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constituent of solanaceous plants other than nicotine that affect
PD risk. Although plant viruses are not believed to replicate in
animals or humans, they may induce immune responses, which
may contribute to pathogenesis or disease prevention.6 The role
of plant viruses in human disease deserves further consideration.
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their combined consumption is not associated with Parkinson disease (relative risk 5 1.00, 95% confidence interval 5 0.72–1.38
per time per day, adjusted for Solanaceae, other vegetables, age, sex,
race/ethnicity, tobacco use, and caffeine, not shown). In addition,
the smoking–TMV antibody association recently observed by Liu
et al5 was present in African Americans but not Caucasians, and
overall, 30% of the smokers but none of the nonsmokers worked
with tobacco products. Even in the absence of confounding by
occupational TMV exposure, it is not yet clear that these intriguing
results5 apply to our largely Caucasian1 population (or pepper eaters compared to noneaters). We look forward to continued research
by this group and others to explore this and the many other possible alternative hypotheses for the inverse association between Parkinson disease and both tobacco use and consumption of peppers.
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Dr Liu and colleagues propose an interesting hypothesis in
response to our finding that pepper consumption is associated
with a reduced risk of Parkinson disease.1 Although we had
examined this association because tobacco family (Solanaceae)
edibles contain nicotine, which appears neuroprotective in animal models, we noted that other shared constituents of tobacco
and peppers might also be relevant. Among the candidates we
mentioned were anatabine and capsaicin. Like nicotine, they
readily cross the blood–brain barrier2,3 and then presumably
reach dopaminergic neurons in the substantia nigra.
A thorough examination will indeed include other possible
agents. These include tobacco mosaic virus (TMV) as these authors
suggest, although our data do not fully support it. Edible cucumbers and other Cucurbitaceae for which we have data (cantaloupe,
zucchini, and yellow winter squash) are susceptible to TMV,4 but
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Treatment of Intractable Epilepsy in Tuberous
Sclerosis Complex with Everolimus Is Not Yet
Evidence-Based
Iris E. Overwater, MSc, Andre B. Rietman, MSc,
Ype Elgersma, PhD, Marie-Claire Y. de Wit, MD, PhD
We read with great interest the article by Krueger et al,1 reporting the outcome of their clinical trial of patients with tuberous
sclerosis complex (TSC) and intractable epilepsy. The authors
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