoB and apoB/
apoA-I being within reference values. In our female
subjects with hyperalpha-lipoproteinemia, singled out
only on the basis of the HDL-C values exceeding 2.00
mmol/L, we found, however, a significantly higher
value of apoB (p<0.001) compared to control
(Figure 1), and its significant positive correlation with
TC and LDL-C, as well as with the ratios LDL/HDL-C
and TC/HDL-C (p<0.001, for both parameters) (Figure 3). This suggests a potential atherogenic effect
which might be a consequence of increased values of
both HDL-C and LDL-C in this group of subjects.
Hence, at higher HDL-C levels, in addition to apoA-I,
it would be necessary to determine the levels of
apoB, too, and, first of all, of apoE, which in these
states would allow differentiating familial hyperalphalipoproteinemia (true »longevity syndrome« with an
evident protective role) from hyper-HDLC-cholesterolemia associated with high atherogenic risk. In the
group with hypocholesterolemia we found significant
lowering of apoB (p<0.001) with a positive correlation with TC and LDL-C (p<0.001, for both parameters). Bearing also in mind the significant decrease of
apoA-I in this group of subjects, it may be concluded
that hypocholesterolemia is most probably a consequence of generally enhanced catabolism or a lower
synthetic capability of the organism, and not of hypobeta-lipoproteinemia. In the subjects with hypo-HDL-cholesterolemia, higher values of apoB were found
compared to control, the difference being statistically significant only with women (p<0.001). The significance of the positive correlation with TC and LDL-C
levels was also higher with female subjects (p<0.001
vs. p<0.01 for both parameters), the correlation with
the ratio LDL/HDL-C in men (p<0.05) and TC/HDLC with women (p<0.05). The obtained results suggest the need for determining apoA-I and apoB in the
states with a low HDL-C level, to assess the atherogenic potential of HDL particles, bearing in mind the
fact that only some forms of hypoalpha-lipoproteinemia are associated with early atherosclerosis.
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In view of the significance of the determination
of apoA-I for assessing the protective role of HDL particles, and since apoB is an indicator of the number
of atherogenic cholesterol particles in blood, the
apoB/apoA-I ratio could be considered an indicator
of the balance between proatherogenic and antiatherogenic lipoproteins in the circulation (4, 11). Potential superiority of this ratio over cholesterol ratios
has been the subject of numerous studies. The
INTERHEART study (38), in which the significance of
main risk factors for a coronary event was assessed in
52 countries worldwide, showed that the apoB/apoAI ratio is the most significant independent factor of
coronary risk, irrespective of either gender, age or
ethnicity, and that it is a good identifier of the persons
with a risk of either fatal or non-fatal myocardial
infarction. In the large prospective AMORIS Study
(7), the apoB/apoA-I ratio was shown to be a better
predictor of cardiovascular risk than any cholesterol
ratio in subjects of both genders. Additionally, in the
subgroup with the LDL-C values of less than 3.6
mmol/L, this ratio, in contrast to all investigated cholesterol ratios which in a multivariate analysis lost
their predictive values, in this analysis remained highly predictive for coronary event (11). In a prospective
study carried out on a group of middle-aged males
(9) the apoB/apoA-I ratio was associated with the
strongest effect on the cardiovascular risk. In contrast
to this, the MONICA/KORA Augsburg cohort study
(6) showed that its ability to predict a sudden coronary event was practically identical to that of the
TC/HDL-C ratio. The remarkable importance of this
apolipoprotein ratio can also be seen in the fact that
large studies, such as AMORIS Study (7), AFCAPS/
TexCAPS (39) and LIPID Study (40), have promoted
apoB and, especially, the ratio apoB/apoA-I as the
best indicators in assessment of the residual coronary
risk in patients on statin therapy, and hence, best
guides in judging the adequacy of statin therapy (1,
3, 4, 11, 41– 43).
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Although the increase in the apoB/apoA-I ratio
was significant only in our subjects with hypo-HDL-cholesterolemia (p<0.001) (Figure 1), this ratio showed significant positive correlation with cholesterol
ratios in all groups of subjects except for women with
hypo-HDL-cholesterolemia (Figure 4). Positive correlation with TC and LDL-C was also significant in subjects with hyperalpha-lipoproteinemia (p<0.001 for
both parameters) and in males with hypo-HDL-cholesterolemia (p<0.05 for both parameters). Negative
correlation with the HDL-C level was observed in
males with hypocholesterolemia (p<0.05) and in
females with hypo-HDL-cholesterolemia (p<0.05).
Compared to apoB and apoA-I, the ratio apoB/apoAI correlated with the largest number of lipid parameters, which may indicate its versatility in the assessment of lipid-related risks. In view of the superiority of
the apoB/apoA-I ratio over cholesterol ratios in subjects having normal or low LDL-C levels (11), the
determination of this ratio would be of special significance in both hypoalpha-lipoproteinemic and hypocholesterolemic states.
By analyzing the incidence of pathological values
of the measured ratios (Figure 5), it can be seen that
largest deviations from reference values were found
for the apoB/apoA-I ratio in all groups of subjects,
which may indicate its highest sensitivity in detecting
lipid-related atherogenic risk.
Our results suggest that the determination of
apoA-I and apoB, and calculation of the apoB/apoA-I
ratio, would be of extreme significance in laboratory
diagnostics and assessment of atherogenic risk in the
states with elevated and lowered values of HDL-cholesterol, as well as in hypocholesterolemia. The highest
percentage of pathological values found for the apoB/
apoA-I ratio in all groups of subjects suggests that this
ratio is a most sensitive parameter for the assessment
of lipid-related atherogenic risk.

