
this study no subjects presented with the LHON-MS
subtype. The T2 hyperintense white matter lesions
might reflect an altered mitochondrial energy metab-
olism even in MWA relatives.

This report strengthens the evidence that OXPHOS-
related disorders can play a role in some forms of mi-
graine.10 Further research is necessary to elucidate the
possible role of the 14484 mtDNA mutation in the com-
plex pathogenic scenario of migraine.
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The cold hands sign in MSA
Stephen G. Reich, MD, Baltimore, MD

A previously healthy 48-year-old man experienced brief episodes
of dizziness while jogging: “like a wave crashing over [him].” He
subsequently developed weakness, micrographia, imbalance, im-
paired dexterity, softening of voice, urinary incontinence, constipa-
tion, and erectile dysfunction. Examination revealed orthostatic

hypotension and parkinsonism that proved poorly responsive to
levodopa, diagnostic of probable multiple system atrophy (MSA).1

After 4 years, he demonstrated the “cold hands sign” of MSA,
first described in 1997.2 This “red flag,” which helps to distinguish
MSA from PD, consists of cold, dusky, violaceous hands with de-
layed capillary refill after blanching (figure). It has been ascribed
to impaired peripheral neurovascular control.

1. Gilman S, Low PA, Quinn N, et al. Consensus statement on the diagno-
sis of multiple system atrophy. J Neurol Sci 1999;163:94–98.

2. Klein C, Brown R, Wenning G, Quinn N. The. “cold hands sign” in
multiple system atrophy. Mov Disord 1997;12:514–518.

Figure. Dusky, violaceous fingers typical of multiple system atrophy.
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