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INTRODUCTION 

High plasma levels of lipoprotein( a) [Lp(a)], a cholesterol ester-rich plasma lipoprotein, are 
an independent risk factor for the development of atherosclerosis (1) . Lp(a) is of medical 
interest because individuals with plasma levels over 25-30 mg/dl, which include 20% of 
Caucasians, have a 1.5- to 3-fold increased risk of coronary artery disease (CAD) (1 ). 
Elevated plasma levels of Lp(a) are also associated with peripheral vascular disease and 
cerebrovascular disease. The impetus to once again review the role of Lp(a) in human 
disease is the recent availability of a reliable, well-standardized assay to measure plasma 
levels of Lp(a) at Parkland Memorial Hospital. The specific questions that will be addressed 
in this protocol will be: 

1. What determines plasma levels of Lp(a)? 
2. What is the relationship between plasma levels of Lp(a) and cardiovascular disease? 
3. In whom should we measure plasma levels of Lp(a)? 
4. What are the therapeutic options for treating high plasma levels of Lp(a)? 
5. What is the physiological role of this enigmatic lipoprotein? 

GENERAL CHARACTERISTICS OF Lp(a) 

Lp(a) was discovered in 1963 by Kare Berg in his search for antigenic differences in 
LDL that might exist among individuals (2). By injecting human LDL into rabbits, he 
developed an antiserum that reacted with an antigen present in only one-third of plasma 
samples tested; he called this antigen Lp(a). 

Lp(a) has two components - a low density lipoprotein (LDL) particle and a large 
glycoprotein, apolipoprotein(a) [apo(a)], which is attached to the apoB-1 00 of LDL by a 
disulfide linkage. The lipid composition of Lp(a) is nearly identical to LDL but its density 
is greater due to the presence of apo(a) (d=1 .050-1.1 00 g/L vs 1.019-1.063 g/L). Apo(a) 
is hydrophilic, which distinguishes it from all other apolipoproteins, which are amphipathic 
in structure. Apo(a) is richly endowed with N-and 0-linked sugars so -28% of its mass is 
carbohydrate. Lp(a) migrates between LDL and VLDL on agarose gel electrophoresis and 
has thus been referred to as the "sinking pre-beta" lipoprotein. 

Distribution of plasma levels of Lp(a) in the population 
In contrast to other lipoproteins which have a normal (bell-shaped) distribution within 

populations, the distribution of plasma concentrations of Lp(a) is skewed with most 
individuals having a low plasma concentration of Lp(a) (<10 mg/dl) (10) [Fig. 1]. In 
individuals of African descent, the distribution of plasma levels is relatively flat up to a 
plasma level of -50 mg/dl. As a consequence, the median plasma level of Lp(a) is 2-4 fold 
higher in Africans than in either Caucasians or Orientals. The distribution of plasma levels 
of Lp(a) in Hispanics is similar to that of Caucasians, whereas Asian Indians have a 
distribution resembling that of African-Americans. 

Another major difference between the distribution of plasma levels of Lp(a) and the 
other classes of lipoproteins is the greater range in its plasma values. Plasma levels of 
Lp(a) vary over a 1 000-fold range (from 0.1 mg/dl to >1 00 mg/dl), whereas levels of VLDL, 
HDL and LDL vary over only a 3-5 fold range (3) . 
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Fig. 1. Distribution of plasma Lp(a) levels in three ethnic groups. 
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Lp(a) contributes modestly to the plasma concentration of cholesterol since only one
third of the total mass of Lp(a) is cholesterol ester. In a person with a plasma Lp(a) of 90 
mg/dl, - 30 mg/dl of the cholesterol in his plasma circulates as part of Lp(a). 

In routine fasting lipid profiles, the plasma cholesterol in Lp(a) is included in the LDL
cholesterol. If a subject has a plasma LDL-cholesterol of 150 mg/dl and Lp(a) level of 90 
mg/dl, then the actual LDL-cholesterollevel is 120 mg/dl, since 30 mg/dl of cholesterol in 
the LDL fraction is circulating as Lp(a). On average, approximately 1 0% of plasma apoB-
1 00 is in Lp(a). Thus, only very high plasma concentrations of Lp(a) contribute significantly 
to the plasma levels of cholesterol, LDL-C and apoB-1 00. 

Less than 5% of apo(a) circulates with triglyceride-rich lipoproteins, either chylomicrons 
or VLDL. Overall, there is a modest inverse relationship between plasma levels of 
triglyceride and Lp(a) (R = -0.15) (4), but the relationship is more pronounced (R= -0.69) 
in very hypertriglyceridemic individuals (TG > 400 mg/dl) (5). 

APO(a) PROTEIN AND GENE 

Apo(a) contains multiple copies of a cysteine-rich protein motif called a kringle (K). 
Each kringle contains six cysteine residues that form three intra-molecular disulfide 
linkages resulting in a tri-loop structure that resembles a Danish "pretzel-like" pastry known 
as a kringle. This motif is found in several proteins including urokinase, tissue-plasminogen 
activator (tPA), prothrombin, factor XII, hepatocyte growth factor, angiostatin and 
plasminogen. The crystal structure of a kringle from tPA has been solved and it is an 
oblate ellipsoid (i.e., has a shape resembling a hockey puck). Between each kringle is a 
spacer consisting of a 36- residue sequence that is rich in 0-linked sugars. Electron 
micrograph studies of Lp(a) reveal that all but last few kringles in the tandem array extend 
as a flexible arm away from the particle and into the aqueous phase (6). 

The size of the apo(a) glycoprotein varies from -300-800 kDa and there is an inverse 
relationship between apo(a) isoform size and plasma level of Lp(a) (1 ); the smaller apo(a) 
isoforms (250-500 kDa) tend to be associated with higher concentrations of plasma Lp(a) 
and the larger isoforms (>650 kDa) with lower plasma Lp(a) levels. The frequency 
distribution of apo(a) isoforms by size partially explains the skewed distribution of plasma 
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Lp(a) concentrations in the population [Fig. 2]. The larger isoforms, which tend to be 
associated with lower plasma levels of Lp(a), are more common than the smaller isoforms, 
which tend to be associated with higher plasma levels. The molecular mechanism 
responsible for the variation in apo(a) isoform size was revealed by the characterization 
of the apo(a) eDNA. 1.o.......--------------, 
Fig. 2. Relationship between apo(a) isoform - 0.8 

size and plasma levels of Lp(a). -=::! 
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Apo(a) eDNA and gene - comparison with plasminogen 
The structures of the apo(a) and plasminogen cDNAs are compared in Fig. 3 (7) . The 

two cDNAs share a high degree of sequence identity. Plasminogen has five kringles (K1-
K5). The pre-activation region (T) and K1-K3 of plasminogen are not present in apo(a). 
Apo(a) is distinguished by having multiple copies of a 342-bp sequence that are 75-85% 
identical to the K4 of plasminogen. These repeats are tandemly arrayed in a head-to-tail 
fashion and are followed by a sequence similar to the K5 domain of plasminogen. Finally, 
the C-terminus of apo(a) contains a region sharing 94% sequence identity with the 
protease domain of plasminogen. 

Plasm;nogen '11111111 3 

# ~ 
Apo(a) 

5 .HIIIIIIIIII' 
98100-----75-85 -----91 94 87 

Fig. 3. Comparison of apo(a) and plasminogen cDNAs. Percent sequence identity between domains is 
provided. 

Plasminogen circulates in plasma as a proenzyme. The kringle domain of plasminogen 
mediates its localization to fibrin and plasminogen binding sites in tissues. Plasminogen 
is cleaved by tissue plasminogen activator (tPA) at an arginine residue immediately 
downstream of the K5 domain, and plasmin is released. Plasmin dissolves fibrin clots and 
extracellular matrix components; it also activates some growth factors, including 
transforming growth factor ~-1 (TGF~-1 ). An amino acid substitution at the corresponding 
site in apo(a) (arginine to serine) prevents its cleavage by tPA or urokinase and apo(a) 
does not have any protease activity. 
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Size variation in apo(a) is due to variation in K4-type 2 repeats 
The size variation in apo(a) isoforms is due to a variation in number of a subset of K4 

repeats (8,9). Not all K4 repeats in the apo(a) genes are identical in sequence [Fig. 4] . 
The first K4 repeat (K4-type 1) and last eight K4 repeats (K4-types 3-1 0) are unique. The 
only K4 repeats that vary in number between apo(a) alleles are the K4-type 2 repeats and 
it is the variation in the number of these repeats that is responsible for the variation in size 
of apo(a) glycoprotein (9). 

The integrity of the last six K4 repeats (types 5-1 0) is required for apo(a) to associate 
with apoB-100 (10). A single free cysteine residue in the penultimate K4 repeat, K4-type 
9, forms a disulfide linkage with a cysteine residue in the C-terminal region of apoB-1 00, 
at amino acid 4326 (11, 12). The last repeat (K4-type 1 0) is the only K4 repeat that contains 
all the amino acid residues predicted to confer high affinity lysine (and fibrin) binding. 
Lower affinity lysine binding sites are present in K4-type 5 to 8, but these sites are only 
accessible in free apo(a) or after mild reduction of the Lp(a) particle (13). Apo(a) binds a 
receptor on lipid-laden macrophage via K4-type 6 and type 7 (14). Thus, the downstream 
K-4 repeats are required for 1) the proper coupling of apo(a) to apoB-1 00, 2) to mediate 
lysine binding, and 3) for the uptake and degradation of Lp(a) by foam cells. 

EJI '-__ Kr_lng_le_4 _ __,ll Kringle sJI Protease Domain I 

/ ~ 
* free cysteine 

2(3 - 43) 

Lp(a) formation 

1------if---1 
Lysine 
binding 

f---i 
Binding to 

foam cell receptor 

Lysine 
binding 

Fig . 4. K-4 repeat region of apo(a). 

The apo(a) gene is one of the most polymorphic genes in man 
More than 95% of individuals have two apo(a) alleles that differ in the number of K4 

repeats contained within their sequence. This length polymorphism makes apo(a) as 
polymorphic as the repeat sequences used for DNA fingerprinting. However, in contrast 
to these latter sequences, the length polymorphism in apo(a) involves coding sequences. 
Moreover, more than 95% of apo(a) alleles of the same size differ in sequence (15) . The 
high degree of length and sequence polymorphism in the apo(a) gene makes apo(a) one 
of the most polymorphic genes (and perhaps proteins) in man. 

The apo(a) gene resides next to the plasminogen gene on chromosome 6q 2.6-2.7 
The apo(a) gene is found -40 kb from the plasminogen gene at the end of chromosome 

6 [Fig. 5] (16). The two genes are oriented in a head-to-head fashion and are flanked by 
an apo(a)-like gene and a plasminogen pseudogene. The mRNA for the apo(a)-like gene 
is present only in the liver and, although this gene contains sequences for a series of K4 
repeats, followed by a protease domain, it has a mutation in a splice donor site that 
changes the reading frame and creates a premature stop codon. The gene is predicted to 
encode a signal sequence (which is required for secretion) followed by a single K4 repeat 
(17), but there is no evidence that the mRNA transcript generated from this gene is 
translated. Presumably, this apo(a)-related gene is a pseudogene. 
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The heritability of plasma Lp(a) levels, which includes that portion of variation in plasma 
levels due to shared genes and/or shared environment, is very high (h2 = 85-95%) (1). The 
size polymorphism of the apo(a) gene accounts for -40-70% of the inter-individual variation 
in the plasma Lp(a) concentrations in Caucasians (1 ,8). However, individuals with apo(a) 
alleles of identical size can have very different plasma levels of Lp(a) (8, 18). This variation 
in plasma levels is much greater among individuals with smaller apo(a) alleles (18). By 
comparing plasma Lp(a) concentrations in sibling pairs who inherited identical apo(a) 
alleles from their parents, we showed most of the differences in plasma levels of Lp(a) 
among individuals with apo(a) alleles of the same size are due to sequence differences in 
the apo(a) gene (and not to the impact of other genes) (19). If the apo(a) gene is the major 
gene that contributes to plasma concentrations of Lp(a), then siblings who inherit identical 
apo(a) alleles from their parents should have similar plasma concentrations of Lp(a). If 
other genes are important contributors, then plasma levels of Lp(a) would also be 
correlated in siblings who share no apo(a) alleles in common, since siblings share -50% 
of their genetic material in common. Plasma levels of Lp(a) in sibling pairs with identical 
apo(a) alleles have very similar plasma Lp(a) levels (r= 0.95), unlike those with no shared 
apo(a) alleles (r=-0.23) (19). From this analysis, we estimate that sequence differences 
linked to the apo(a) gene explains -90% of the inter-individual variation in plasma 
concentration of Lp(a). No other gene has been identified that contributes so substantially 
to the variation in a quantitative trait. 

This finding that the apo(a) gene is the major determinant of variation in plasma Lp(a) 
levels needs to be interpreted with care. This does not mean that a given apo(a) allele will 
result in a fixed level of Lp(a) in an invariant manner; rather it means that two siblings with 
the same apo(a) alleles will have Lp(a) levels within a similar range, relative to the rest of 
the population. The apo(a) gene determines where, within the 1 000-fold range of possible 
Lp(a) values, a particular individual's plasma level will fall; it does not predict the exact 
value. For example, if two individuals inherit the same apo(a) alleles, and one has a 
plasma level of 1 mg/dl, the other could have a plasma level of - 0.5, 1 or even 2 mg/dl 
(i.e., up to a 100% difference), but will not have a plasma level of Lp(a) of 15, 50 or 100 
mg/dl. Thus, the apo(a) gene is the major determinant of the relative plasma levels of 
Lp(a), but plasma levels of Lp(a) can vary significantly (in percentage terms) around that 
level. 

Plasma levels of Lp(a) differ from the levels of other classes of lipoproteins in that large 
percent variations in levels can be of minor significance. For example, a 50% change in 
Lp(a) (from 1 mg/dl to 1.5 mg/dl) is not clinically significant, whereas a similar percent 
difference in either LDL or HDL is a major change. 
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METABOLISM OF APO(a) AND Lp(a) 

Apo(a) is secreted independently of apoB-1 00 
Many questions remain unanswered regarding the normal metabolism of Lp(a). The 

apo(a) circulating in plasma is synthesized almost exclusively in the liver (20) [Fig. 6] . 
Trace amounts of apo(a) mRNA are detected in adrenal glands, lung, pituitary, brain and 
testes of monkeys (21), but there is no evidence that the protein is made in these tissues. 
Lp(a), unlike LOL, does not have a triglyceride-rich precursor, and does not pass through 
the lipolytic cascade (22). Only a small amount (<5%) of the apo(a) in plasma is non
covalently associated with triglyceride-rich particles, either VLOL or chylomicrons (23). 

ApoB~O- / 

Fig. 6. Overview of the 'W ¥ . 
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The bulk of evidence suggests apo(a) is secreted from the hepatocyte and then 
attaches to LOL particles either on the surface of the hepatocyte or in the circulation (24-
26). The formation of Lp(a) is a two-step process (Fig. 7]. The initial association is non
covalent and subsequently, the free cysteine in the K4-type 9 repeat forms a disulfide 
linkage with a cysteine residue in the C-terminal region of apoB-1 00. Once the disulfide 
bond is formed, the linkage cannot be dissociated, except by biochemical reduction. 