References
1. Sniderman AD, Furberg CD, Keech A, Roeters van Lennep JE, Frohlich J, Jungner I, Walldius G. Apolipoproteins
versus lipids as indices of coronary risk and as targets for
statin treatment. Lancet 2003; 361: 777– 80.
2. Alain Simon A, Chironi G, Gariepy J, Del Pino M, Levenson J. Differences between markers of atherogenic
lipoproteins in predicting high cardiovascular risk and
subclinical atherosclerosis in asymptomatic men. Atherosclerosis 2005; 179 (2): 339– 44.
3. Walldius G, Jungner I. Rationale for using apolipoprotein B and apolipoprotein A-I as indicators of cardiac risk and as targets for lipid-lowering therapy. Eur
Heart J 2005; 26: 210–2.

4. Chan DC, Watts GF. Apolipoproteins as markers and
managers of coronary risk. QJM 2006; 99 (5): 277– 87.
5. Ridker PM, Rifai N, Cook NR, Bradwin G, Buring JE.
Non-HDL Cholesterol, Apolipoproteins A-I and B100,
Standard Lipid Measures, Lipid Ratios, and CRP as Risk
Factors for Cardiovascular Disease in Women. JAMA
2005; 294: 326–33.
6. Meisinger C, Loewel H, Mraz W, Koenig W. Prognostic
value of apolipoproteins B and A-I in the prediction of
myocardial infarction in middle-aged men and women:
results from the MONICA/KORA Augsburg cohort
study. Eur Heart J 2005; 26 (3): 271–8.
7. Walldius G, Jungner I, Holme I, Aastveit AH, Kolar W,

