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It is known since the 1960s, that lipoprotein (a) -Lp (a) - has
an atherogenic potential, contributing to increase vascular risk.
This concept enables the possibility to reclassify individual car-
diovascular risk levels. Patients with high Lp(a) levels that have
intermediate risk or are on the threshold between two risk cat-
egories can be reclassified to a higher level. We know that the
atherogenic and pro-inflammatory properties of Lp(a) are due
to the core of apoprotein B tin Lp(a) (similar as an LDL particle).
However, Lp(a) contains another attached lipoprotein, apoli-
poprotein (a), which, in addition to its atherogenic and inflam-
matory potential, may also have a thrombogenic effect, given
its structural similarity to plasminogen.'? Inter-individual het-
erogeneity in Lp(a) levels are 90% genetically determined. Vari-
ation throughout life is discreet. However, hypothyroidism and
chronic kidney disease (and nephrotic syndrome in particular)
can increase Lp(a) levels. There are also gender differences,
with Lp(a) concentration generally 5%-10% higher in women
than men.In men, Lp(a) remains relatively constant, whereas in
women levels tend to increase at menopause. " There is still a
problem in determining values of Lp(a), which go through dif-
ferent laboratory evaluation methods. Some labs continue to
report results in mg/dL, corresponding to the relative weight
of Lp(a). However, determination in mmol/L is preferable. The
measurement of mmol/L reflects the concentration of Lp(a), or

the number of molecules, in one liter of blood.? It is known that
there is a relationship between Lp(a) levels and vascular risk,
starting at 30 mg/dL. Very high Lp(a) levels (>180 mg/dL or
>430 nmol/L) identify individuals with a lifetime cardiovascular
risk equivalent to untreated heterozygous familial hypercho-
lesterolemia. Currently it is well established a linear relation-
ship between Lp(a) levels with aortic valve stenosis, ischemic
heart disease, ischemic stroke, and peripheral artery disease.
Lp(a) levels above the (75th percentile) increased the risk for
stroke and myocardial infarction, levels above 90th percentile
are associated with increased risk for heart failure. Risk for car-
diovascular mortality and ischemic stroke are increased at very
high levels (>95th percentile).

In contrary there is no relation between Lp(a) with venous
thromboembolism.'Given its scarce variability throughout life
and the slight reduction that the available lipid lowering thera-
py have on Lp(a) levels, it is recommended to assess Lp(a) lev-
elsonlyoncein lifetime. Lipid-lowering drugs such as nicotinic
acid have a slight effect (less than 30%) on Lp(a) levels and its
use in clinical trials did not prove benefit in reducing vascu-
lar events. PCSK9 inhibitors also reduce Lp(a) between 25%-
-30%. They have proven to reduce cardiovascular events, but
the effect on LDL reduction, can explain this beneficial effect.
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Nevertheless, in the Fourier trial, patients with higher baseline
Lp(a) levels experienced greater coronary benefit from PCSK9
inhibition."?* In contrast, statins slightly increase Lp(a) levels
and reduce vascular risk.’There are ongoing studies with new
drugs that interfere with the synthesis of Lp(a), inhibiting the
production of messenger RNA. These drugs lead to Lp(a) re-
ductions greater than 80%, which brings new perspectives to
reduce the residual cardiovascular risk in high-risk patients. It is
expected that in secondary prevention, a reduction of Lp(a) by
50 mg/dL (105 nmol/L) for 5 years may be needed to reduce
cardiovascular events by 20%."%* Meanwhile, in the presence
of high levels of Lp(a) we must intensify risk factors control
(particularly LDL) with lifestyle and available therapies with
proven cardiovascular events reduction. Lipoprotein (a) apher-
esis remains an option to severe and particular cases.?
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