Alterations in the conformation of apoB-1 00, either due to sequence variations in apoB-
1 00 or to perturbations in the lipid composition of LOL, can interfere with the formation of 
Lp(a). Mutations in the C-terminal region of apoB-100, such as a missense mutation at 
amino acid 3500, which is responsible for familial defective apoB-1 00 (FOB), can adversely 
affect the affinity of apo(a) for apoB-1 00 (27). Consequently, individuals with heterozygous 
FOB appear to have more variation in their plasma levels of Lp(a) than is usual, perhaps 
due to greater sensitivity to differences in LOL particle composition (28). 

Patients with lecithin:cholesterol aclytransferase (LCA T) deficiency uniformly have very 
low plasma levels of Lp(a). These individuals have very abnormal LOL particles since they 
are deficient in the formation of cholesterol esters, which comprise the hydrophobic core 
of LDL. Apo(a) fails to make a covalent linkage with these abnormal particles, resulting in 
very low plasma levels of Lp(a) (29). 
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Variations in plasma levels between individuals are due to differences in the rate of 
apo(a) (and Lp(a)) synthesis, not its degradation (30). The inverse relationship between 
the size of the apo(a) protein and plasma level of Lp(a) is not due to size-dependent 
differences in the clearance of Lp(a) from the circulation. Individuals with apo(a) isoforms 
of different sizes have a similar fractional catabolic rate of Lp(a) (32). Also, individuals with 
apo(a) isoforms of the same sizes that have different plasma levels of Lp(a) have similar 
rates of clearance of Lp(a) (33). 

Since apo(a) is only synthesized in the liver and is not made in significant quantities in 
any cultured hepatocyte cell lines, it required the development of a special in vitro model 
to examine the synthesis of apo(a). Ann White (who is in the Center for Human Nutrition) 
used primary cultures of baboon hepatocytes to study the biosynthesis of apo(a). The 
synthesis and intracellular processing of apo(a) isoforms of different sizes were compared 
using hepatocytes from different baboons (24,25). Apo(a) is a huge glycoprotein and its 
synthesis requires the formation of many disulfide bonds so it takes 30-60 minutes to 
achieve a fully oxidized, properly folded state (34). The movement of apo(a) from the 
endoplasmic reticulum (ER), where it is synthesized, to the Golgi complex, where sugars 
are added and modified, can be monitored by the associated increase in apparent 
molecular mass. The efficiency of apo(a) secretion from the hepatocyte is inversely related 
to the size of the apo(a) isoforms. Thus, a higher portion of the smaller apo(a) isoforms, 
compared to large apo(a) isoforms, is transported out of the ER to Golgi complex, and then 
secreted (25). This phenomenon contributes to the inverse relationship between apo(a) 
isoform size and plasma level of Lp(a). 

The LDL receptor does not play a major role in the clearance of Lp(a) from plasma 
The mechanism by which Lp(a) is removed from the circulation has not been 

completely defined. In vitro studies have shown that Lp(a) binds to (and is internalized by) 
the LDL receptor, although at a reduced affinity when compared to LDL (1 ). Transgenic 
mice expressing high levels of human LDL receptors rapidly catabolize Lp(a) (35). 
However, mice have very low plasma levels of LDL, so there are few particles that compete 
with Lp(a) for uptake via the LDL receptor. In contrast, humans have >20-fold more LDL 
than Lp(a) particles, as well as numerous apoE-containing lipoproteins, which have an 
even higher affinity for the LDL receptor, and all these particles compete for uptake. Lp(a) 
turnover studies in individuals with homozygous familial hyperchol-esterolemia (FH) (who 
have little to no functional LDL receptors) reveal that Lp(a) is cleared from the plasma at 
a rate that is indistinguishable from normal controls (36) [Fig. 9] . Administration of HMG
CoA reductase inhibitors, which increase hepatic LDLR activity, does not affect plasma 
levels of Lp(a), indicating, again, that the LDL receptor does not play a major role in Lp(a) 
clearance from plasma (37). 
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Do individuals with FH have higher plasma levels of Lp(a)? 
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Although the LDL receptor, at most, plays a minor role in removing Lp(a) from plasma, 
it is still controversial whether individuals with FH have higher plasma levels of Lp(a), 
perhaps due to an effect on Lp(a) production. An initial report suggested heterozygous FH 
was associated with 2- to 3-fold higher plasma levels of Lp(a) (38). However, the FH 
patients in this study were obtained from lipid clinics whereas the non-FH controls came 
from the general population. This study is flawed by selection bias because FH subjects 
with high plasma levels of Lp(a) are more likely to be seen in a lipid clinic since elevated 
plasma levels of Lp(a) contribute to CAD. When plasma levels of Lp(a) are compared 
within families, no significant differences are found between the FH and non-FH relatives 
(39, 40, Miserez and Hobbs, unpublished observations). Thus, it appears that mutations 
in the LDL receptor are not associated with a systematic increase in plasma levels of Lp(a). 

FH homozygotes appear to have higher plasma levels of Lp(a), although sampling bias 
may also contribute to this observation (40). 

Proteolytic processing of Lp(a) 
Between 10%-25% of plasma Lp(a) is converted to LDL by removal of apo(a) and the 

LDL receptor clears the Lp(a)" particles (36,42). We have shown that some apo(a) on 
Lp(a) undergoes proteolytic cleavage in the circulation by an unknown mechanism (43,44). 
The apo(a) protein is cleaved between the K4-type 4 and K4-type 5 and a series of K4-
containing fragments are released from the NH2-terminus of apo(a). These fragments 
circulate in the plasma and are excreted into the urine. Exactly how they enter the urine 
is a mystery since their large size (85-215 kDa) and high sialic acid content (and resultant 
negative charge) likely precludes their entry via glomerular filtration. Even individuals with 
no detectable Lp(a) in plasma have apo(a) in the urine [Fig. 9], suggesting that these 
kringle-containing fragments may be biologically important. The release of kringle
containing fragments from apo(a) resembles the generation of angiostatin from 
plasminogen by elastase cleavage [Fig. 1 0] (45). Angiostatin, which consists of K1-3 of 
plasminogen, inhibits capillary proliferation in tissue culture and angiogenesis in-vivo (45). 
Elastase may also be responsible for the proteolytic cleavage event that releases apo(a) 
fragments from Lp(a) (46). Although the apo(a) fragments resemble angiostatin in 
structure, they do not affect blood vessel formation, at least in tissue culture studies 
(unpublished observations). 
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Fig. 10. Angiostatin is derived from kringle domain 
of plasminogen. 1-S=kringles; P= protease domain 

FACTORS THAT MODIFY PLASMA LEVELS OF Lp(a) 

Problems associated with comparative studies of plasma Lp(a) levels 
The literature is riddled with contradictory papers regarding the effect of various 

diseases, drugs and physiological perturbations on plasma levels of Lp(a). Some causes 
of the confusion in the Lp(a) literature are as follows: 

1. Sample storage: Prolonged storage of plasma samples yields spuriously low plasma 
levels of Lp(a). Plasma levels decrease by -37% if kept at -20°C for three years and 
-20% if maintained at -70°C (47) . Therefore, comparisons of plasma levels of Lp(a) in 
samples obtained at different time points can be problematic, even if they are measured 
in the same assay. 
2. Lp(a) quantification: The assays used to measure plasma levels of Lp(a) are not 
standardized and most utilize antibodies that do not react with all isoforms of apo(a) with 
equal affinity. In addition, some assays are not specific for Lp(a) (to be discussed in detail 
later). 
3. Population heterogeneitv: Due to the marked differences in the frequency distribution 
of plasma Lp(a) levels in different ethnic groups, study subjects should not be from different 
racial populations, unless each subject serves as its own control. Samples should not 
include related individuals due to the major role of genetics in defining plasma levels. Post- ' 
menopausal women have higher plasma levels of Lp(a), so it is important to control for the 
estrogen status of women. 
4. Sample size: Sample sizes are often too small to reliably reflect the degree of 
polymorphism in the apo(a) protein and the wide range of plasma Lp(a) levels in the 
population. Observed differences between mean plasma levels of Lp(a) between groups 
may be due to the chance inclusion of a few individuals with very high or very low plasma 
levels of Lp(a) in one sample. If small samples are used, then intra-individual comparisons 
of plasma levels of Lp(a) should be shown. 

Some investigators claim that if no significant difference in the frequency of apo(a) 
isoforms (by size) is found between two samples, any observed differences in plasma 
levels of Lp(a) are due to the effect of what they are testing. This is not necessarily true. 
As alluded to previously, apo(a) isoforms of the same size can be associated with a 1000-
fold difference in plasma levels of Lp(a). 
5. Statistical analysis: The statistical analyses of Lp(a) studies are frequently flawed. 
Comparisons of mean plasma levels of Lp(a) are often misleading, especially in small 
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samples. Since plasma levels of Lp(a) are not normally distributed, comparisons should 
be made between median, rather than mean plasma levels of Lp(a). Nonparametric 
statistical methods should to be used to compare plasma levels of Lp(a) between groups. 

Plasma levels of Lp(a) remain relatively stable in healthy individuals 
Plasma levels of Lp(a) are low at birth and increase over the first few months of life, 

reaching adult levels within two years (49). Breast milk has a higher fat content than 
formula, so it is not surprising that babies maintained on breast milk have a higher plasma 
level of LDL. But what is surprising is that breast-fed babies have -40% lower plasma 
levels of Lp(a) than bottle-fed counterparts, and that weaning is associated with a 
significant increase in plasma Lp(a) levels (50). In adults, plasma levels of Lp(a) are not 
significantly affected by the usual dietary differences in fat composition and content (3), . 
suggesting that some factor(s) in breast milk acts to lower plasma Lp(a) levels, or 
conversely, that a component in formula causes an increase in plasma levels. 

In adults, changes in body weight or moderate exercise do not significantly affect 
plasma concentrations of Lp(a) (although very vigorous exercise has been associated with 
a decrease in plasma Lp(a) levels in one study and an increase in another!). Unlike plasma 
concentrations of LDL, plasma levels of Lp(a) do not differ significantly between men and 
women and do not increase significantly with age, except in post-menopausal women, who 
have higher plasma levels of Lp(a) (1 ). 

Elevated plasma levels of Lp(a) in post-menopausal women and the Lp(a)-lowering 
effect of estrogen 

Menopause is associated with a 15-30% increase in plasma levels of Lp(a) and 
replacement doses of oral estrogen reverses the increase (51). The addition of 
progesterone slightly attenuates the Lp(a)-lowering effects of estrogen [Fig. 11]. 
Intramuscular injection of estrogen does not affect plasma levels of Lp(a) despite reducing 
plasma LDL-C and increasing HDL-C levels (52). When estrogens are given orally, they 
are delivered directly to the liver, so the liver is exposed to a much higher level of estrogen 
than if the drug is given peripherally. The concentration of estrogen in the liver that is 
required to lower plasma levels of Lp(a) must be higher than that needed to either increase 
plasma HDL-C or lower plasma LDL-C. Transdermal estrogen lowers plasma levels of 
Lp(a), but not as much as oral estrogens (16% vs. 31%) (53). 

Fig. 11 . Decreases in plasma Lp(a) levels 
after 12 months on .625 mg 
conjugated equine estrogen (CEE) 
+/- medroxyprogesterone (MPA) 
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Tamoxifen, an estrogen receptor agonist/antagonist, lowers plasma levels of Lp(a) up 
to a 50% (54). 
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Androgens lower plasma levels of Lp(a) 
Androgens have a variable effect on plasma levels of Lp(a). Orchiectomy results in a 

- 20% increase in plasma Lp(a) (55). Replacement doses of testosterone in hypogonadal 
men are not associated with any significant changes in plasma levels of Lp(a) (56), but 
when supplemental testosterone (250 mg every week) is given to normal men, there is a 
20% fall in plasma Lp(a) (57); this fall in plasma Lp(a) levels may in part be due to 
conversion of some testosterone to estradiol. However, administration of anabolic steroids, 
which cannot be converted to estrogens is associated with an even more profound Lp(a)
lowering (58) effect, as will be discussed later. 

Thyroid hormonal status and Lp(a) 
Plasma levels of Lp(a) are modulated by thyroid hormone. Treatment of hypothyroidism 

is associated with a fall in plasma levels of Lp(a) (59) whereas treatment of 
hyperthyroidism results in a 30-60% increase in plasma levels of Lp(a) (60). Normalization 
of plasma Lp(a) levels after treatment for hyperthyroidism requires 4-6 months (61). 

Growth hormone (GH) administration raises plasma levels of Lp(a) 
Acromegalies have significantly higher plasma levels of Lp(a) (62). There is a dose

dependent increase in plasma levels of Lp(a), as well as fall in plasma LDL-C levels, 
associated with GH administration. Thus, unlike estrogen or thyroid hormone, which have 
similar effects on plasma levels of LDL and Lp(a), GH raises plasma Lp(a) despite up
regulating hepatic LDL receptors and lowering plasma concentrations of LDL (63,64). 

It is not known how GH increases plasma levels of Lp(a) . Many effects of GH are 
mediated through IGF-1. Ironically, IGF-1 administration results in a fall, rather than 
increase in plasma Lp(a) levels (65). IGF-1 does not affect plasma LDL-C levels (65). 

Elevated levels of Lp(a) in renal failure: evidence some Lp(a) is cleared by the kidney 
Chronic renal failure is associated with increased plasma levels of Lp(a) (66), but only 

in those subjects with large-sized apo(a) isoforms (67). Patients on hemodialysis have 1.5 
to 3-fold higher plasma Lp(a) levels than controls (66,67); subjects on peritoneal dialysis 
have even higher plasma Lp(a) concentrations (68). The elevations in plasma levels of 
Lp(a) in subjects on peritoneal dialysis are directly related to the loss of albumin associated 
with peritoneal dialysis, and not to the plasma levels of albumin (68). 

Part of the reason renal failure is associated with higher plasma levels of Lp(a) is 
because the kidneys play a role in its clearance. Dieplinger and his colleagues measured 
plasma Lp(a) levels in the ascending aortas and renal veins of 100 subjects and 
determined the difference in levels of Lp(a) across the kidney. After correcting for 
hemoconcentration, they found that -10% of the apo(a) entering the kidney is cleared by 
the organ (69). 

Whether the higher plasma Lp(a) levels contribute to vascular disease in subjects with 
renal failure remains to be conclusively shown. 
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Fig. 12. Relationship of plasma levels of Lp(a) Fig. 13. Fall in plasma Lp(a) associated 
to 24 h urinary excretion of albumin in individual with treatment of proteinuria (72). 
patients (71 ). 
Elevated plasma levels of Lp(a) in nephrotic syndrome 

Plasma levels of Lp(a), as well as LDL and VLDL, are increased in subjects with 
nephrotic syndrome (70). Nephrotic syndrome is associated with an increase in LDL and 
VLDL production, which is proportional to the increase in plasma levels of Lp(a), 
suggesting there is also an increase in Lp(a) production (71 ). As is the case for peritoneal 
dialysis, the amount of the increase in plasma Lp(a) level is directly related to urinary 
excretion of albumin [Fig. 13] (70). Successful reduction in proteinuria using an 
angiotensin converting enzyme inhibitor, or other therapy, is associated with a dramatic fall 
in plasma levels of Lp(a) [Fig. 14] (72). 

The role of dyslipidemia in the progression of renal disease remains controversial. 
Lp(a) binds with lower affinity than LDL to mesangial cells but with higher affinity to the 
extracellular matrix component of the mesangium (73). Immunoreactive Lp(a), as well as 
LDL, is easily detected in the mesangium of kidneys from patients with glomerulosclerosis 
(74), but it is not known if deposition of these lipoproteins is a cause or effect of the renal 
disease. 