213 Koji}-Damjanov et al.: Apolipoproteins A-I and B in assessment of lipid-related atherogenic risk
Steiner E. High apolipoprotein B, low apolipoprotein AI, and improvement in the prediction of fatal myocardial infarction (AMORIS study): a prospective study.
Lancet 2001; 358: 2026–33.
8. Lamarche B, Moorjani S, Lupien PJ, Cantin B, Bernard
PM, Dagenais GR, Despres JP. Apolipoprotein A-I and
B levels and the risk of ischemic heart disease during a
five-year follow-up of men in the Québec Cardiovascular Study. Circulation 1996; 94: 273–8.
9. Talmud PJ, Hawe E, Miller GJ, Humphries SE. Nonfasting apolipoprotein B and triglycerides levels as a
useful predictor of coronary heart disease risk in midle-aged UK men. Arterioscler Thromb Vasc Biol 2002;
22: 1918–23.
10. Moss AJ, Goldstein RE, Marder VJ. Thrombogenic factors and recurrent coronary events. Circulation 1999;
99: 2517–22.
11. Walldius G, Jungner I, Aastveit AH, Holme I, Furberg
CD, Sniderman AD. The apoB/apoA-I ratio is better
than the cholesterol ratios to estimate the balance
between plasma proatherogenic and antiatherogenic
lipoproteins and to predict coronary risk. Clin Chem
Lab Med 2004; 42 (12): 1355–63.
12. Otvos JD, Jeyarajah EJ, Cromvell WC. Measurement
issues related to lipoprotein heterogeneity. Am J Cardiol 2002; 90: Suppl: 22i–9i.
13. Otvos J. LDL particles, but not LDL cholesterol, are
highly elevated in the metabolic syndrome: results from
the Framingham Offspring Study. AHA 2003 Scientific
Sessions Online, Orlando, FL, 2003.
14. Sniderman AD, Scantlebury T, Cianflone K. Hypertriglyceridemic hyperapoB: the unappreciated atherogenic dyslipoproteinemia in type 2 diabetes mellitus. Ann
Intern Med 2001; 135: 447–59.
15. Berneis KK, Krauss RM. Metabolic origins and clinical
significance of LDL heterogeneity. J Lipid Res 2002;
43: 1363–79.
16. \eri} M, Stoki} E, Vu~kovi} B, Koji}-Damjanov S, ^abarkapa V. Lipids and atherosclerosis. Jugoslov Med
Biohem 2006; 25 (4): 325–33.
17. Sto{i} ^D. HDL holesterol – zaboravljen i zapostavljen.
In: \eri} M, Stoki} E, Todorovi}-\ilas Lj, eds. Hiperlipoproteinemije – savremeni aspekti. Novi Sad: Dru{tvo
lekara Vojvodine Srpskog lekarskog dru{tva, 2005:
45–55.
18. Cheung MC, Walden CE, Knopp RH. Comparison of
the Effects of Triphasic Oral Contraceptives With Desogestrel or Levonorgestrel on Apolipoprotein A-I- Containing High-Density Lipoprotein Particles. Metabolism
1999; 48 (5): 658–64.
19. Tailleux A, Duriez P, Fruchart JC, Clavey V. Apolipoprotein A-II, HDL metabolism and atherosclerosis.
Atherosclerosis 2002; 164: 1–13.

Particles containing A-I and A-II and particles containing A-I but no A-II. J Biol Chem 1984; 259:
12201–9.
22. Ohta T, Hattori S, Nishiyama S. Studies on the lipid and
apolipoprotein compositions of two species of apo A-Icontaining lipoproteins in normolipidemic males and
females. J Lipid Res 1988; 29: 721– 8.
23. James RW, Proudfoot A, Pometta D. Immunoaffinity fractionation of high-density lipoprotein subclasses 2 and 3
using anti-apolipoprotein A-I and A-II immunosorbent
gels. Biochim Biophys Acta 1989; 1002: 292–301.
24. Bernini F, Calabresi L, Bonfadini G, Francheschini G.
The molecular structure of apolipoprotein A-II modulates the capacity of HDL to promote cell cholesterol
efflux. Biochim Biophys Acta 1996; 1299: 103–9.
25. Marzal-Casacuberta A, Blanco-Vaca F, Ishida BY, JulveGil J, Shen J, Calvet-Marquez S, et al. Functional lecithin: cholesterol acyltransferase deficiency and high
density lipoprotein deficiency in transgenic mice overexpressing human apolipoprotein A-II. J Biol Chem 1996;
271: 6720 – 8.
26. \eri} M. Savremeni aspekti normolipidemijskih dislipoproteinemija. Med Pregl 2004; LVII (11–12): 605–9.
27. Brunner D, Slutzky GM, Weisbort J, Schwartz S, Lingel
R. Lipo- and apolipoproteins in population survey subset in MONICA-Israel. Acta Med Scand Suppl 1988;
728: 159– 64.
28. Spagnolo A, Menotti A, Giapaoli S, Morisi G, Buongiorno A, Urbinati GC, et al. High-density lipoprotein cholesterol distribution and predictive power in some Italian
population studies. Eur J Epidemiol 1989; 5: 328 –35.
29. Stampfer MJ, Sacks FM, Salvini S, Willet WC, Hennekes CH. A prospective study of cholesterol, apolipoproteins and the risk of myocardial infarction. N
Engl J Med 1991; 325: 373–81.
30. @uni} G, Jeli}-Ivanovi} Z, Spasi} S, Stojiljkovi} A, Majki}-Singh N. Reference values for apolipoproteins A-I
and B in healthy subjects, by age. Clin Chem 1992; 38:
566–9.
31. Graziani MS, Zanolla L, Righetti G, Marchetti C, Mocarelli P, Marcovina SM. Plasma apolipoproteins A-I
and B in survivors of myocardial infarction and in a control group. Clin Chem 1998; 44: 134– 40.
32. Avogaro P, Bon GB, Gazzolato G, Quinci GB. Are apolipoproteins better discriminators than lipids for atherosclerosis? Lancet 1979; 1: 901–3.
33. Maciejko JJ, Holmes DR, Kottke BA, Zinsmeister AR,
Dinh DM, Mao SJ. Apolipoprotein A-I as a marker of
angiographically assessed coronary artery disease. N
Engl J Med 1983; 309: 385–9.

