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Reply

To the Editor:

Inoue et al' raise important questions regarding our recent
publication showing that juglone, a naphthoquinone inhibitor of
the prolyl isomerase Pinl, suppresses eosinophilic pulmonary
inflammation.? They recently reported that 1, 2-naphthoquinone
found in diesel exhaust exacerbates allergy and pulmonary
inflammation in mice.’ Juglone is found in the leaves, roots,
and bark of plants in the Juglandaceae family, particularly the
black walnut. Because of its dark orange-brown color, juglone
has found use as a dye in the food and cosmetics industry, where
itis known as C.I. Natural Brown 7 or C.I. 75500. Juglone toxicity
is modest, with a median lethal dose of 112 mg/kg after oral
administration in rats.* Mice tolerated 10-fold more juglone
administered intraperitoneally than 0rally.4’5 There are no pub-
lished toxicity data after aerosol administration of juglone. Rats
injected for 2 weeks intraperitoneally with juglone (1 mg/kg/d)
showed normal renal, hematologic, and liver function.® Pulmo-
nary function measures (forced vital capacity and FEV,,) were
normal in rats after 3 daily intraperitoneal juglone doses, and
bronchoalveolar lavage fluid cell numbers and differential counts
were unchanged from control values (L. A. Rosenthal, R. L. Sork-
ness, and J. S. Malter, unpublished data, 2007). However, consis-
tent with Inoue et al,’ we found that pulmonary insufflation of
1 mg/kg juglone dissolved in surfactant was rapidly lethal
because of fluid accumulation in the lungs (L. A. Rosenthal,
S. Esnault, and J. S. Malter, unpublished data, 2006). Therefore
naphthoquinone toxicity varies greatly depending on the route
of delivery and concentration in lung tissue.

The focus of our previous report® was that Pin1 facilitated aller-
gic eosinophilic pulmonary inflammation, likely through the
regulation of GM-CSF and IL-5 production and prosurvival sig-
naling. We have observed equivalent results on eosinophil
survival and cytokine expression after in vitro transduction with
TAT-linked, dominant-negative Pinl peptides®’ and on allergic
lung fibrosis in vivo in allergen-sensitized and allergen-
challenged Pinl '~ mice.® Therefore we are confident that Pinl
plays a key role in eosinophilic pulmonary inflammation and
might well be a promising therapeutic target for asthma and other
pulmonary diseases. The development of specific and selective
Pinl antagonists is clearly necessary, and the cautionary note
raised by Inoue et al' and our unpublished work suggests naphtho-
quinone-based drugs might not be sufficiently safe for clinical use.
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Allergy risk of vitamin D supplements has been
described in various settings

To the Editor:

Litonjua and Weiss' highlight again the importance of vitamin
supplements and allergic sensitization, although in a somewhat
unexpected manner back to front of the original vitamin hypoth-
esis.” Although describing correctly the Ty1 blocking activity of
the main vitamin D metabolite 1,25-(OH),-D3, they most likely
misinterpret the recent increase of oral vitamin D supplementa-
tion that clearly follows “Western lifestyle” patterns. The vitamin
hypothesis is not about solar exposure (which might indeed be
low in some American communities) but about oral supplementa-
tion that might influence allergen presentation at the largest
immunologic site of the body.

Certainly misquoted has been the study of Finnish newborns®
that described a positive (and not negative) association of regular
vitamin D supplements and allergy. This study has been particu-
larly important because the effect had been predicted in advance.”
Together with other studies not mentioned in their review that are
testing effects of different vitamin D preparations,™” cod liver
0il,® and supplemented margarine,’ the current picture of a sensi-
tization risk caused by vitamin D supplements is rather clear.
Even their own study results' are not contradictory because a
reduced wheezing rate is an already expected effect of vitamin
D supplementation.
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