Subjects with mild to moderate essential hypertension who develop end-organ damage 
have been reported to have higher plasma levels of Lp(a) (75). However, hypertensive 
individuals with more end-organ damage also have more renal insufficiency, which 
independently increases plasma levels of Lp(a). In another study (76), subjects with 
hypertension and CAD had higher plasma levels of Lp(a) than those without CAD, but 
again, no information is provided regarding renal function. A prospective study is needed 
to determine if high plasma levels of Lp(a) influence the course of hypertension-associated 
end-organ damage. 

Renal transplantation results in a fall in plasma levels of Lp(a) 
Plasma Lp(a) levels fall more than 50% within one week of renal transplantation and 

the fall is proportional to the improvement in renal function (77). Reductions in plasma 
levels of Lp(a) are more pronounced in individuals with larger apo(a) isoforms (77). 
Initially, it was thought that cyclosporin may contribute to the Lp(a)-lowering effect of renal 
transplantation, but longitudinal studies in cardiac transplant subjects fail to show any 
changes in plasma Lp(a) levels associated with cyclosporin administration over a six month 
period (78) . 
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Diabetes has almost no effect on plasma levels of Lp(a) 
Early reports suggested plasma levels of Lp(a) were elevated in poorly-controlled 

diabetics. Unfortunately, many of these reports were flawed by selection bias and by the 
relatively small numbers of subjects studied (for review, see ref. 79). Subjects with 
significant renal insufficiency and proteinuria, which are both associated with elevated 
plasma levels of Lp(a), were included in many of these studies. Improved diabetic control 
in Type I diabetes is associated with a small, but significant drop in the plasma 
concentration of Lp(a) (80). In adult-onset diabetics, there is no correlation between 
plasma levels of Lp(a) and diabetic control (79). Microalbuminuria appears not to be 
associated with a significant increase in Lp(a) (81 ). 

Lp(a) undergoes glycation in diabetics. In normal individuals, -1-2% of Lp(a) is 
glycated, but in diabetics this increases to 4-7% (82). The relationship between the 
amount of glycated Lp(a) in plasma and vascular disease has not been investigated. 

Liver disease is associated with decreased plasma levels of Lp(a) 
Since all the Lp(a) that circulates in plasma is synthesized in the liver, it is not surprising 

that severe liver disease and acute viral hepatitis are both associated with reduction in 
plasma Lp(a) levels in proportion to the severity of the disease (83,84). 

Is Lp(a) an acute phase reactant? 
A number of investigators have suggested Lp(a) may be part of the acute phase 

response. The results of these studies are contradictory, probably because some assays 
used to measure Lp(a) have not been specific. One study found that plasma levels of 
Lp(a) increase to twice the baseline levels within 11 days after a myocardial infarction, and 
remained elevated for up to three months (85). Another found no significant change in 
plasma levels of Lp(a) in the 42 days following a myocardial infarction (86); in these same 
patients there was a 7-fold increase inC-reactive protein by day three (86). Thus, the time 
course of the increase in plasma level of Lp(a) after major stress is not typical for an acute 
phase response protein. Moliterno and Cohen, at this institution, found no change in 
plasma Lp(a) levels associated with coronary artery bypass surgery up to 24 hours after 
the operation (87) . A recent study confirmed these results but extended the time points 
of sampling and found a significant decrease (54%) in plasma levels of Lp(a) three days 
after the operation, mimicking the decrease in plasma LDL-C (87a). 

Some of the confusion regarding plasma Lp(a) levels in acute stress may be due to the 
plasma levels of this lipoprotein being less stable after major stress. Additionally, much 
larger studies need to be performed that follow intra-individual changes in plasma Lp(a) 
levels to resolve the conflicting data regarding the effect of acute stress on plasma level 
of Lp(a). 

Plasma levels of Lp(a) are elevated in rheumatological disorders 
Subjects with rheumatoid arthritis and systemic lupus erythematosus tend to have 

increased plasma levels of Lp(a) (88,89). Patients with Behcet's disease have 25% higher 
plasma levels of Lp(a) when the disease is active than when it is quiescent (90). It has 
been suggested that high plasma levels of Lp(a) may predispose to arterial and venous 
thrombosis in these disorders, although this has not been convincingly demonstrated. 

Individuals with lupus who have antiphospholipid antibodies (APL) had elevated plasma 
levels of Lp(a) in some (91 ,92), but not all studies (93). The subset of individuals with APL 
antibody syndrome who have arterial thrombosis may have higher plasma levels of Lp(a) 
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(94), although, again, the number of subjects analyzed has been small. Interestingly, it has 
been shown that ~2-glycoprotein1 (or apoH), which is part of the epitope for APL antibody 
binding to cardiolipin (95), binds the common K4 repeat of apo(a) (96) . 

Ethnic differences in plasma levels of Lp(a)- Why do blacks have higher plasma 
levels of Lp(a)? 

As discussed previously, different ethnic groups have significantly different distributions 
of plasma Lp(a) . Shown in Figure 14 are the relative median plasma levels of Lp(a) in 
different ethnic groups. Individuals of African descent have 2-4 fold higher median plasma 
levels of Lp(a) than Caucasians (Fig. 14]. 

Fig. 14. Ratios of median plasma 
levels of Lp(a) in different 
ethnic groups compared 
to Caucasians. 
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The higher plasma concentrations of Lp(a) in African-Americans than Caucasians are 

not due to differences in the size distribution of apo(a) isoforms (1 ,97). In African
Americans, like Caucasians, the apo(a) gene is the major determinant of inter-individual 
differences in plasma Lp(a) levels (98), although it accounts for somewhat less of the 
variability in plasma levels (85% vs. 91 %). We have found no molecular evidence for the 
existence of a common ethnic-specific sequence variant in the apo(a) gene that is 
responsible for the higher plasma levels in individuals of African descent. We suspect that 
the higher levels of plasma Lp(a) are due to a trans-acting factor that drives either 
transcription or translation of the apo(a) gene or, alternatively, increases the efficiency of 
its secretion. African-Americans have higher levels of GH (99), and since GH increases 
plasma Lp(a) levels, this may contribute to the higher levels in African-Americans. 

It is of interest that despite having higher plasma levels of Lp(a), Africans do not have 
an increased incidence of CAD, a seeming contradiction that will be discussed presently. 

Lp(a) AND ATHEROSCLEROTIC DISEASE 

Hundreds of studies have been performed to examine the relationship between plasma 
levels of Lp(a) and atherosclerotic disease. Due to time constraints, I will focus on 
cardiovascular disease, although the evidence that high plasma concentrations of Lp(a) 
are associated with peripheral, as well as cerebrovascular disease is equally compelling 
(1 00-1 02). Valentine, at this institution, has shown that high plasma levels of Lp(a) is a 
common finding in men with premature symptomatic peripheral vascular disease (1 02). 

Apo(a) is present in the atherosclerotic lesion 
Immunoreactive apo(a) is easily detected in fatty streaks and fibrous plaques, but not 

in non-atherosclerotic vessels (1 03-1 05). Apo(a) co-localizes with apoB within vascular 
lesions (1 03,1 04) and the amount of apo(a) in lesions is directly proportional to the plasma 
levels of Lp(a) (1 03). Lp(a) appears to accumulate preferentially to LDL in atherosclerotic 
lesions; the ratio of apo(a) to apoB is - 2-3 fold higher in lesions than in plasma (1 04). 

Pathological evaluation of cerebral vessels from the circle of Willis demonstrates that 
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most of the apo(a) in the early plaque is found within endothelial cells (105). This suggests 
that initially Lp(a) may traverse the endothelium and enter the lesion by vesicular transport; 
the VLDL receptor, is expressed at high levels in capillaries and small arteries (1 06) and 
binds Lp(a) in vitro (1 07) so may mediate this transport. In later, more mature 
atherosclerotic lesions, the apo(a) is predominantly located extracellularly within the 
thickened intima. 

Ape( a) binds with high affinity to many components of the subendothelial extracellular 
matrix, including fibrin, proteoglycans, glycosaminoglycans, fibronectin, tetranectin, and 
collagen. Lp(a) binding to fibrin is enhanced with the addition of homocysteine, or other 
reducing agents, probably by exposing the lower affinity lysine binding sites located in the 
downstream K4 repeats. Apo(a) is so tightly bound to tissues that only 20% can be 
extracted unless strong denaturing agents are employed; this is in contrast to apoB, which 
can be easily extracted from lesion using simple buffers (1 08). Fragments of apo(a), 
similar in size to those found circulating in plasma, are present in atherosclerotic lesions 
(1 08). Lesions also contain intact, oxidized Lp(a) particles, which are ligands for the 
macrophage scavenger receptor (1 09). 

Cross-sectional and retrospective studies - plasma levels of Lp(a) are 1.5- to 3- fold 
higher in subjects with CAD 

The same problems that plague other studies of Lp(a) are also common in the 
retrospective and cross-sectional studies that have examined its relationship to CAD: 
problems with sample storage, the Lp(a) assay, small sample size, selection bias, mixing 
of ethnic groups, and poor statistical methodology. Some investigators repeatedly re
analyze the data using increasingly high thresholds of plasma Lp(a) to classify individuals 
as "high" or "low" until a significant difference is found between groups, which can be very 
misleading. Most of the studies consist of samples culled from catheterization laboratories, 
lipid clinics or other selected groups, which often bias the results. Many of these studies 
fail to take into account the problem of survival bias. Moreover, plasma levels of Lp(a) are 
often measured during an acute illness, which may influence their level. 

Despite these many shortcomings, almost all the cross-sectional and retrospective 
studies of Caucasian men have found that plasma levels of Lp(a) greater than the 801

h 

percentile (over 25-30 mg/dl) are associated with a 1.5- to 3-fold increase in risk of 
coronary atherosclerosis (for review, see ref. 1 ). High plasma levels of Lp(a) are a common 
lipid abnormality in familial premature CAD (116). Not only are high plasma concentrations 
of Lp(a) associated with the presence of CAD, but also its severity (111). This association 
is independent of the contribution of other lipoproteins (112), and the effect is greater in 
individuals <60 years of age (113). In fact, high plasma levels of Lp(a) may not be 
associated with CAD in the elderly. 

It is still not clear if high plasma levels of Lp(a) increase the risk of restenosis after 
angioplasty or bypass surgery. In many of these studies, only the individuals who became 
symptomatic after the cardiac procedure were re-catheterized. Many of the studies are too 
small (114) and not analyzed properly. Most, but not all, of these studies suggest there is 
an association between restenosis and Lp(a), but definitive proof awaits the performance 
of better-designed and executed studies. 

Prospective studies and Lp(a) 
Although the results of cross-sectional and retrospective studies strongly implicate high 

plasma levels of Lp(a) as an independent risk factor for CAD, the results can be 
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misleading, due to selection bias, survival bias and the possibility that the disease itself 
affects levels of plasma Lp(a). The relationship between high plasma levels of Lp(a) and 
CAD has been more variable in prospective studies, and this has generated significant 
controversy. In 1993 the Physician's Health Study, a large (n=14,916) prospective study, 
found no increase in plasma levels of Lp(a) in the 296 physicians who had a cardiac event 
(115). Nor was any increase in plasma Lp(a) levels found in the 198 physicians who had 
a stroke in a 7.5-year period (116). Ensuing editorials appeared with titles such as "Has 
Lipoprotein "Little"( a) Shrunk?" (117) and "Lipoprotein( a): Important Risk Factor or Passing 
Fashion" (118). The pendulum has swung back in favor of plasma Lp(a) levels being an 
important risk factor for CAD, since an additional seven prospective studies, some of which 
are strongly positive, have been published. All the prospective studies examining the 
effect of high plasma levels of Lp(a) on the incidence of coronary events are listed in 
Tables 1 and 2. 

Table 1. Prospective studies finding no relationship between plasma Lplal excess and CHD risk 
Mean/Range No. of Age, y RR 

Study, y of Follow-up, y Cases (95% Cl) Limitations 
I 

Helsinki, 1991' 5 1381 40-55 1.3 (0.8-2.0) Assay problem' 

(hyperchol.) Parametric statistics 

Guernsey, 1992" -5-8 /51 40-64 2.1 (1 .0-4.7) Assay problem ' 
Vague definition or CHD 
No follow-up 

Physician's 
Health, 1993' 5.2 2961 40-84 1.1 (0.7-1.8) Aspirin use 

North Korelia, 1994' 9 1341131 40-64 1.01 (0.88-1.16) Assay problem' 

Uppsala, 1996' 19 1801 50 Some lost to follow-up 
lmmunoradiometric assay 

'samples stored at 20°C; immunoradiometric assay used Adapted from Stein at al. 

•no CHD at baseline Arch.lntern.Med. 157:1172 

Table 2. Prospective studies showing a relationsh ip between plasma Lp(a) excess and CHD risk' 
Mean follow No. of Age, y RR Comments 

Study, y -up (y) Cases(mlf) (95%CI) Regarding Risk Limitations 

Gothenberg, 1980 6 26/ 50 Inconsistent resultsamong Sample size too 
quartiles small 

Reykjavik, 1992 8.6 1041 45-72 1.2 Similar to apoB, systolic BP Assay problem 1 

Weaker than chol 

LRC-CPP I, 1994 7-10 233/ 35-59 1.1 (1.0-1.2) Similar to LDL (RR=1.25),age 
(LDL>190) Weaker than smoking . 

BUPA, 1994 5-12 2291 35-64 2.3 (1.5-3.6) Similar to apoAI 
(premature CAD Weaker than apoB 

or positive tam. 
hist) 

GRIPS, 1994' 5 1071 40-60 2.4 (1.5-3.9) Weaker than LDL, fam. hist., 
fibrinogen and HDL 

Framingham, 1996' 15.4 1291 20-54 1.9 (1.2-2.9) Similar to LDL, HDL, diabetes Qualitative assay: 
Weaker than smoking Sensitivity 42.5% 

Specificity 93.3% 
Framingham, 1994' 12 1174 45±14 1.6 (1.3-2.3) " " 

•no CAD at baseline Adapted from Stein et al. 
'samples stored at -20°C; radioimmunometric assay used Arch.lntern.Med. 157:1172 
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The GRIPS study (see Table 2) extended the follow-up (from 5 to 10 years total) of the 
5790 men (age 40-59.9 years) who entered the study at baseline without CAD (120). The 
endpoints for analysis included myocardial infarction (n=299) and/or sudden coronary 
death (n=25). Multivariate analysis revealed that the plasma LDL-C level was the best 
predictor of risk (by a landslide), followed by a positive family history of CAD, and then the 
plasma level of Lp(a). Shown in Figure 15 is the relationship between the plasma LDL-C, 
Lp(a) levels and family history. For any given level of plasma LDL, a high plasma level of 
Lp(a) increased the risk of CAD by -2-fold (126). As expected, age, blood pressure and 
a very low HDL-C (<35 mg/dl), were also good predictors; high plasma levels ofVLDL-C 
had no predictive value. 

Fig. 15. Ten year probability of Ml in low risk 
individuals (i.e., no other risk factors); 
potentiation of effect of high plasma LDL-C on 
risk in individuals with a family history of CAD or 
an elevated plasma level of Lp(a) [>30 mg/dl]. 
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Are individuals with a high Lp(a) and high LDL at increased risk? 
The results of the GRIPS study suggest that hig~ plasma concentrations of Lp(a), when 

coupled with elevated plasma levels of LDL, are particularly atherogenic. Armstrong was 
the first to recognize the marked increase in risk associated with high plasma levels of LDL 
and Lp(a) (121). He measured plasma levels of Lp(a) in a sample of 428 Caucasian men 
(age 40-60) with CAD documented by angiography, as well as 142 individuals who had no 
evidence of CAD (137). The odds ratio of having CAD when the plasma level of Lp(a) was 
more than 30 mg/dl was 2.7 higher that when the plasma level of Lp(a) was less than 5 
mg/dl. The odds ratio was significantly influenced by the plasma level of LDL. In individuals 
with plasma Lp(a) concentrations >30 mg/dl, the odds ratio fell to -1.5 if the LDL
cholesterollevel was less than the median, but if the plasma LDL-cholesterol was greater 
than the median, the odds ratio jumped from 2.7 to 6.33. In contrast, smoking, 
hypertension, and a low HDL did not affect the odds ratio. 