20. Yang Y, Yan B, Fu M, Xu Y, Tian Y. Relationship between plasma lipid concentrations and HDL subclasses.
Clinica Chim Acta 2005; 354: 49–58.

34. Luc G, Bard J-M, Ferrières J, Evans A, Amouyel P, Arveiler D, Fruchart JC, Ducimetiere P. Value of HDL cholesterol, apolipoprotein A-I, lipoprotein A-I, and lipoprotein A-I/A-II in prediction of coronary heart disease.
The PRIME Study. Arterioscler Thromb Vasc Biol 2002;
22: 1155–61.

21. Cheung MC, Albers JJ. Characterization of lipoprotein
particles isolated by immunoaffinity chromatography:

35. Sharrett AR, Ballantyne CM, Coady SA, Heiss G, Sorlie
PD, Catellier D, Patsch W. Coronary heart disease pre-

JMB 2007; 26 (3)
diction from lipoprotein cholesterol levels, triglycerides,
lipoprotein(a), apolipoprotein A-I and B, and HDL density subfractions. The Atherosclerosis Risk in Communities (ARIC) Study. Circulation 2001; 104: 1108–13.
36. Stampfer MJ, Sacks FM, Salvini S, Willett WC, Hennekens CH. A prospective study of cholesterol, apolipoproteins and the risk of myocardial infarction. N Engl J
Med 1991; 325: 373– 81.

214
Coronary Atherosclerosis Prevention Study (AFCAPS/
TexCAPS). Circulation 2000; 101: 477–84.
40. Simes RJ, Marschner IC, Hunt D. Relationship between
lipid levels and clinical outcomes in the Long-term Intervention with Pravastatin in the Ischemic Disease (LIPID)
Trial: to what extent is the reduction in coronary events
with pravastatin explained by on-study lipid levels? Circulation 2002; 105: 1162–9.

37. Everett BM, Kurth T, Buring JE, Ridker PM. The Relative Strength of C-Reactive Protein and Lipid Levels as
Determinants of Ischemic Stroke Compared With Coronary Heart Disease in Women. J Am Coll Cardiol 2006;
48: 2235– 42.

41. O’Keefe JH Jr, Cordain L, Harris WH, Moe RM, Vogel
R. Optimal low-density lipoprotein is 50 to 70 mg/dl.
Lower is better and physiologically normal. Expedited
review. J Am Coll Cardiol 2004; 43: 2142–6.

38. Yusuf S, Hawken S, Ounpuu S, Dans T, Avezum A,
Lanas F, et al. Effect of potentially modifiable risk factors associated with myocardial infarction in 52 countries (the INTERHEART study): case-control study. Lancet 2004; 364: 937–52.

42. Davidson MH. Emerging therapeutic strategies for the
management of dyslipidemia in patients with metabolic
syndrome. Am J Cardiol 2004; 93: Suppl: 3C –11C.

39. Gotto AM, Whitney E, Stein EA. Relation between
baseline and on-treatment lipid parameters and first
acute major coronary events in the Air force/Texas

43. Grundy SM, Cleeman JI, Merz CNB, Brewer HB Jr,
Clark LT, Hunninghake DB, et al. Implications of recent
clinical trials for the National Cholesterol Education
Program Adult Treatment Panel III Guidelines. Arterioscler Thromb Vasc Biol 2004; 24: e149–61.

Received: February 1, 2007
Accepted: March 25, 2007

