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The last five years had as benchmark the development of new drugs for treatment
of multiple sclerosis. Its treatment has become complex because other aspects
must be considered on choosing therapeutic management, as previous use of
immunosuppressors, time of disease and more recently virus load.

This issue brings an interesting research on the controversial risk of progressive
multifocal leukoencephalopathy (PML) in multiple sclerosis patients treated with
Natalizumab. Nali et al.1 present a brief review on the PML of patients submitted to
Natalizumab treatment for relapsing-remitting multiple sclerosis and describe the results
of virus load and JVC/DNA positivity in urine and blood, of a patient, after a 12 months’
follow-up.

The central question of this research1 seems to be the identification of patients
with lower or higher risk for developing PML, which must be considered on prescribing
Natalizumab. PML is a devastating condition leading to death or severe disability,
that can be the result of reactivation of a previous latent JCV viral infection of urinary
tract2.

To date, there is no available method to determine which patient will have a highest risk
for developing PML and, also, which association can be established between JCV/DNA
positivity, JCV viremia and JCV viruria, and PML3.

Actual statistics demonstrate that, among 118,000 patients using Natalizumab, 401
(0.34%) developed PML4. Although this is a low percentage, one must evaluate this risk to
decide, with the patient, to continue or to change prescription, but it remains controversial.
Despite the presence of rearranged forms of JCV virus in urine, there was no viremia or
concomitant increased viral load after a 12 months treatment with Natalizumab1. These
findings of Nali et al.1 seem to reinforce the new management algorithm proposed by
Sørensen3, where JCV positivity may point out to another therapy. This conduct is discussed
by Nali et al.1, on considering the risks of drug holiday after 12 months of Natalizumab
treatment.

A final consideration is that we still know very little on the causation of PML, and other
researches will be necessary to investigate also the influence of host immunity5, that seems
to be relevant as we observe the discrepancy between the widespread prevalence of
JCV and the rare occurrence of PML6. This discrepancy suggests the influence of factors
other than an altered immune system, as interactions between host and viral factors or
viral alterations2. This will help us on deciding the best therapy for MS patients, with less
PML risk.
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