Other studies have confirmed that the combination of high plasma levels of Lp(a) and 
LDL is especially atherogenic (122). Moreover, subjects with FH and CAD have 
significantly higher plasma Lp(a) than FH patients without clinical evidence of CAD in some 
studies (123-125). In one study, however, in which the patients were matched for age and 
sex, no significant relationship was found between plasma levels of Lp(a) and the presence 
or absence of CAD in individuals with FH (126). Thus, the evidence is suggestive but not 
conclusive that elevated plasma levels of Lp(a) is a poor prognostic indicator for ischemic 
heart disease in patients with FH. 

The observation that the risk of CAD associated with high plasma levels of Lp(a) is 
greater in individuals who also have high plasma levels of LDL-C, suggests that Lp(a) may 
play a role later in the atherosclerotic process. High plasma levels of LDL may be required 
for initiation of lesions, with Lp(a) subsequently augmenting the atherosclerotic process. 

Why don't African-Americans have more CAD since they have higher levels of Lp(a)? 
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A paradox in the relationship between plasma concentrations of Lp(a) and coronary 
atherosclerosis is the fact that the median plasma Lp(a) level is -2-4-fold higher in Africans 
and African-Americans and yet African-Americans do not have an increased incidence of 
CAD. A possible explanation is that there may be ethnic differences in the distribution of 
apo(a) alleles. That is, within the African-American gene pool there may be apo(a) alleles 
that generate a high concentration of plasma Lp(a) but do not contain the epitope that 
make apo(a) atherogenic. Alternatively, there may be another ethnic-specific factor which 
protects African-Americans from the atherogenic effects of Lp(a). 

Santica Marcovina has suggested another possible explanation. If the atherogenicity 
of Lp(a) is related more to the size of the apo(a) isoform than to its plasma levels, as some 
have suggested (1), the similar incidence of CAD in blacks and whites may be due to the 
fact they have a similar proportion of small (atherogenic) apo(a) isoforms. The small apo(a) 
isoforms (<16 K4 repeats) in both backs and whites are associated with high plasma levels 
of Lp(a) [Fig. 16] (127). The two groups also have a similar proportion of large isoforms, 
which are invariably associated with low plasma levels of Lp(a). What distinguishes 
African-Americans from Caucasians are the higher plasma levels of Lp(a) associated with 
apo(a) alleles of intermediate size. Perhaps these individuals are not at increased risk of 
CAD because of having apo(a) isoforms of larger size. This hypothesis could be tested by 
measuring the plasma levels of Lp(a) and determining the apo(a) isoform sizes in a large 
prospective study that examines CAD risk in blacks. 

Fig 16. Relationship 
between median plasma 
Lp(a) levels and 
apo(a) size in 1336 blacks 
(closed circles) and 
1370 whites (open circles). 
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THE PATHOPHYSIOLOGICAL LINK BETWEEN Lp(a) AND ATHEROSCLEROSIS? 

Apo(a) and Lp(a) transgenic mice 
There is conflicting data regarding the development of vascular lesions in mice 

expressing a human apo(a) transgene. Some studies have shown a greater than 20-fold 
increase in the mean lesion area of fat staining in the proximal aorta in apo(a) transgenic 
mice fed a high-fat diet, when compared to controls (128). Whereas other studies, using 
the same mice, failed to find any effect of apo(a) expression on the development of 
vascular lesions (129). In the apo(a) transgenic mice, the apo(a) does not circulate 
covalently attached to apoB-1 00, as it does in humans (presumably because of sequence 
differences between humans and mouse apoB-1 00), but rather is non-covalently 
associated with mouse LDL (26). In mice expressing both human apoB-1 00 and apo(a) 
transgene, the apo(a) circulated as part of Lp(a) (i.e., covalently linked to apoB-1 00) 
(130,131); these mice do not have an increase in fatty lesions in their aortas, when 
compared to mice expressing similar amounts of only human apoB-1 00 (131, 132). 
Therefore, in the transgenic mouse, Lp(a) has not been consistently shown to be 
atherogenic and, thus, this animal model has not been as useful as was originally 
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anticipated. Recently rabbits that express both a human apo(a) and apoB-1 00 transgene 
has been developed and these animals may be a better (but more expensive!) animal 
model in which to study the link between Lp(a) and vascular lesions (133). 

Is Lp(a) atherogenic because it interferes with plasminogen activation and 
thrombolysis? 

It has been suggested that apo(a) is atherogenic because it interferes with the 
physiological role of plasminogen in thrombolysis by molecular mimicry. There is in vitro 
evidence to suggest that apo(a) can compete with: 1) plasminogen binding to surfaces of 
endothelial cells and macrophages (134,135), 2) plasminogen activation by streptokinase 
and tissue plasminogen activator (136), and 3) plasminogen binding to fibrinogen or fibrin 
(137). In support of these points, mice expressing an apo(a) transgene have been shown 
to have a decrease in the conversion of plasmin to plasminogen in the aortic vessel wall 
(138) as well as a decreased rate in the dissolution of clots infused into the pulmonary 
vasculature (139). However, in these mice, apo(a) does not circulate covalently linked to 
LDL, as it does in humans, and thus the results are of uncertain physiological significance. 

In this regard, there is no in vivo evidence that Lp(a) inhibits thrombolysis in humans. 
We showed that higher plasma levels of Lp(a) are associated with a decrease in 
spontaneous recanalization of coronary arteries occluded with a thrombus (in subjects who 
had a myocardial infarction and were not treated with thrombolytic agents) but this was a 
retrospective study (140). There is no relationship between plasma levels of Lp(a) and the 
amount of plasminogen in clots (141), as might be expected if Lp(a) competed with 
plasminogen for binding to fibrin. Nor do plasma levels of Lp(a) correlate with any indices 
of thrombolysis, such as the euglobulin clot lysis time, or plasma levels of fibrin split 
products. If high concentrations of Lp(a) interfered with the activities of plasminogen 
activation, it might be expected that thrombolytic therapy would be less effective in patients 
with high Lp(a) levels, but this is not the case (142). In addition, there is no evidence that 
high concentrations of Lp(a) predispose to venous thrombosis. 

Perhaps the most dramatic studies showing a prothrombotic effect of Lp(a) in vitro were 
performed in the cynomolgus monkey. In these studies, the carotid artery was traumatized 
until there was a significant reduction in blood flow. An occlusive thrombus developed in 
5 of the 6 animals with a high plasma level of Lp(a) (>35 mg/dl), and in only a single animal 
with a low plasma level (143). 

In tissue culture studies, as well as in the transgenic apo(a) mouse model, apo(a) and 
Lp(a) inhibit activation of TGF~-1 by plasmin (144, 145). TGF~-1 is a cytokine that inhibits 
smooth muscle cell proliferation, so a decrease in TGF~-1 is associated with an increase 
in smooth muscle proliferation. Apo(a) transgenic mice were reported to have a reduction 
in active TGF~-1 in their aortic wall(138), which supports this scenario, although no 
evidence has been provided that there is an increase in smooth muscle proliferation in the 
vascular lesions of these mice. Therefore, it remains uncertain whether high plasma levels 
of Lp(a) contribute to the atherosclerotic process by interfering with the activation of TGF~-

1. 

Effect of Lp(a) on vascular reactivity 
High plasma levels of Lp(a) may also adversely affect vascular tone. High plasma 

levels of Lp(a) (>40 mg/dl) are associated with an increase in vasoconstriction in the 
coronary arteries in response to the acetylcholine and the cold pressor test (146). 
Sorensen et al. showed that endothelium-dependent vasodilatation of the femoral artery 
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was dramatically decreased in children with FH (1.2 vs. 7.5%), and was further impaired 
by high levels of plasma Lp(a) (147). However, a recent paper failed to find any effect of 
high plasma levels of Lp(a) on endothelium-dependent vasodilatation in the brachial artery 
in healthy middle-aged men (148); they found higher basal levels of nitrous oxide in 
individuals with elevated plasma levels of Lp(a). 

Is Lp(a) atherogenic because it transports lipids into the lesion? 
Alternatively, apo(a) may be an innocent bystander in the atherosclerotic process, and 

may simply get trapped by the atherosclerotic lesion. In this regard, Lp(a) binds tightly to 
glycosaminoglycans extracted from human aortic tissue (149), as well as other 
components of the extracellular matrix of the arterial wall, as reviewed above. 

Lp(a) -TO MEASURE OR NOT TO MEASURE? 

Considering the strong association between high plasma levels of Lp(a) and 
atherosclerotic disease in cross-sectional, retrospective and in most prospective studies, 
should we be measuring plasma levels of Lp(a) in our patients? The answer to this 
question is not straightforward. No studies have shown that lowering levels of plasma 
Lp(a) is associated with a reduction in risk of CAD. Moreover, intervention studies to 
examine the effect of lowering plasma Lp(a) levels on CAD will not be immediately 
forthcoming since few pharmacological agents are available that lower plasma levels (as 
will be reviewed below). 

The results of the prospective studies do not support population-wide screening for high 
plasma levels of Lp(a). Despite the sometimes sizeable differences in the median and 

. mean plasma levels of Lp(a) in individuals with CAD when compared to normals, there is 
a substantial overlap in plasma levels of Lp(a) between the two groups. Therefore, the 
population-attributable risk of high plasma Lp(a) levels is much lower than might be 
expected based on a comparison of the differences in median plasma levels. 

Despite the many gaps in our knowledge regarding Lp(a), I think there is sufficient 
evidence to warrant measuring its plasma levels in individuals with: 

- premature CAD, peripheral vascular disease, or cerebrovascular disease 
- a strong family history of premature CAD 
- CAD and no identifiable cardiac risk factors 
Also, a case can be made to measure plasma levels of Lp(a) in individuals who have 

elevated plasma levels of LDL-C but no other risk factors. The finding of a high plasma 
level of Lp(a) in such a patient may tip the scale in favor of initiating LDL-Iowering therapy 
earlier, and influence the selection of lipid-lowering agent(s). 

At this time there is no evidence to support the measurement of plasma Lp(a) levels in 
individuals of African descent, since we do not know the risks associated with elevated 
plasma levels in this population. Also, additional prospective studies need to be performed 
in women to ensure that the risk associated with high plasma levels of Lp(a) is similar to 
the risk in men. 

Lp(a) assays 
As reviewed previously, there are many problems with the assays commonly used to 

measure plasma levels of Lp(a). No universally accepted methods or standards are 
available (for discussion, see ref. 150). The high degree of polymorphism within the apo(a) 
protein has made it difficult to standardize the assay. Some antibodies used in commercial 
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assays do not react with all apo(a) isoforms with equal affinity. As discussed previously, 
temperature and duration of storage of plasma samples affect the immunoreactivity of 
Lp(a). 

The most sensitive and reliable assays are enzyme-linked immunosorbent (ELISA) 
assays. Two general schemes are used. The plate is coated with either a polyclonal or 
monoclonal anti-apo(a) antibody. The plasma sample is added and the Lp(a) is captured 
by the antibody. Next the detection antibody is added to the plate, which is either an anti
human apo(a) or apoB-1 00 antibody. If the detection antibody is directed against the 
common K4-type 2 repeat, the assay systematically overestimates the levels of Lp(a) 
associated with large apo(a) isoforms (since these isoforms contain multiple copies of the 
K4 epitope) and underestimates the plasma Lp(a) levels in individuals with small isoforms. 
It is, thus, preferable to use either an anti-apoB-1 00 antibody or an antibody to a unique 
epitope in apo(a) [i.e., outside the K4-type 2 repeat] as the detection antibody so the Lp(a) 
concentrations can be expressed in moles (i.e., number of particles). 

The Lp(a) ELISA assay available at Parkland and the Aston Center to measure plasma 
Lp(a) uses a monoclonal antibody to an epitope in the K4-type 2 repeat of apo(a) as the 
capture antibody and a monoclonal antibody to a unique epitope in the type 9 K4 repeat 
as the detection antibody. This assay, which is performed at Northwest Lipid Laboratory, 
is the only assay available that has been shown to measure all apo(a) isoforms equally 
(151). The results can be reported either in moles (nmoi/L) or as Lp(a) mass (mg/dl) or in 
moles. The percentile of the value, compared to a reference population of 2000 individuals, 
is also provided (with> 80% being associated with risk). The cost of the assay is $30.00. 

The biological variation in plasma levels of Lp(a) ranges from 3% at high levels of Lp(a) 
to 51% at low levels (48). Although the biological variation is high at low plasma levels, it 
translates into very small differences in the absolute amount of plasma Lp(a) . For 
example, if an individual has a plasma level of 1 mg/dl, the level may range between .5 and 
1.5 mg/dl, which are minor changes, given the 1 000-fold range in levels in the population. 
Often, only a single measurement of plasma Lp(a) suffices if the level is <1 0 mg/dl or >40 
mg/dl. But if the level is near the threshold value (20-40 mg/dl) and treatment is being 
contemplated, the plasma Lp(a) level should be measured 2-3 times. 

Plasma Lp(a) levels are not significantly influenced by food ingestion, so fasting before 
sample collection is not required. 

PHARMACOLOGICAL REDUCTION OF Lp(a) 
As discussed previously, most conventional lipid-lowering drugs do not affect plasma 

levels of Lp(a). HMG-CoA reductase inhibitors, gemfibrozil (in the usual doses) and bile 
acid resins have little to no effect on its plasma levels. Bezafibrate, which is widely used 
in other parts of the world but not in the USA, lowers Lp(a) by as much as 39% (152). 

High-dose nicotinic acid decreases Lp(a) synthesis (153) and is associated with up to 
a 38% fall in plasma levels of Lp(a) (154). The degree to which the Lp(a) concentration falls 
is proportional to the initial plasma Lp(a) level and to the percent reduction in plasma LDL 
levels (154). Therefore, individuals with higher plasma levels of Lp(a) have a greater 
response to niacin. Paradoxically, the plasma Lp(a) can increase in hypertriglyceridemic 
subjects treated with niacin (154). 

Oral estrogen and tamoxifen therapy also lower plasma Lp(a), presumably by 
decreasing its synthesis (51-54). Administration of anabolic steroids- either stanozolol or 
danazol- is associated with up to a 50% lowering of plasma Lp(a) levels, but these agents 
also dramatically decrease HDL-C so are not therapeutic options (58, 155). 
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Oral neomycin treatment (2 gm/d) results in a 24% fall of plasma Lp(a) (156). 
Neomycin sulfate lowers plasma LDL-C levels by inhibiting intestinal absorption of 
cholesterol. In-vitro studies show that neomycin inhibits release of apo(a) from the 
hepatocyte cell surface (157), but since neomycin is poorly absorbed, it is unlikely to lower 
Lp(a) by this mechanism in-vivo. 

Diets very rich in fish oil may be associated with lower plasma levels of Lp(a) (158). 
High doses of fish oils (>3 gm per day) were associated with up to a 40% fall in plasma 
levels of Lp(a)(159) in one study, although this has not been a universal finding. 

