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While there is no doubt that natalizumab is a very effective treat-
ment for multiple sclerosis (MS) [1], the worries about the safety
of this drug continue. Natalizumab (Tysabri®; Biogen Idec, Cam-
bridge, MA, USA, and Elan Pharmaceuticals, Dublin, Ireland) was
the first FDA-approved monoclonal antibody for the treatment of
MS. Natalizumab is a humanized monoclonal IgG4x antibody that
selectively binds to the o4-integrin (subunit of the leukocyte
adhesion molecules 041 and «47) component of adhesion mole-
cules found on lymphocytes, monocytes, and eosinophils. Natal-
izumab inhibits the interaction of «41 with VCAM-1 and of «47
with MAdCAM-1. VCAM-1 and MAdCAM-1 are found on endo-
thelial cells and interact with 41 and «4f7 on leukocytes for
firm adherence of leukocytes to endothelial cells, which is a requi-
site step for their extravasation into inflamed tissue [2].

The main concern regarding the association of natalizumab and
opportunistic infections is in relation to progressive multifocal leu-
koencephalopathy (PML) [3] caused by the JC virus (JCV). Doc-
tors prescribing natalizumab are well aware of this potential
complication, and JCV testing is now frequently used by neurolo-
gists to establish the potential risks of prescribing natalizumab to a
given patient. However, although extremely rare, other viral
infections have been described in patients using natalizumab, par-
ticularly herpes simplex virus (HSV) meningitis [4] and encephali-
tis [5].

Varicella zoster virus (VZV) reactivation has not been
described in patients using natalizumab, although it has been
known to affect patients using fingolimod, which is another new
drug for MS. In fact, YZV reactivation was found to be fatal in a
patient receiving fingolimod [6], but only at unusually high
doses [7].
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To the best of our knowledge, there have been no case reports
on the association of natalizumab and herpes zoster in patients
with MS. The purpose of the present study was to report on three
cases of herpes zoster manifestation in patients undergoing treat-
ment with natalizumab.

Case 1 — Female, 62 years old with a 20-year history of MS, still
presenting relapses of demyelination and therapeutic failure with
first-line drugs for the treatment of MS (interferon beta and glatir-
amer acetate). Her neurological disability assessed using the
expanded disability status scale (EDSS) [8] was 5.0, meaning that
she had moderate difficulty in walking unaided. After the fourth
monthly infusion of natalizumab, the patient developed herpes
zoster in the cervical region and natalizumab was withdrawn and
glatiramer acetate was restarted.

Case 2 — Female, 28 years old, presenting frequently relapses of
demyelination of the central nervous system without response to
first-line therapy for the treatment of MS. The degree of disability
of this patient was 3.5 on the EDSS scale, meaning that she had
mild difficulty in walking long distances. After the seventh
monthly infusion, the patient presented severe intercostal herpes
zoster, leading to discontinuation of the drug. The patient contin-
ued with monthly pulses of corticosteroid during the short follow-
up, because she moved to another MS service.

Case 3 — Male, 54 years old, presenting therapeutic failure with
first-line treatments of MS. Disability degree rated as 4.5 on the
EDSS scale, meaning the patient had moderated difficulty to walk.
After the 28th infusion, the patient presented intercostal herpes
zoster. The patient continued on natalizumab.

The patients described above were receiving the medication
at the appropriate dose and posology. They were treated with
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acyclovir when herpes zoster was diagnosed. Except for MS, they
were in good general health. The three cases reported here serve
to increase the awareness of neural viral infections in patients
with MS treated using natalizumab. Although, with great reason,
much attention is given to the potential for JCV infection during
the use of natalizumab, little is known or written about other viral
infections.

The mechanism of action of VZV reactivation during the use of
natalizumab can be debated, but immunosuppression of the ner-
vous system must be at its core. VZV reactivation in immunosup-
pressed patients who received organ transplants [9] is well
documented. There has been one report [10] of high titers of VZV
in patients with MS in the week following natalizumab infusion.
It is possible that VZV reactivation leading to herpes zoster in these

References 5. Kwiatkowski A, Gallois J, Bilbault N, Calais G,

Herpes Zoster and Natalizumab

three patients was nothing more than a fortuitous finding, but it is
also possible that the clinical manifestation of VZV was related to
immunosuppression of the nervous system. Further studies on
this subject and more reported cases may add to the discussion
and to the guidelines concerning herpes zoster manifestations in
MS patients using natalizumab and other immunosuppressive
drugs. In fact, the lack of guidelines is the reason the three cases
presented here had different recommendations for the follow-up
treatment.
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