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I'here are only a paucity of data and information on the prevalence and natural history of nevi on the
hands and feet. especially among voung children. We examined the prevalence of nevi on four regions of the
skin, including the palms. dorsa of hands. soles, and dorsa of feet on children aged 0-6 years old who partici-
pated in a cohort study. Fifty-eight of 1,011 children (5.7%) had nevi on the dorsa of their hands, 33 (3.3%) on
their soles, 26 (2.5%) on their palms. and 23 (2.3%) on the dorsa of their feet. The prevalence of nevi was high
est on the dorsa of the hands, indicating a plausible influence of frequent exposure to ultraviolet rays. The
prevalence of nevi increased gradually until the age of 3 years old and then plateaued. Nevi on the soles were
likely to be larger than those on other areas. but there weren't any statistical differences. There was no corre
lation between the size of nevi and age. In our cohort study, 89 children had skin examinations in both 2004
and in 2006. Interestingly, 6 out of 11 (54.4%) nevi which had been present in 2004 had disappeared by 2006.
Furthermore. 13 of the 78 children who had had no nevi on anv of the 4 areas in 2004 had developed new nevi
by 2006.

(Ipn ] Dermatol 118 : 3742, 2008)
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Letter to the Editor

Interferon-18 gene polymorphism -137 G/C is associated with
susceptibility to psoriasis vulgaris but not with atopic derma-
titis in Japanese patients
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IL-18, initially termed interferon (IFN )~y inducing factor, drives
the Th1 response in synergy with IL-12. It has been shown that IL-
18 can also influence Th2 response in synergy with other Th2-
stimulating factors, Thus, IL-18 possesses a unique ability to
increase the activity of both Thi-type and Th2-type CD4" T cells
depending on the local cytokine network [1].

Increase in serum levels of IL-18 has been recently found in
patients with psoriasis and allergic diseases, including asthma and
atopic dermatitis (AD) and reported to be associated with the
severity of psoriasis and AD |2].

Previously, Shin et al. showed 13 SNPs of IL-18 in Caucasians [3].
Most of them were not reported to be associated with 1L-18
production or susceptibility to any diseases, However, it was
demonstrated that the -137 G/C IL-18 SNP (ID: rs187238) in the
promoter affects its promoter activity and IL-18 production [4].
The SNP has been reported to be associated with the inflammatory
disorders, such as seasonal allergic rhinitis and type 1 diabetes
mellitus, and with several cancers. The SNP has also been
associated with asthma in the Japanese population and with AD
in the German population |5], In Japan, there is no report about the
association of this SNP with AD and psoriasis vulgaris (PsV), except
for a very small-scale study (n=21) on AD [6].

The purpose of this study was to evaluate whether the -137 G/C
IL-18 promoter SNP is a predisposing genetic factor for AD or PsV in
a Japanese population,

We evaluated 160 unrelated Japanese patients with AD (mean
age: 27.1 years) who were diagnosed according to the generally
accepted criteria of Hanifin and Rajka and 153 unrelated Japanese
patients with PsV (mean age: 49,9 years), diagnosed by clinical and
histopatholegical findings. 104 Japanese individuals served as
control subjects (mean age: 32,6 vears), There was no history of
PsV or atopic diseases including asthma and seasonal allergies in
the control group.

Venous blood was drawn from each individual, and genomic
DNA was extracted from the peripheral blood leukocytes using a
QlAamp blood kit (Qiagen, Hilden, Germany). The IL-18-137 SNP
was genotyped by the polymerase chain reaction-restriction
fragment length polymorphism method according to a previous
study [7]. First, Hardy-Weinberg equilibrium was tested by using
the x* test in controls and patients groups. Statistical significance
was determined by the y* test for differences of genotype and
allele frequencies, and by t-test for differences of serum IgE levels
and peripheral blood eosinophil counts among the genotypes.

All studies were approved by the ethics review board of the
Faculty of Medicine, University of Tokyo. All patients and controls
involved gave their written informed consent for the genetic studies.

Hardy-Weinberg equilibrium in controls and parients groups
was confirmed (data not shown). The frequencies of genotypes and

alleles at the -137 G/C SNP site are summarized in Tables 1 and 2.
There was significant difference in genotypes between PsV
patients and controls (p = 0.044) (Table 1). There was no significant
difference in the genotype frequency between AD patients and
controls (p = 0.080) (Table 1). In allele distribution, the G allele was
increased in PsV (90.5%) compared with control (83.7%) signifi-
cantly (p=0.020). The odds ratio was 1.87 for the PsV when the
allele was G, The G allele also tended to be increased in AD (88.1%)
compared with control (83.7%), although it was not startistically
significant (p = 0.14) (Table 2). Frequencies of the genotypes and
alleles are not significantly different between AD with asthma and
AD without asthma (data not shown). We compared the serum IgE
levels and peripheral blood eosinophil counts among genotypes of
AD patients, but no significant difference was observed (data not
shown). Previously, Tsunemi et al. reported the [L-12 p40 SNP is
associated with AD and PsV |8), so we examined the connection
between the 1L-12 p40 SNP and the IL-18-137 SNP. There was no
significant linkage disequilibrium between these SNPs in control,
AD or PsV (data not shown), Nor can these SNPs be combined to
predict associations with more significance (data not shown).