An attempt to dissociate apo(a) from the LDL particle using a reducing agent such as 
n-acetylcysteine (NAC;MUCOMYST) was initially reported to dramatically reduce plasma 
Lp(a) levels (160) but this has not been confirmed (161 ). The advisability of lowering 
plasma Lp(a) levels by dissociating apo(a) from the LDL particle is questionable since 
"free" apo(a) may be more atherogenic. When apo(a) is not coupled with LDL, additional 
low affinity lysine binding sites in apo(a) are accessible(11, 13); this may be why subjecting 
Lp(a) to reducing agents, such as homocysteine, in-vitro is associated with an increase in 
the binding affinity of apo(a) to fibrin (162). (It would be interesting to investigate whether 
high plasma levels of homocysteine increase the risk associated with high plasma levels 
of Lp(a)). 

Thus, the only two agents that have been proven to significantly lower plasma levels 
of Lp(a) and are readily available are nicotinic acid and estrogens. Since both drugs have 
major effects on the other classes of lipoproteins, it is not possible to assess the 
independent effect of lowering plasma Lp(a) levels on coronary risk at this time. 

The most effective, but also most expensive and invasive method to lower plasma 
levels of Lp(a) is by using LDL apheresis, which reduces levels by up to 70% (163). 

TREATMENT OF ELEVATED PLASMA LEVELS OF Lp(a) 

If a patient with a high plasma Lp(a) is going to be initiated on lipid-lowering treatment 
for elevations in other lipoproteins, nicotinic acid would be the preferred lipid-lowering 
medications (if it can reduce plasma LDL-C concentrations sufficiently) . Estrogen therapy 
should be strongly considered in post-menopausal women with elevated plasma levels of 
Lp(a), especially they are also hypercholesterolemic. In patients with an isolated high 
plasma level of Lp(a), all other known risk factors for ischemic heart disease should be 
aggressively treated. It remains controversial whether Caucasian patients who have 
elevated plasma Lp(a) levels and no abnormalities in their other lipoproteins should be 
treated with a medication to lower the plasma Lp(a) levels; these individuals probably 
should not be treated unless they have other risk factors for CAD. 

Three studies suggest that lowering plasma levels of LDL-C may remove the 
atherogenic effect of Lp(a). In the Familial Atherosclerosis Treatment Study (FATS), 146 
hypercholesterolemic men (age <62) with CAD were treated with various lipid-lowering 
agents for 25 years and then recatheterized (164). Elevated plasma Lp(a) levels were the 
best predictors of the severity of CAD at the start of the study. However, if subjects were 
treated with an agent that lowered plasma LDL-C >1 0%, the effect of plasma Lp(a) on the 
progression of CAD was eliminated. In those individuals in whom the plasma levels of 
LDL-C did not significantly change on treatment, high plasma levels of Lp(a) was a strong 
predictor of events and disease progression . 

Two studies in FH subjects have compared the effect of LDL apheresis, which lowers 
both plasma LDL-C and Lp(a), to HMG-CoA reductase inhibitor+/- bile acid resin therapy, 



23 

which only lowers plasma LDL-C levels, on coronary artery lesion progression. No benefit 
was accrued by lowering plasma levels of Lp(a) if LDL was significantly lowered (165,166). 
The results of these studies suggest that the best therapeutic option for a high plasma level 
of Lp(a) is to lower the plasma level of LDL, but how aggressive one should be in lowering 
plasma LDL-C levels in individuals with elevated plasma Lp(a) levels remains to be 
determined. 

WHAT IS THE PHYSIOLOGICAL ROLE OF Lp(a)? 

The highly polymorphic nature of apo(a), and the lack of any phenotype associated with 
its near absence in plasma of some individuals raises the question as to why we have this 
distinctive lipoprotein in our plasma. Apo(a) has a very unusual species distribution and 
perhaps an examination of the evolution of this lipoprotein will provide insights into its 
physiological role. 

Evolution of apo(a) 
The apo(a) and plasminogen genes are paralogous; i.e., they are both descended from 

the same gene. The plasminogen gene is ancient; it is present in very primitive species like 
the lamprey, as well as all birds, fish and mammals. In contrast, apo(a) is not universally 
expressed, even among mammals. Lp(a) is the major cholesterol-carrying lipoprotein of 
the hedgehog (Erinaceus europaeus). an insectivore (167) that diverged from other 
placental mammals about 90 million years ago. Remarkably, antibodies to human apo(a) 
cross-react with hedgehog apo(a). The apo(a) in hedgehogs varies in size, just as it does 
in humans, and circulates covalently attached to LDL. 

Apo(a) is not present in the plasma of any mammals extending from the hedgehog to 
Old World monkeys (168). Apo(a) is present in the plasma of all lesser and great apes. Did 
the apo(a) gene evolve in the hedgehog and then accumulate mutations that resulted in 
loss of expression of the gene in other species? To answer this question, Richard Lawn 
cloned the hedgehog eDNA (169). This was no small feat since European hedgehogs are 
not available in the United States, and cannot be imported. To make his initial eDNA 
library, he obtained hedgehog livers from roadkills collected by St. Tiggwinkles, which is 
the part of the Wildlife Hospital Trust in Britain. He ultimately cloned the full-length 
hedgehog apo(a) eDNA from a library he made from livers of African hedgehogs, which are 
now popular pets in the USA. 

Comparison of the hedgehog and human apo(a) cDNAs is shown in Figure 17. Like 
human apo(a), hedgehog apo(a) contains multiple repeats (n=31) of a kringle domain that 
shares 74-100% identity. However, the kringles resemble the K3 domain of plasminogen 
(69-78% sequence identity) rather than K4 domain. Interestingly, these K3 repeats in 
plasminogen contain seven cysteines (and thus have an extra, unpaired cysteine), 
whereas all but the last K3 of hedgehog apo(a) has six cysteine residues. Presumably, the 
single free cysteine residue in the last K3 repeat connects apo(a) to the apo8:..1 00 of LDL 
by a disulfide linkage. The amino acid sequences required for kringles to bind lysine are 
also present in the hedgehog K3 repeat. 

Therefore, it appears that the apo(a) gene has arisen not once, but at least twice, from 
the plasminogen gene. This is an example of convergent evolution. 
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Based on the percentage of sequence identity in the rhesus monkey and human apo(a) 
eDNA, it has been estimated that the human form of apo(a) evolved -80 million years ago 
from a duplication of the plasminogen gene (170). This corresponds to the time of the 
evolutionary branching that led to the radiation of the mammalian species. Therefore, it 
would be expected that the apo(a) gene would be present in other mammals. No evidence 
of apo(a) sequences have been found in the genome of any species between hedgehogs 
and Old World monkeys, although a more exhaustive molecular search for apo(a)-like 
sequences will be required before ruling out the existence of an apo(a) gene in any of 
these intervening species. 

Does evolution provide any insights into the physiological role of Lp(a)? Comparison 
of the hedgehog, rhesus monkey and human apo(a) cDNAs reveal a number of common 
features. All three cDNAs contain multiple copies of a kringle domain. Although the apo(a) 
eDNA of the rhesus monkey, which is an Old World monkey, is 93% identical to the human 
apo(a) eDNA, it contains no sequences resembling the kringle 5 domain of plasminogen, 
which is found in human (and chimpanzee) apo(a) (171). Hedgehog and human apo(a) can 
bind fibrin but rhesus apo(a) cannot. Rhesus apo(a) has an amino acid substitution in the 
K4-type 10 repeat (Arg 72 Trp) that is required for lysine binding. (Interesting, the same 
mutation has been identified in two humans, but the plasma levels of Lp(a) in these 
individuals were too low to assess the effect on atherosclerosis (13)). All three proteins 
have a single free cysteine residue within the kringle domain that connects apo(a) to the 
apoB of LDL. None of the proteins have any protease activity and one apo(a) (hedgehog) 
has even relinquished having a protease domain. 

Based on these comparisons, the critical common features of apo(a) are 1) the 
presence of multiple kringle repeats (which in other proteins are responsible for targeting 
proteins) and 2) the coupling of apo(a) to LDL. These shared properties allow us to 
speculate on a possible physiological role for this enigmatic lipoprotein. 

Possible physiological role of Lp(a) 
Perhaps the best idea regarding a possible role for Lp(a) was put forth by Brown and 

Goldstein, who proposed that Lp(a) may play a role in wound healing (172). Upon tissue 
injury, the extracellular matrix becomes exposed to the bloodstream. Perhaps apo(a) gets 
trapped in the lesion, and with it the LDL particle, which provides lipids for wound repair. 

Immunocytochemical studies of wounds support the notion that Lp(a) participates in the 
wound healing process. Apo(a) is present in lesions during the early stages of healing, 
when fibrin clots encase the wound and the wound is infiltrated with inflammatory cells 
(173). At this point, Lp(a) coats the fibrous cap and is present within and surrounding the 
endothelial cells of newly-infiltrating small blood vessels. The pattern of apo(a) and apoB 
staining is similar, suggesting that Lp(a), and not just apo(a), is present in the wound. If 
apo(a) has a role in wound healing, it is in the early phases since apo(a) cannot be 
detected in the healing lesion after the epithelium had regenerated (173). Lp(a) is also 
found in association with the microvasculature of tissues involved in inflammatory 
disorders, such as Grahn's disease and thrombotic thrombocytopenic purpura (174). 
Angiogenesis is an important component of inflammation and wound repair and it is 
possible that Lp(a) plays a role in angiogenesis, given its sequence similarity to 
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plasminogen and angiostatin. 
Another possible mechanism responsible for the accumulation of Lp(a) in wounds 

involves defensins. Defensins are a family of cationic peptides present in granules of 
neutrophils that are released during inflammation. When defensins are released during 
degranulation, they insert into the membranes of adjacent cells and perturb ion transport, 
eventually resulting in lysis of the cell. Defensins bind endothelial and vascular smooth 
muscle cells as well as fibrin. A recent report demonstrated that in cultured cells defensins 
enhance the binding and internalization (but not degradation) of Lp(a) by endothelial and 
smooth muscle cells (175). Thus, the recruitment and degranulation of polymorphonuclear 
leukocytes may enhance the localization of Lp(a) to lesions. Lp(a) in turn, may promote 
the influx of other inflammatory cells; in tissue culture studies, Lp(a) has a chemotactic 
effect on monocytes (176). 

Lp(a) may act as a scavenger of oxidized lipids and other debris that accumulates in 
lesions. Lp(a) is rich in platelet activating factor acetylhydrolase activity (7 -fold higher 
levels per particle than LDL) (177), which inactivates platelet activating factor (a potent 
vasoactive compound) as well as oxidized lipids. It is of interest that the K4 domain of 
apo(a) binds ~2-glycoprotein-1, which in turn binds oxidized phospholipids. In this setting, 
Lp(a) may act as a detoxifier, accumulating and deactivation biologically active lipids by 
swinging the long, repetitive K4 domain of apo(a) through tissues much like a pool sweeper 
collects debris in a pool. According to this scenario, the potentially damaging oxidized lipids 
that bind the K4 repeats of apo(a) are delivered to the LDL particle where they can be 
degraded by PAF-acetyl hydrolase, or perhaps neutralized by free radical scavengers such 
as vitamin E. 

The striking difference in the frequency distribution of plasma Lp(a) levels between 
populations raises the question as to whether there is (or was) selection for high plasma 
levels of Lp(a) in Africa. Lp(a) may protect against some tropical infectious agent or 
environmental factor and, thus, provide a survival advantage. For example, Lp(a) may 
accelerate the removal of oxidized lipids generated during a hemolytic crisis, perhaps 
precipitated by malaria or another environmental challenge. 

SUMMARY 
Questions remain unanswered about Lp(a) in regard to its normal physiology and to its 

role in atherosclerosis. The evidence that high plasma levels of this unusual lipoprotein 
are associated with vascular disease is overwhelming, although the constellation of risk 
factors required for Lp(a) to enhance atherosclerosis has not been clearly defined. 
Individuals with high plasma levels of Lp(a), coupled with high plasma levels of LDL, 
appear to be at particular risk, and efforts should be directed to aggressively lowering 
plasma levels of LDL in these individuals until better agents become available to reduce 
plasma concentrations of Lp(a). 

REFERENCES 
1.Utermann, G. 1995. Lipoprotein(a) in Metabolic Basis of Inherited Disease. eds. Scriver, C., Beaudet, A. , Sly, W. Valle, D. pp.1887-
1912. 
2. Berg, K. 1963. A new serum type system in man -the Lp system. Acta Pathol. Microbial. Scand. 59:369-382. 
3. Albers, J. J. and W. R. Hazzard. 1974. lmmunochemical quantification of human plasma Lp(a) lipoprotein. Lipids 9:15-26. 
4. Rainwater, D.L. 1996. Lp(a) concentrations are related to plasma lipid concentrations. Arthero. 127: 13-18. 
5. Bartens, W., D.J. Rader, G. Talley, and H.B. Brewer Jr. 1994. Decreased plasma levels of lipoprotein(a) in patients with 
hypertriglyceridemia. Arteriosclerosis 1 08:149-157. 
6. Phillips, M.L. , A.V. Lembertas, V.N. Schumaker, R.M. Lawn, S.J. Shire, and T.F. Zioncheck. 1993. Physical properties of recombinant 
apolipoprotein(a) and its association with LDL to form an Lp(a)-like complex. Biochem. 32:3722-3728. 
7. Mclean, J.W. , J.E. Tomlinson , W-J. Kuang , D.L. Eaton, E.Y. Chen, G.M. Fless, A.M. Scanu, and R.M. Lawn. 1987. eDNA sequence 



