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To the Editor: Rice and colleagues (Oct. 25 is-
sue)1 report a severe neonatal presentation of me-
dium-chain acyl–coenzyme A dehydrogenase 
(MCAD) deficiency and suggest that newborn 
screening results should be communicated by 72 
hours of age. In practice, it is unlikely that new-
born screening, however timely, could prevent 
such events. My colleagues and I documented fa-
tal neonatal presentations in 4 of the 81 patients 
with MCAD deficiency who were born in Aus-
tralia between 1994 and 2004.2 All died before 72 
hours. Five babies in the cohort with other fatty 
acid–oxidation defects also died, between 22 and 
65 hours of age.

Reporting all screening results by 72 hours of 
age appears to be virtually impossible. Samples 
are taken at 24 hours, leaving only 48 hours for 
transporting samples to the laboratory, assaying 
large batches, checking, reassaying, sending re-
sults, and finally, finding the baby. The risk that 
a baby with MCAD deficiency will die in the first 
72 hours seems likely to be around 5%, or one 
case per 300,000 births. Maybe we need to ac-
knowledge that these early-presenting babies can-
not be saved by the screening process itself.
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Children’s Hospital at Westmead 
Sydney, NSW 2145, Australia 
bridgetw@chw.edu.au
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The authors and a colleague reply: In re-
sponse to Wilcken’s letter, we agree that some 
neonates will present with severe manifestations 
of MCAD deficiency before it is possible to iden-
tify them by newborn screening. However, it is 
incumbent on screening programs to streamline 
the process in order to decrease the time from 
birth to the report of an abnormal result. By 
obtaining specimens at 24 to 48 hours of age 
(depending on the time of birth) and providing 
7-days-a-week laboratory operation and overnight 
courier service (and educating hospitals not to 
batch specimens for shipping), it should be pos-
sible to provide reports within 50 to 74 hours. 
Thus, this response time will be within the nec-
essary time frame to either prevent the onset of 
disease or favorably affect the disease course for 
many of the newborn presentations. Earlier iden-
tification in the child described would have prob-
ably prevented the complications. Depending on 
local clinical practices (e.g., the propensity to 
check blood glucose levels in sick newborns), ex-
pedited newborn screening is likely to provide 
the opportunity to avoid severe complications 
and death in other newborns.
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Melanoma Complicating Treatment with Natalizumab  
for Multiple Sclerosis

To the Editor: We report on two cases of mela-
noma in women with multiple sclerosis who were 
treated with natalizumab (Tysabri, Biogen Idec 
and Elan Pharmaceuticals), a humanized mono-
clonal antibody against α4 integrins. Patient 1 
was a 46-year-old woman who, shortly after re-
ceiving her first dose of natalizumab, noticed a 

rapidly changing mole on her shoulder; on evalu-
ation, it proved to be a thick, nonulcerated mela-
noma with metastatic disease in the regional 
lymph nodes. Patient 2 was a 45-year-old woman 
who had a long-standing ocular nevus that devel-
oped into an ocular melanoma after the admin-
istration of several doses of natalizumab (Fig. 1). 
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Further treatment with natalizumab was with-
held by her neurologist. The patient had no his-
tory of melanoma but did have many atypical 
moles. In addition, both her father and a brother 
had had melanoma and were alive and well.

These findings suggest that therapy with an-
tibodies against α4 integrins may lead to the 
development and progression of melanoma. In 
both patients, there were close temporal rela-
tionships between the administration of natali-
zumab and dramatic changes in long-standing 
nevi. Moreover, another case of metastatic mela-
noma has been reported in a patient receiving 
natalizumab.1 In an experimental mouse model 

of melanoma, expression of the α4β1 integrin on 
melanoma cells promotes homotypic intercellu-
lar adhesion and a decreased ability to invade 
extracellular matrix gels, thus inhibiting the 
metastasis of melanoma at the earliest, invasive 
stage of the metastatic cascade.2 Bauer et al.3 
demonstrated that melanoma inhibitory activity 
protein, a small protein that is secreted by mela-
noma cells and that is known to promote the 
cells’ invasive and migratory potential, binds to 
α4β1 integrin and down-regulates its activity.

In addition, the immune system plays a criti-
cal role in the control of the growth and metas-
tasis of melanoma tumors. Antibodies to α4β1 
integrin inhibit the migration of lymphocytes to 
sites of cutaneous inflammation and cytokine 
injection,4 and anti–α4-integrin antibodies in-
duce apoptosis in activated, mature lymph-node 
T cells in an in vitro model.5 It is thus possible 
that anti–α4-integrin antibodies down-regulate 
the immune system both at the primary tumor 
site and in the regional nodal basin, thereby pro-
moting the locoregional spread of melanoma.

In conclusion, we recommend that natalizumab 
not be administered to patients with a personal 
or family history of melanoma or to those with 
atypical moles or ocular nevi. At the very least, 
we recommend that alternative therapies be 
strongly considered in such patients.
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Figure 1. Retinal Images of Patient 2.

Panel A shows a right choroidal nevus that had been 
stable since at least 1999 and that had been followed 
closely as part of frequent ophthalmologic examina-
tions for optic neuritis and the nevus itself. On routine 
examination in November 2006, after the administra-
tion of several doses of natalizumab, a dramatic increase 
in the size, depth, and pigmentation of the nevus was 
noted, and an ocular melanoma was diagnosed (Panel B).
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