26 

of human apolipoprotein(a) is homologous to plasminogen. Nature 330:132-137. 
8. Lackner, C., E. Boerwinkle, C.C. Leffert, T. Rahmig, and H. H. Hobbs. 1991. Molecular basis of apolipoprotein(a) isoform size 
heterogeneity as revealed by pulsed-field gel electrophoresis. J. Clin. Invest. 87:2077-2086. 
9. Lackner, C., J.C. Cohen, and H. H. Hobbs. 1993. Molecular definition of the extreme size polymorphism in apolipoprotein(a). Hum. 
Mole. Genet. 2:933-940. 
10. Gabel, B.R., L.F. May, S.M. Marcovina, and M.L. Koschinsky. 1996. Lipoprotein(a) assembly. Arterioscler. Thromb. Vase. Bioi. 
16:1559-1567. 
11. Brunner, C., Kraft, H.G., Utermann, G., and Muller, H.J. 1993. Cys4057 of apolipoprotein(a) is essential for lipoprotein( a) assembly. 
Pro c. Natl. A cad. Sci. 90:11643-1164 7 
12. McCormick,S.P., J.K. Ng, S. Taylor, L.M. Flynn, R.E. Hammer, and S.G. Young. 1995. Mutagenesis of the human apolipoprotein 
B gene in a yeast artificial chromosome reveals the site of attachement for apolipoprotein(a). Proc. Natl. Acad. Sci. USA 92:10147-
10151 . 
13. Klezovitch, 0., C. Edelstein, and A. Scanu. 1996. Evidence that the fibrinogen binding domain of apo(a) is outside the lysine binding 
site of kringle IV-10. J. Clin. Invest. 98: 185-191. 
14. Keesler, G.A., B.R. Gabel, C.M. Devlin, M.L. Koschinsky, and I. Tabas. 1996. The binding activity of the macrophage 
lipoprotein(a)/apolipoprotein(a) receptor is induced by cholesterol via a post-translational mechanism and recognizes distinct kringle 
domains on apolipoprotein(a). J. Bioi Chem. 271 :32096-32104. 
15. Cohen, J.C., G. Chiesa, and H. H. Hobbs. 1993. Sequence polymorph isms in the apolipoprotein(a) gene. Evidence for dissociation 
between apolipoprotein(a) size and plasma lipoprotein(a) levels. J. Clin. Invest. 91:1630-1636 
16. Malgaretti, N., F. Acquati, P. Magnaghi, L. Bruno, M. Pontoglio, M. Rocchi, S. Saccone, G. Della Valle, M. D'Urso, D. LePaslier, 
S. Ottolenghi, and R. Taramelli. 1992. Characterization by yeast artificial chromosome cloning of the linked apolipoprotein(a) and 
plasminogen genes and identification of the apolipoprotein(a) 5' flanking region. Proc. Natl. Acad. Sci. USA. 89:11584-11588. 
17. Byrne, C.D., K. Schwartz, and R.M. Lawn. 1995. Loss of a splice donor site at a 'skipped exon' in a gene homolgous to 
apolipoprotein(a) leads to an mRNA encoding a protein consisting of a single kringle domain. Arterioscler. Thromb. Vase. Bioi. 15:5-70. 
18. Moeser, V., F.P. Mancini, S. Boop, A.P. Petho-Schramm, R. Guerra, E. Boerwinkle, H.J. Muller, and H.H. Hobbs. 1995. Sequence 
polymorph isms in the apo(a) gene associated with specific levels of Lp(a) in plasma. Hum. Mole. Genet. 4:173-181. 
19. Boerwinkle, E. , C.C. Leffert, J. Lin, C. Lackner, G. Chiesa, and H. H. Hobbs. 1992. Apo(a) gene accounts for greater than 90% of 
the variation in plasma Lp(a) concentrations. J. Clin. Invest. 90:52-60. 
20. Kraft, H. G., H.J. Menzel, F. Hoppichler, W. Vogel, and G. Utermann. 1989. Changes of genetic apolipoprotein phenotypes caused 
by liver transplantation: Complications for apolipoprotein synthesis. J. Clin . Invest. 83:137-142. 
21. Ramharack, R., M.A. Spahr, J.S. Kreick, and C.S. Sekerke. 1996. Expression of apolipoprotein(a) and plasminogen mRNAs in 
cynomolgus monkey liver and extrahepatic tissues. J. Lipid Res. 37:2029-2040. 
22. Krempler, F. , G. Kastner, K. Balzano, and F. Sandhofer. 1979. Lipoprotein(a) is not a metabolic product of other lipoproteins 
containing apolipoprotein B. Biochim. Biophys. Acta 575:63-70. 
23. Bersot, T.P., T.L. lnnerarity, R.E. Pitas, S.C. Rail, Jr., K.H. Weisgraber, and R.W. Mahley. 1986. Fat feeding in humans induces 
lipoproteins of density less than 1.006 that are enriched in apolipoprotein {a} and that cause lipid accumulation in macrophages. J. Clin. 
Invest. 77:622-630. 
24. White, A.L., D.L. Rainwater, and R.E. Lanford. 1993. Intracellular maturation of apolipoprotein(a) and assembly of lipoprotein(a) in 
primary baboon hepatocytes. J. Lipid Res. 34:509-517. 
25. White, A.L., J.E. Hixson, D.L. Rainwater, and R.E. Lanford. 1994. Molecular basis for "null" lipoprotein( a) phenotypes and the 
influence of apolipoprotein(a) size on plasma lipoprotein( a) level in the baboon. J. Bioi. Chem. 269:9060-6066 
26. Chiesa, G., H.H. Hobbs, M.L. Koschinsky, R.M. Lawn, S.D.Maika, and R.E. Hammer. 1992. Reconstitution of lipoprotein( a) by 
infusion of human low density lipoprotein into transgenic mice expressing human apolipoprotein(a). J. Bioi. Chem. 267:24369-24374. 
27. Durovic, S., W. Marz, S. Frank, H. Scharnag, M.W. Baumstark, R. Zechner, and G.M. Kestner. 1994. Decreased binding of 
apolipoprotein(a) to familial defective apolipoprotein B-100 (Arg3500 -Gin). J. Bioi. Chem. 269:30320-30325. 
28. van der Hoek, Y.Y., A. Lingenhel, H.G. Kraft, J.C. Defesche, J.J. Kastelein, and G. Utermann. 1997. Sib-pair analysis detects 
elevated Lp(a) levels and large variation of Lp(a) concentration in subjects with familial defective apoB. J. Clin. Invest. 99:2269-2273. 
29. Steyrer, E., S. Durovic, S. Frank, W. GieBauf, A. Burger, H. Dieplinger, R. Zechner, and G.M. Kastner. 1994. The role of lecithin: 
cholesterol acyltransferase for lipoprotein(a) assembly. J. Clin. Invest. 94:2330-2340. 
30. Krempler, F., G. M. Kastner, and K. Balzano. 1980. Turnover of lipoprotein (a) in man. J. Clin. Invest. 65:1483-1490. 
31. Averna, M., S.M. Marcovina, D. Note, T.G. Cole, E.S. Krul, and G. Schonfeld. 1995. Familial hypobetalipoproteinemia is not 
associated with low levels of lipoprotein(a). Arterioscler. Thromb. Vase. Bioi. 15:2165-2175. 
32. Rader, D.J., W. Cain, K. lkewaki, G. Talley, L.A. Zech, D. Usher, and H. B. Brewer, Jr. 1994. The inverse association of plasma 
lipoprotein(a) concentrations with apolipoprotein(a) isoform size is not due to differences in Lp(a) catabolism but to differences in 
production rate. J. Clin. Invest. 93: 2758-2763. 
33. Rader, D.J., W. Cain, LA Zech, D. Usher, and H.B. Brewer, Jr. 1993. Variation in Lipoprotein(a) concentrations among individuals 
with the same apolipoprotein(a) isoform is determined by the rate of lipoprotein( a) production. J. Clin. Invest. 91 :443-447. 
34. White, A.L., B. Guerra, and R.E. Lanford. 1997. Influence of allelic variation on apolipoprotein(a) folding in the endoplasmic 
reticulum. J. Bioi. Chem. 272:5048-5055. 
35. Hofmann, S. L., D. L. Eaton, M.S. Brown, W. J. McConathy, J. L. Goldstein, and R. E. Hammer. 1990. Overexpression of human 
low density lipoprotein receptors leads to accelerated catabolism of Lp(a) lipoprotein in transgenic mice. J. Clin. Invest. 85:1542-1547. 
36. Rader, D.J., W.A. Mann, W. Cain, H.G. Kraft, D. Usher, L.A. Zech, J.M. Hoeg, Kl Davignon, P. Lupien, M. Grossman, J.M. Wilson, 
and H.B. Brewer Jr. 1995. The low density lipoprotein receptor is not required for normal catabolism of Lp(a) in humans. J. Clin. Invest. 
95:1403-1408. 
37. Thiery, J., V. W. Armstrong, J. Schleef, C. Creutzfeldt, W. Creutzfeldt, and D. Seidel. 1988. Serum lipoprotein Lp(a) concentrations 
are not influenced by an HMG CoA reductase inhibitor. Klin. Wochenschr. 66:462-463. 
38. Utermann, G., F. Hoppichler, H. Dieplinger, M. Seed, G. Thompson, and E. Boerwinkle. 1989. Defects in the low density lipoprotein 
receptor gene affect lipoprotein( a) levels: Multiplicative interaction of two gene loci associated with premature atherosclerosis. Proc. 
Natl. Acad. Sci. USA. 86:4171-4174. 
39.Ghiselli, G., A. Gaddi, G. Barozzi, A. Ciarrocchi, and G. Descovich. 1992. Plasma lipoprotein(a) concentration in familial 
hypercholesterolemic patients without coronary artery disease. Metab. 41: 833-838. 
40. Defesche, J.C., M.A. vsn de Ree. J.J.P. Kastelein, D. E. van Diermen, N.W.E. Janssens. J .J. van Doormaal. and M.R. Hayden. 
1992. Detection of the Pro664-Leu mutation in the low-density lipoprotein receptor and its relation to lipoprotein( a) levels in patients with 



27 

familial hypercholesterolemia. Clin . Genet. 42:73-280. 
41. Guo, H.-C ., M.J. Chapman, E. Bruckert, J.-P . Farriaux, and J.L. De Gennes. 1991 . Lipoprotein Lp(a) in homozygous familial 
hypercholesterolemia: Density profile, particle heterogeneity and apolipoprotein(a) phenotype. Atherosclerosis 31:69-83. 
42. Knight, B.L. 1994. Lp(a) catabolism in hypercholesterolaemic individuals. Chern. Phys. Lipids 67/68:233-239 
43. Moeser, V., M.G. Seabra, M. Abedin, K.T. Landschulz, S. Marcovina, and H. H. Hobbs. 1996. Apo(a) kringle 4-containing fragments 
in human urine - Relationship to plasma levels of lipoprotein( a). J. Clin. Invest. 97:858-864. 
44. Moeser, V., S.M. Marcovina, A.L. White, and H.H. Hobbs. 1996. Kringle-containing fragments of apolipoprotein(a) circulate in human 
plasma and are excreted into the urine. J. Clin . Invest. 98: 2414-2424. 
45. O'Reilly, M.S., L. Holmgren, Y. Shing, C. Chen, A Rosenthal, M. Moses, W.S. Lane, Y. Gao, E.H. Sage, and J. Folkman. 1994. 
Angiostatin: A novel angiogenesis inhibitor that mediates the suppression of metastases by a Lewis lung carcinoma. Cell 79:315-328. 
46. Edelstein, C., J.A. ltalia, 0 . Klezovitch, and A.M. Scanu. 1996. Functional and metabolic differences between elastase-generated 
fragments of human lipoprotein[ a] and apolipoprotein[a]. J. Lipid Res. 37:1786-1801 . 
47. Evans, R.W., S.S. Sankey, b. a. Hauth, K. Sulton-Tyrell, M.l. Kamboh , and L.H. Kuller. 1996. Effect of sample storage on quantitation 
of lipoprotein( a) by an enzyme-linked immunosorbent assay. Lipids 31 :1197-1203. 
48. Marcovina, S.M., V.P. Gaur, and J.J. Albers. 1994. Biological variability of cholesterol, triglyceride, low- and high-density lipoprotein 
cholesterol , lipoprotein(a), and apolipoprotein A-1 and B. Clin. Chern. 40:574-578. 
49. Van Biervliet, J. P., C. Labeur, G. Michiels, D. C. Usher, and M. Rosseneu. 1991. Lipoprotein(a) profiles and evolution in newborns. 
Atherosclerosis 86:173-181 . 
50. Routi, T., T. Ronnemaa, H. Lapinleimu, P. Salo, J. Viikari, A Leino, I. Valimaki, E. Jokinen, and 0 . Simell. 1995. Effect of weaning 
on serum lipoprotein(a) concentration: The STRIP baby study. Pediatr. Res. 38:522-527. 
51. Kim, C.J., Min, Y.K., Ryu, W.S., Kwak, J.W., and Ryoo, U.H. 1996. Effect of hormone replacement therapy on lipoprotein( a) and 
lipid levels in postmenopausal women. Arch. Intern. Med. 156:1693-1700. 
52. Berglund, L., CarlstrOm, J., Stege, R., Gottlieb, C., Eriksson, M., Angelin , B., and P. Henriksson. 1996. Hormonal regulation of 
serum lipoprotein(a) levels: effects of parenteral administration of estrogen or testosterone in males. J. Clin. Endocrinol. Metab. 
81 :2633-2637 
53. Taskinen, M.-R., Puolakka, J., PyMalil . T. , Luotola, H., Bjorn. M., Kililriilinen. J., Lahdenpera, S., and C. Ehnholm. 1996. Hormone 
replacement therapy lowers plasma Lp(a) concentrations. Comparison of cyclic transdermal and continuous estrogen-progestin 
regimens. Artriosclerosis, Thrombosis. and Vascular Bioi. 16: 1215-1221 . 
54 . Shewmon, D.A., Stock, J.L., Rosen, C.J., Heiniluoma, K.M., Hogue, M.M., Morrison, A , Doyle, E.M., Ukena, T., Weale, V., and 
Baker, S. 1994. Tamoxifen and estrogen lower circulating lipoprotein( a) concentrations in healthy postmenopausal women. Arterioscler. 
Thromb. Vase. Bioi. 14:1586-1593. 
55. Henriksson, P., B. Angelin , and L. Berglund. 1992. Hormonal regulation of serum Lp(a) levels. Opposite effects after estrogen 
treatment and orchidectomy in males with prostatic carcinoma. J. Clin. Invest. 89:1166-1171 . 
56. Ozata, M. , Yildirimkaya, M., Bulur, M., Yilmaz, K., Bolu, E., Corakci, A, and Gundogan, M.A. 1996. Effects of gonadotropin and 
testosterone treatments on lipoprotein(a), high density lipoprotein particles, and other lipoprotein levels in male hypogonadism. J. Clin . 
Endocrinol. Metab. 81 :3372-3378. 
57. Zmuda, J.M., Thompson, P.O., Dickenson, R. , and Baussemann, L.L. 1996. Testosterone decreases lipoprotein(a) in men. Am. 
J. Cardiel. 77:1244-1247. 
58. Albers, J. J., H. MeA. Taggart, D. Applebaum-Sowden, S. Haffner, C. H. Chestnut,lll, and W . R. Hazzard. 1984. Reduction of 
lecithin-cholesterol acyltransferase, apolipoprotein D and the Lp(a) lipoprotein with the anabolic steroid stanozolol. Biochim. Biophys. 
Acta 795:293-296. 
59. de Bruin, T.W.A., van Barlingen, H. , van Linde-Sibenius Trip, H., van Vuurst de vries, A.R., Akveld, J., and Erkelens, D.W. 1993. 
Lipoprotein(a) and apolipoprotein B plasmas concentrations in hypothyroid, euthyroid, and hyperthyroid subjects. J. Clin. Endocrine!. 
Metab. 76:121-126. 
60. Engler, H. and Riesen, W.F. 1993. Effect of thyroid function on concentrations of lipoprotein( a) . Clin. Chern. 39:2466-2469. 
61. Kung, A.W.C. , Pang, R.W.C., Lauder, 1.. Lam, K.S.L., and Janus, E.D. 1995. Changes in serum lipoprotein(a) and lipids during 
treatment of hyperthyroidism. Clin. Chern. 41: 226-231. 
62. Lam, K.S.L. , Pang, R.W.C., Janus, E.D., Kung, A.W.C. , and Wang, C.L.C. 1993. Serum apolipoprotein(a) correlates with growth 
hormone levels in Chinese patients with acromegaly. Arthero.1 04:183-188. 
63. Rudling, M., Norstedt, G. , Olivercrona, H., Reihner, E., Gustafsson, J-A, and B. Angelin. 1992. Importance of growth hormone for 
the induction of hepatic low density lipoprotein receptors. Proc. Nat!. Acad. Sci. USA 89:6983-6987. 
64. Eden, S., Wiklund, 0., Oscarsson, J., Rosen, T., and Bengtsson, 8 . 1993. Growth hormone treatment of growth hormone-deficient 
adult results in a marked increase in Lp(a) and HDL cholesterol concentrations. Arteria. Thromb. 13:296-301 . 
65. Olivercrona, H., Johansson, A.G., Lindh, E. , Ljunghall, S., Berglund, L., and Angelin, B. 1995. Hormonal regulation of serum 
lipoprotein(a) levels. Arterioscler. Thromb. Vase. Bioi. 15: 847-849. 
66. Parra, H. J., H. Mezdour, C. Cachera, M. Dracon, A. Tacquet, and J. C. Fruchart. 1987. Lp(a) lipoprotein in patients with chronic 
renal failure treated by hemodialysis. Clin. Chern. 33:721 . 
67. Dieplinger, H., Lackner, C., Kronenberg, F., Sandholzer, C., Lhotta, K., Hoppichler, F., Graf, H., and Konig, P. 1993. Elevated 
plasma concentrations of lipoprotein(a) in patients with end-stage renal disease are not related to the size polymorphism of 
apolipoprotein(a). J. Clin . Invest. 91 :397-401 . 
68. Heimburger, 0 ., Stenvinkel, P., Berglund, L. , Tranoeus , A , and Lindholm, B. 1996. Increased plasma lipoprotein(a) in continuous 
ambulatory peritoneal dialysis is related to peritoneal transport of proteins and glucose. Nephron 72:135-144. 
69. Kronenberg, F., Trenkwalder, E., Lingenhel , A., Friedrich, G., Lhotta, K. , Schober, M., Moes, N., Konig , P., Utermann, G., and 
Dieplinger, H. 1997. Renovascular arteriovenous differences in Lp(a) plasma concentrations suggest removal of Lp(a) from the renal 
circulation. J. Lipid Res. 38:1755-1763. 
70. Joven, J., Simo, J.M., Vilella, E., Camps, J., Espinel. E., and Villabona, C. (1995). Accumulation of atherogenic remnants and 
lipoprotein( a) in the nephrotic syndrome: relation to remission of proteinuria. Clin. Chern. 41 :908-913. 
71 . Stenvinkel, P., Berglund, L. , Ericsson. S. , Alvestrand , A, Angelin, 8 ., and Eriksson, M. 1997. Low-density lipoprotein metabolism 
and its association to plasma lipoprotein(a) in the nephrotic syndrome. Eur. J. Clin. Invest. 27:169-177. 
72. Gansevoort, R.T. , Heeg, J.E. , Dikkeschei, F.D., de Zeeuw, D., de Jong, P.E., and Dullaart, R.P.F. 1994. Symptomatic antiproteinuric 
treatment decreases serum lipoprotein( a) concentration in patients with glomerular proteinuria. Nephrol. Dial. Transplant. 9:244-250. 
73. Kramer-Guth, A., Greiber, S., Pavenstiidt, H., Quaschning, T. , Winkler, K. , Schollmeyer, P., and Wanner, C. 1996. Interaction of 
native and oxidized lipoprotein(a) with human mesangial cells and matrix. Kidney lnt.49:1250-1261. 



28 

74. Sato, H. , Suzuki, S., Ueno, M., Shimada, H., Karasawa, R. , Nishi , S., and Arakawa, M. 1993. Localization of apolipoprotein(a) and 
B-100 in various renal diseases. Kidney Int. 43: 430-435. 
75. Sechi, L.A., Kronenberg, F., De Carli, S., Falleti, E., Zingaro, L., Catena, C., Utermann, G., and Bartoli, E. 1997. Association of 
serum lipoprotein(a) levels and apolipoprotein(a) size polymorphism with target-organ damage in arterial hypertension. JAMA 
277:1689-1695. 
76. Gazzaruso, C., Buscaglia, P. , Garzaniti, A., Galcone, C., Mariotti, S. , Savino, S., Bonetti, G., Finardi, G., and Geroldi , D. 1997. 
Association of lipoprotein( a) levels and apolipoprotein(a) phenotypes with coronary heart disease in patients with essential hypertesion. 
J.Hypertension 15:227-235. 
77. Kronenberg, F., Konig , P. , Lhotta, K. , Ofner, D., Sandholzer, C., Margreiter, R., Dosch, E. , Utermann, G. , and Dieplinger, H. 1994. 
Apolipoprotein(a) phenotype-associated decrease in lipoprotein( a) plasma concentrations after renal transplantation. Arteria . Thromb. 
14: 1399-1404. 
78. Hunt, B.J., Parratt, R., Rose, M., and Yacoub, M. 1994. Does cyclosporin affect lipoprotein(a) concentrations? The Lancet 
343:119-120. 
79. Haffner, S.M. 1993. Lipoprotein(a) and diabetes. Diabetes Care 16:835-840. 
80. Purnell, J.Q., Marcovina, S.M., Hokanson, J.E. , Kennedy, H., Cleary, P.A., Steffes, M.W., and Brunzell, J.D. 1995. Levels of 
lipoprotein(a), apolipoproteinB, and lipoprotein cholesterol distribution in IDDM. Diabetes 44:218-1226. 
81 . Girelli , A, Cimio, A, Rocca, L., Salvi, A, Spandrio, S., Valentini, U. , and Giustina, A 1994. Serum lipoprotein(a) is not increased 
in NIDDM patients with microalbuminuria . Diabetes Care 17:56-457. 
82. Klaya, F., Durlach, V., Bertin, E., Monier, F., Monboisse, J., and Gillery, P. 1997. Evaluation of serum glycated lipoprotein(a) levels 
in noninsulin-dependent diabetic patients. Clin. Biochem. 30: 227-230. 
83. Feely, J., Barry, M., Keeling, P.W.N., Weir, D.G. , and Cooke, T. 1993. Lipoprotein(a) in cirrhosis. BMJ 34: 509-517. 
84. Geiss, H.C., Ritter, M.M., Richter, W.O., Schwandt, P., and Zachoval, R. 1996. Low lipoprotein(a) levels during acute viral hepatitis. 
Hepatology 24:334-1337. 
85. 58. Maeda, S., A Abe, M. Seishima, K. Makino, A Noma, and M. Kawade. 1989. Transient changes of serum lipoprotein( a) as an 
acute phase protein . Atherosclerosis 78:145-150. 
86. Mbewu, A.D., Durrington, P.N. , Bulleid, S., and Mackness. M.l. 1993. The immediate effect of streptokinase on serum lipoprotein( a) 
concentration and the effect of myocardial infarcton on serum lipoprotein(a), apolipoproteins A1 and B, lipids and C-reactive protein. 
Atherosclerosis 103:65-71 . 
87. Moliterno, D.J., Jessen, M.E., Schueler, K., and Cohen, J. 1993. Plasma lipoprotein(a) concentrations are not elevated by 
cardiopulmonary bypass. Arthero 104:23-225. 
87a. Cobbaert, C., Louisa, A , Struijk, L., Demeyere, R., and Meyns, B. 1998. Lipoprotein(a) changes during and after coronary artery 
bypass grafting: an epiphenomenon? Ann . Clin. Biochem. 35:75-79. 
88. Rantapaa-Dahlqvist, S., S. Wallberg-Jonsson, and G. H. DahlEm. 1991. Lipoprotein(a), lipids, and lipoproteins in patients with 
rheumatoid arthritis. Ann. Rheumat. Dis. 50:366-368. 
89. Borba, E.F., Santos, R.D., Bonfa, E., Vinagre, C.G., Pileggi, F.J.C., Cossermelli, W., and Maranhao, R.C. 1994. Lipoprotein(a) levels 
in systemic lupus erythematosus. J. Rheumatol. 21 :220-223. 
90. Orem, A, Deger, 0 ., Cimsit, G., Karahan, S.C., Akyol, N., and Yildirmis, S. 1995. Plasma lipoprotein(a) and its relationship with 
disease activity in patients with Behcet's disease. Eur. J. Clin. Chern. Clin. Biochem. 33:473-478. 
91. Yamazaki, M., Asakura, H., Jokaji, H., Saito, M., Uotani, C., Kumabashiri , 1., Morishita, E., Aoshima, K., Ikeda, T., and Matsuda, 
T. 1994. Plasma levels of Lp(a) are elevated in patients with the antiphospholipid antibody syndrome. Thromb. Haemo. 71 :424-427. 
92. Atsumi, T., Khamashta, M.A. , Andujar, C., Leandro, M.J. , Amengual, 0 ., Ames, P.R., and Hughes, G.R.V. 1998. Elevated plasma 
lipoprotein(a) level and its association with impaired fibrinolysis in patients with antiphospholipid syndrome. J. Rheumatol. 25:69-73. 
93. Matsuda, J., Gotoh, M., Saitoh, N., and Tsukamoto, M. 1994. Serum lipoprotein(a) level is increased in patients with systemic lupus 
erythematosus irrespective of positivity of antiphospholipid antibodies. Thromb. Res. 73:3-84. 
94. Seriolo, B., Accardo, S., and Cutolo, M. 1996. Lipoprotein(a) and other risk factors for thrombosis in rheumatoid arthritis. J. 
Rheumatol. 23:194-195. 
95. McNeil, H.P., Simpson, R.J., Chesterman, C.N., and Krilis, S.A. 1990. Anti-phospholipid antibodies are directed against a complex 
antigen that includes a lipid-binding inhibitor of coagulation:~ -glycoprotein I (apolipoproteinH). Proc. Natl. Acad . Sci. 87:4120-4124. 
96. Koehl, S., Fresser, F., Lobentanz, E., Baier, G., and Utermann, G. 1997. Novel interactin of apolipoprotein(a) with beta-2 
glycoprotein I mediated by the kringle IV domain. Blood 90: 1482-1489. 
97. Helmhold, M., J. Bigge, R. Muche, J. Mainoo, J. Thiery, D. Seidel, and V. W. Armstrong. 1991. Contribution of the apo(a) phenotype 
to plasma Lp(a) concentrations shows considerable ethnic variation. J. Lipid Res. 32:1919-1928. 
98. Moeser, V., Scheer, D., Marcovina, S.M., Wang, J., Guerra, R., Cohen, J.C., and Hobbs, H.H. 1997. The apo(a) gene is the major 
determinant of variation in plasma Lp(a) levels in African-Americans. Am. J. Hum. Genet. 61: 401-417. 
99. Wright, N.M., Renault, J., Willi, S., Veldhuis, J.D., Pandey, J.P., Gordon, L., Key, L.L., and Bell, N.H. 1995. Greater secretion of 
growth hormone in black than in white men: possible factor in greater bone mineral density-a clinical research center study. J. Clin. 
Endocrinol. Metab. 80:2291-2297. 
100. Koltringer, P. and G. JOrgens. 1985. A dominant role of lipoprotein( a) in the investigation and evaluation of parameters indicating 
the development of cervical atherosclerosis. Atherosclerosis 58:187-198. 
101. Zenker, G., P. KC>Itringer, G. Bone, K. Niederkorn, K. Pfeiffer, and G. JOrgens. 1986. Lipoprotein( a) as a strong indicator for 
cerebrovascular disease. Stroke 17:942-945. 
102. Valentine, R.J. , Grayburn, P.A., Vega, G.L., and Grundy, G.L. 1994. Lp(a) lipoprotein is an independent discriminating risk factor 
for premature peripheral atherosclerosis amoung white men. Arch . Intern. Med. 154:801 -806. 
103. Rath, M., A Niendorf, T. Reblin, M. Dietel, H. -J. Krebber, and U. Beisiegel. 1989. Detection and quantification of lipoprotein(a) 
in the arterial wall of 107 coronary bypass patients. Arteriosclerosis 9:579-592. 
104. Cushing, G. L., J. W. Gaubatz, M. L. Nava, B. J. Burdick, T. M. A Bocan, J. R. Guyton, D. Weilbaecher, M. E. DeBakey, G. M. 
Lawrie, and J.D. Morrisett. 1989. Quantitation and localization of apolipoproteins(a) and Bin coronary artery bypass vein grafts resected 
at re-operation. Arteriosclerosis 9:593-603. 
105. Jamieson, D.G., Usher, D.C., Rader, D.J., and Lavi, E. 1995. Apolipoprotein(a) deposition in atherosclerotic plaques of cerebral 
vessels. Am. J. Pathol. 14 7:1567-157 4. 
106. Wyne, K.L., Pathak, K., Seabra, M.C. , and Hobbs, H.H. 1996. Expression of the VLDL receptor in endothelial cells. Arterioscler. 
Thromb. Vase. Bioi. 16:407-415. 
107. Argraves , K.M., Kozarsky, K.F. , Fallon, J.T. , Harpel , P.C. , and Strickland, O.K. 1997. The atherogenic lipoprotein Lp(a) is 



29 

internalized and degraded in a process mediated by the VLDL receptor. J. Clin. Invest. 100:2170-2181. 
108. Hoff, H. F., O'Neil, J., and Yashiro, A. 1993. Partial characterization of lipoproteins containing ape( a) in human atherosclerotic 
lesions. J. Lipid Res. 34:789-798. 
109. Haberland, M.E., Fless, G.M., Scanu, A.M., and Fogelman, A.M. 1992. Malondialdehyde modification of lipoprotein(a) produces 
avid uptake by human monocyte-macrophages. J. Bioi. Chern. 267:4143-4151. 
110. Genest, J., Jr. , Martin-Munley, S.S., McNamara, J.R., Ordovas, J.M., Jenner, J. , Myers, r.H., Silberman, S.R., Wilson , P.W.F. , 
Salem, D.N., and Schaefer, E.J. 1992. Familial lipoprotein disorders in patients with premature coronary artery disease. Circulation 85: 
2025-2033. 
111 . Dahlen, G.H., Guyton, J.R., Attar, J., Farmer, A. , Kautz, J.A. , and Gotto, A.M ., Jr. 1986. Association of levels of lipoprotein Lp(a), 
plasma lipids , and other lipoproteins with coronary artery disease documented by angiography. Circulation 74:758-765. 
112. Sandkemp, M., H. Funke, H. Schulte, E. K6hler, and G. Assmann. 1990. Lipoprotein( a) is an independent risk factor for myocardial 
infarction at a young age. Clin. Chern. 36:20-23. 
113. Rhoads, G. G., G. H. DahlEm, K. Berg, N. E. Morton, and A. L. Dannenberg. 1986. Lp(a) lipoprotein as a risk factor for myocardial 
infarction. JAMA 256:2540-2544. 
114. Miyata, M., Sadatoshi, B., Arima, S., Hamasaki, S. , Kaieda, H., Nakao, S., Kawataki, M. , Nomoto, K., and Tanaka, H. (1996). High 
serum concentration of lipoprotein(a) is a risk factor for restenosis after percutaneous transluminal coronary angioplasty in Japanese 
patients with single-vessel disease. Am. Heart J. 132:269-273. 
115. Ridker, P.M., Hennekens, C. H., and Stampfer, M.J. 1993. A prospective study of lipoprotein( a) and the risk of myocardial infarction. 
JAMA 270:2195-2199. 
116. Ridker, P.M., Stampfer, M.J., and Hennekens, C.H. 1995. Plasma concentrations of lipoprotein( a) and the risk of future stroke. 
JAMA 273:1269-1273. 
117. Bamathan, E.S. 1993. Has lipoprotein 'Little' (a) shrunk? JAMA 270:2224-2225. 
118. Simons, L.A. 1993. Lipoprotein( a): important risk factor or passing fashion? Med. J. Aust. 158: 512-514. 
119. Stein, J.H. and Rosenson, R.S. 1997. Lipoprotein Lp(a) excess and coronary heart disease. Arch. Intern. Med. 157:1170-1176. 
120. Cremer, P., Nagel, D., Mann, H., Labrot, B., Muller-Beminger, R. , Elster, H., and Seidel, D. 1997. Ten-year follow-up results from 
the Goettingen risk, incidence and prevalence study (GRIPS). I. Risk factors for nyocardial infaction in a cohort of 5790 men. Arthero 
129: 221-230. 
121. Armstrong, V.W., Cremer, P., Eberle, E., Manke, A., Schulze, F., Wieland, H. , Kreuzer, H. , and Seidel, D. 1986. The association 
between serum Lp(a) concentrations and angiographically assessed coronary atherosclerosis: Dependence on serum LDL levels. 
Atherosclerosis 62:249-257. 
122. Hopkins, P.N. , Wu, L.L. , Hunt, S.C., James, B.C., Vincent, G.M., and Williams, R.R. 1997. Lipoprotein(a) interactions with lipid 
and nonlipid risk factors in early familial coronary artery disease. Arterioscler. Thromb. Vase. Bioi. 17:2783-2792. 
123. Houlston, R., J. Quiney, J. Mount, G. F. Watts, and B. Lewis. 1988. Lipoprotein( a) and coronary heart disease in familial 
hypercholesterolaemia. The Lancet 13:405. 
124. Seed, M., F. Hoppichler, D. Reaveley, S. McCarthy, G. R. Thompson , E. Boerwinkle, and G. Utermann. 1990. Relation of serum 
lipoprotein(a) concentration and apolipoprotein(a) phenotype to coronary heart disease in patients with familial hypercholesterolemia. 
N. Engl. J. Med. 322:1494-1499. 
125. Wiklund, 0., B. Angelin, S. -0. Olofsson, M. Eriksson, G. Fager, L. Berglund, and G. Bondjers. 1990. Apolipoprotein(a) and 
ischaemic heart disease in familial hypercholesterolaemia. The Lancet 335:1360-1363. 
126. Mbewu, A. D., D. Bhatnagar, P. N. Currington, L. Hunt, M. lshola, S. Arrol, M. Mackness, P. Lockley, and J. P. Miller. 1991. Serum 
lipoprotein( a) in patients heterozygous for familial hypercholesterolemia, their relatives, and unrelated control populations. Arteria. 
Throm b. 11 :940-946. 
127. Marcovina, S.M., Albers, J.J., Wijsman, E., Zhang, Z. , Chapman, N.H., and Kennedy, H. 1996. Differences in Lp[a) concentrations 
and ape[ a) polymorphs between black and white Americans. J. Lipid Res . 37:2569-2585. 
128. Lawn, R. M., D.P. Wade, R. E. Hammer, G. Chiesa , J. G. Verstuyft, and E. M. Rubin . 1992. Atherogenesis in transgenic mice 
expressing human apolipoprotein(a). Nature 360:670-672. 
129. Mancini, F. P., D. L. Newland, V. Moeser, J. Murata, S. Marcovina, S. G. Young, R. E. Hammer, D. A. Sanan, and H. H. Hobbs. 
1995. Relative contributions of apolipoprotein(a) and apolipoprotein-B to the development of fatty lesions in the proximal aorta of mice. 
Arterioscler. Thromb. Vase. Bioi. 15:1911-1916. 
130. Linton, M. F., R. V. Farese, G. Chiesa, D. S. Grass, P. Chin, R. E. Hammer, H. H. Hobbs, and S. G. Young. 1993. Transgenic mice 
expressing high plasma concentrations of human apolipoprotein B100 and lipoprotein(a). J. Clin. Invest. 93:3029-3037. 
131. Callow, M.J., Verstuyft, J., Tangirala, R., Palinski, W., and E.M. Rubin. 1995. Atherogenesis in transgenic mice with human 
apolipoprotein Band lipoprotein (a). J. Clin. Invest. 96:1639-1646. 
132. Sanan, D.A., D.L. Newland, R. Tao, S. Marcovina, J. Wang, V. Mooser, R.E. Hammer, and H. H. Hobbs. 1998. LDL receptor
negative mice expressing human apoB-100 develop complex atherosclerotic lesions on a low-fat diet: no accentuation by 
apolipoprotein(a). Proc. Natl. Acad. Sci. USA, in press. 
133. Rouy, D., N. Duverger, S.D. Lin, F. Emmanuel, L-M. Houdebine, P. Denefle, C. Viglietta, E. Gong, E.M. Rubin, and S.D. Hughes. 
1998. Apolipoprotein(a) yeast artificial chromosome transgenic rabbits. 273:1247-1251. 
134. Miles, L. A., G. M. Fless, E. G. Levin, A. M. Scanu, and E. F. Plow. 1989. A potential basis for the thrombotic risks associated with 
lipoprotein(a). Nature 339:301-303. 
135. Hajjar, K. A., D. Gavish, J. L. Breslow, and R. L. Nachman. 1989. Lipoprotein(a) modulation of endothelial cell surface fibrinolysis 
and its potential role in atherosclerosis. Nature 339:303-305. 
136. Edelberg, J. M., M. Gonzalez-Gronow, and S. V. Pizzo. 1990. Lipoprotein( a) inhibition of plasminogen activation by tissue-type 
plasminogen activator. Thromb. Res. 57:155-162. 
137. Rouy, D., P. Grailhe, F. Nigon, J. Chapman, and E. Angles-Cane. 1991 . Lipoprotein(a) impairs generation of plasmin by 
fibrin-bound tissue-type plasminogen activator. In vitro studies in a plasma milieu. Arterio. Thromb. 11 :629-638. 
138. Grainger, D. J., P.R. Kemp, A. C. Liu, R. M. Lawn, and J. C. Metcalfe. 1994. Activation of transforming growth factor-J3 is inhibited 
in transgenic apolipoprotein(a) mice. Nature 370:460-462. 
139. Palabrica, T.M., A. C. Liu , M.J. Aronovitz, B. Furie, R.M. Lawn, and B.C. Furie. 1995. Antifibrinolytic activity of apolipoprotein(a) 
in vivo: Human apolipoprotein(a) transgenic mice are resistant to tissue plasminogen activator-mediated thrombolysis. Nature Science 
1:256:159. 
140. Molitemo, D.J., Lange, R.A., Meidell, R.S., Willard, J.E., Leffert, C.C. , Gerard , R.D., Boerwinkle. E., Hobbs. H.H., and Hillis, L.D. 
1993. Relation of Plasma Lipoprotein( a) to Infarct Artery Patency in Survivors of Myocardial Infarction. Circulation 88:935-940. 



30 

141. Smith, E.B. and Crosbie, L. 1991. Does lipoprotein(a) (Lp(a)) compete with plasminogen in human atherosclerotic lesions and 
thrombi? Arthero 89:127-136. 
142. Mbewu, A.D., Durrington, P.N., Mackness, M.l., Hunt, L., Turkie, W.H., and Creamer, J.E. 1994. Serum Lp(a) lipoprotein 
concentration and outcome of thrombolytic treatment for myocardial infarction. Br. Heart. J. 71:316-321. 
143. Williams, J.K., Bellinger, D.A. , Nichols, T.C., Griggs, T.R., Bumol , T.F., Fouts, R.L., and Clarkson, T.B. 1993. Occlusive arterial 
thrombosis in cynomolgus monkeys with varying plasma concentrations of lipoprotein( a). Arteria. Thromb.13:548-554. 
144. Grainger, D. J., H. L. Kirschenlohr, J. C. Metcalfe, P. L. Weissberg, D. P. Wade, and R. M. Lawn. 1993. Proliferation of human 
smooth muscle cells promoted by lipoprotein( a). Science 260:1655-1658. 
145. Kojima,S ., Harpel, P.C., and Rifkin, D.B. 1991 . Lipoprotein(a) inhibits the generation of transforming growth factor (3: An 
endogenous inhibitor of smooth muscle cell migration. J. Cell Bioi. 113:1439-1445. 
146. Schachinger, v. , Halle, M., Minners, J., Berg, A., and Zeiher, A.M. 1997. Lipoprotein(a) selectively impairs receptor-mediated 
endothelial vasodilator function of the human coronary circulation. J. Am. Coil. Cardiol. 30:927-934. 
147. Sorensen, K.E .. Celermajer, D.S., Georgakopoulos, D., Hatcher, G., Betteridge, D.J ., and Deanfield, J.E. 1994. Impairment of 
endothelium-dependent dilation is an early event in children with familial hypercholesterolemia and is related to the lipoprotein( a) level. 
J. Clin. Invest. 93:50-55. 
148. Schlaich, M.P. , John, S. , Langenfeld. M.R.W., Lackner, K.J. , Schmitz, G. , and Schmieder. R.E. 1998. Does lipoprotein(a) impair 
endothelial function? JACC. 31 :359-365. 
149. Bihari-Varga, M., E. Gruber, M. Rotheneder, R. Zechner, and G.M. Kastner. 1988. Interaction of lipoprotein Lp(a) and low density 
lipoprotein with glycosaminoglycans from human aorta. Arterosclerosis 8:851-857. 
150. Albers, J. J., S.M. Marcovina. and M.S. Lodge. 1990. The unique lipoprotein(a): Properties and immunochemical measurement. 
Clin. Chern. 36:2019-2026. 
151 . Marcovina, S.M., Albers, J.J., Gabel, B., Koschinsky, M.L., and Gaur, V.P. 1995. Effect of the number of apolipoprotein(a) kringle 
4 domains on immunochemical measurements of lipoprotein(a). Clin. Chern. 41:46-255. 
152. Bimmermann, A. , Boerschmann, C., Schwartzkopff, W., von Baeyer, H., Schleicher, J. 1991. Effective therapeutic measures for 
reducing lipoprotein(a) in patients with dyslipidemia. Lipoprotein (a) reduction with sustained-release bezafibrate. Current Therapeutic 
Res. 49:635-643. 
153. Seed, M., O'Connor, B., Perombelon, N .. O'Donnell, M .. Reaveley, D., and Knight, B.L. 1993. The effect of nicotinic acid and 
acipimox on lipoprotein( a) concentration and turnover. Arthero 101 :61-68. 
154. Carlson, L.A., A. Hamsten, and A. Asplund. 1989. Pronounced lowering of serum levels of lipoprotein Lp(a) in hyperlipidaemic 
subjects treated with nicotinic acid. J. Intern. Med. 226:271-276. 
155. Crook, D., S. Mandeep, M. Seed, M. O'Donnell, and J. C. Stevenson. 1992. Lipoprotein Lp(a) levels are reduced by danazol, an 
anabolic steroid. Atherosclerosis 92:41-4 7. 
156. Gurakar, A., J. M. Hoeg, G. Kastner, N. M. Papadopoulos. and H. B. Brewer,Jr .. 1985. Levels of lipoprotein Lp(a) decline with 
neomycin and niacin treatment. Atherosclerosis 57:293-301. 
157. Lanford, R.E., Estlack, L., and White, A.L. 1996. neomycin inhibits secretion of apolipoprotein(a) by increasing retention on the 
hepatocyte cell surface. J. Lipid Res. 37: 2055-2064. 
158. Pauletto, P. et al. 1996. Blood pressure and atherogenic lipoprotein profiles of fish-diet and vegetarian villagers in Tanzania: the 
Lugalawa study. Lancet 348:784-788. 
159. Beil, F.U., Terres, W., Orgass, M. and Greten, H. 1991. Dietary fish oil lowers Lp(a) in primary hypertriglyceridemia. 90:95-97. 
160. Gavish, D. and J. L. Breslow. 1991 . Lipoprotein(a) reduction by N-acetylcysteine. The Lancet 337:203-204. 
161 . Kroon, A. A. , P. N. M. Demacker, and A. F. H. Stalenhoef. 1991 . N-acetylcysteine and serum concentrations of lipoprotein(a). J. 
Intern. Med. 230:519-526. 
162. Harpel, P.C. et al. 1992 Homocysteine and other sulfhydryl compounds enhance the binding of lipoprotein( a) to fibrin: A potential 
biochemical link between thrombosis, atheroslerosis, and sulfhydryl compound metabolism. PNAS 89:10193-10197 
163. Ritter,M.M., Suher, K. , Richter, W. , Schwandt, P. 1990 Short- and long-term of LDL-apheresis on plasma Lp(a) serum level 
Clin. Chim. Acta, 195:9-16 
164. Maher, V.M.G., Brown,B.G., Marcovina, S.M., Hilger,L.A. , Zhao,X-Q., Albers, J.J. 1995. Atherogenic effects of lipoprotein(a) in 
hyperlipidemic men with coronary disease: benefit of altering LDL- and HDL-cholesterollevels. JAMA 27 4:1771-1774. 
165. Thompson, G.R., Maher, W.M.G., Matthews, S., Kitano, Y., Neuwirth, C., Shortt, M.B., Davies, G., Rees, A., Mir, A., Prescott, R.J., 
de Feyter, P., and Henderson, A. 1995. Familial hypercholesterolemia regression study: a randomised trial of low-density-lipoprotein 
apheresis. Lancet 345:811-816. 
166. Kroon, A.A., Aengevaeren, W.R.M., van derWerf, T., Uijen, G.J.H., Reiber, J.H.C., Bruschke, A.V.G., and Stalenhoef, A.F.H. 1996. 
LDL-apheresis atherosclerosis regression study (LAARS). Circulation 93:1826-1835. 
167. Laplaud, P. M., L. Beaubatie, S. C. Raii,Jr., G. Luc, and M. Saboureau. 1988. Lipoprotein(a) is the major apoB-containing 
lipoprotein in the plasma of a hibernator, the hedgehog (erinaceus europaeus). J. Lipid Res. 29:1157-1170. 
168. Makino, K., A. Abe, S. Maeda, A. Noma, M. Kawade, and 0. Takenaka. 1989. Lipoprotein(a) in nonhuman primates: Presence 
and characteristics of Lp(a) immunoreactive materials using anti-human Lp(a) serum. Atherosclerosis 78:81-85. 
169. Lawn, R.M., Boonmark, N.W., Schwartz, K., Lindahl, G.E., Wade, D.P., Byrne, C.D., Fong, K.J., Meer, K., and Patthy, L. 1995. 
The recurring evolution of lipoprotein( a). J. Bioi. Chem. 270: 24004-24009. 
170. Pesole, G., Gerardi, A., Di Jeso, F., and Saccone, C. 1994. The peculiar evolution of apolipoprotein(a) in human and rhesus 
macaque. Gene. 136:255-260 
171 . Chenivesse, X., Huby, T. , Chapman, J., Franco, D., and Thillet, J. 1996. Expression of a recombinant kringle V of human 
apolipoprotein(a): antibody characterization and species specificity. Protein Expression and Purification 8:145-150. 
172. Brown, M.S. and Goldstein , J.L. 1987. Teaching old dogmas new tricks. Nature 330:113-114. 
173. Yano, Y. , Shimokawa, K., and Noma, A. 1997. lmmunolocalization of Lp(a) in wounded tissues. J. His. Cytochem. 45:559-568. 
174. Nachman. R.L. 1992. Thrombosis and atherogenesis: molecular connections. Circulation 96:2485-2487. 
175. Higazi, A.A., Lavi, E., Bdeir. K., Ulrich, A.M., Jamieson, D.G .. Rader. D.J., Usher, D.C., Kane, W., Ganz, T., and Clines. D.B. 1997. 
Defensin stimulates the binding of lipoprotein(a) to human vascular endothelial and smooth muscle cells. Blood 12, 4290-4298. 
176. Syrovets, T., Thillet, J., Chapman. M.J., and Simmet, T. 1997. Lipoprotein(a) is a potent chemoattractant for human peripheral 
monocytes. Blood 90: 2027-2036. 
177. Blencowe, C., Hermetter. A., Kastner, G.M., and Deigner, H.P. 1995. Enhanced association of platelet-activating factor 
acetylhydrolase with lipoprotein(a) in comparison with low density lipoprotein. J. Bioi. Chem. 270:31151-31157. 