In this study. we demonstrated the association between the -
137 G/C IL-18 promoter SNP and PsV. A previous report suggested
that more IL-18 was produced by monocytes with the -137 G/G
genotype in response to stimulation than by those with the -137 G/
C genotype [4]. Excess production of 1L-18 was found in patients
with psoriasis and was associared with the severity of the
condition [2]. Tsunemi et al. reported that human keratinocytes
express functional receptors for IL-18 and that they respond to the
cytokine with the up-regulation of major histocompatibility
complex Il and production of IP-10/CXCL10, This indicates an
important role of 1L-18 in inflammatory skin diseases [9]. Kanda
et al. showed that IL-18 potentiates IFN-y-induced production of
MIG/CXCLY, IP-10/CXCL10 and I-TAC/CXCL11 by activating several
transcription factors [10]. Their results suggest that [L-18
promotes the infiltration of type 1 T cells. Taken together, these

Table 1
Genotype frequencies of the <137 G/C SNP of IL-18 in AD patients, PsV patients and
controls.

Genotype AD (11 = 160) Control (n = 104) PsV (n=153)
GG 123 (76.9) 75(72.1) 125 (81.6)
Gc 36 (22.5) 24 (23.1) 27 (17.6)
cc 1(0625) 5(4.81) 1(0.654)

p =008 p=0.044

Comparisons ol genotype distribution, using chi-square test, shows significant
difference between PsV patients and controls (p=0,044), There is no significant
difference between controls and AD patients (p=0.080) although GG genotype
tends to be increased and CC to be decreased in AD patients, compared with
controls. The numbers in parentheses indicate the percentage.

Table 2
Allele frequencies of the =137 G/C SNP of IL-18 in AD patients, PsV patients and
controls.

Allele AD (1= 160) Control (1= 104) PsV [ = 153)

G 282 (88.1) 174 (83.7) 277 (90.5)

[ 38(11.9) 34(163) 29 (9.48)
p=014 p=0020

Comparisons of allele distnbution, using chi-square test. shows significant
difference between PsV patients and controls (p = 0.020) There is no significant
difference between controls and AD patients (p = 0.14) although G allele tends o be
increased, compared with controls. The numbers in parentheses indicate the
percentage.
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facts suggest that IL-18-137 G/C SNP may play a role in the
pathogenesis of PsV by accelerating the 1L-18 production. Because
the number of patients in this study was rather small, a larger scale
study will be necessary to confirm our results.

In this study, there is no significant association between this SNP
and AD. Previously, Osawa et al. reported the SNP 1s not associated
with AD [6], although the number of AD patients was very small
(i =21). In this study, we investigated as many as 160 AD patients
and there was also no significant assaciation between this SNP and
AD, either. However, more numbers may show a significant
association between them and further examination will be needed.

In summary, we report that the G allele of -137 SNP in IL-18
gene is increased in PsV patients, but is not in AD patients. This
suggests that the SNP is associated with susceptibility to PsV,
presumably by affecting the production of I1L-18.
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Letter to the Editor

IL-17F single nucleotide polymorphism is not associated with
Psoriasis vulgaris or atopic dermatitis in the Japanese population
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Psoriasis vulgaris (PsV) 15 an inflammatory skin disease
characterized by epidermal hyperplasia, inflimmatory cell infil-

tration and vascular changes, in which T-lymphocytes and related
cytokines play a central role. Until recently, PsV has been
considered to be a Th1 type disease with a strong involvement
of interferon (IFN}=y and interleukin (IL) -12. However, Th17 cells
and related cytokines IL-17, 1L-22 and 11.-23, now seem to be crucial
factors in the pathogenesis of PsV [1]. On the other hand, atopic
dermatitis (AD) is considered to be a Th2 type disease, causing
elevated serum IgE levels and peripheral eosinophilia |2].

IL-17F is a member of the 1L-17 family. Among the IL-17 family
(IL-17A-1L-17F), only IL-17A(IL-17) and IL-17F are secreted by Th17
cells. IL-17F shows the highest overall amino acid sequence identity
with IL-17A in the 1L-17 family. The genes encoding [L-17A and IL-
17F are both located on 6p12 [3]. IL-17A and IL-17F share biological
functions and have many proinflammatory effécts in a wide variery
of cells, including macrophage, endothelial cells and fibroblasts.
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Table 1

Genotype and allele frequencies in the PsV and AD patients and healthy controls.

Genotype PsV (n=153) AD (n= 160) Control (n=103) Allele PV (n=153) AD (n = 160) Control (n=103)
1 120 (78.4) 122 (763) B4[81.6) ¥ 269 (87.9) 275 (85.9) 185 (89.8)

b <! 29 (19.0) 31(194) 17(165) c 3712.0) 45(14.1) 21(102)

c 4(28) 7(44) 219)

Compansans of genotype distributions, using chi square test, showed no significant differences between PsV or AD patients and healthy controls (P=0.819 and 0451,
respectively). There were also no significant differences of allele distributions, using chi square test. between PsV or AD patients and healthy controls (= 0.507 and 0,191,

respectively). Numbers in parentheses indicates the percentage

They are recognized to be one of the key cytokines for the
pathogenesis of Th17 type diseases. In addition, upregulated |L-
17F gene expression has been reported at sites of allergen challenge
in the airways of patients with asthma, which is another typical Th2
type disease [4]. Moreover, in a murine model of asthma, 1L-17F
amplifies antigen-induced allergic inflammation, indicating that IL-
17F may also be involved in the Th2 type diseases [5].

The 1L-17F gene is 7742 bp in length and contains three exons.
The IL-17F gene single nucleotide polymorphism (SNP) 7488T/Cin
the third exon causes a His-to-Arg amino acid change. In this study,
we analyzed the 7488T/C SNP of the IL-17F gene in Japanese
patients with PsV and those with AD to determine whether the IL-
17F gene is one of the genes susceptible to these diseases,

We examined 153 unrelated Japanese patients with PsV, 160
patients with AD and 103 healthy Japanese individuals with no
evidence of PsV or AD. The PsV patients group, diagnosed by
clinical and histopathological findings, consisted of 95 males and
58 females (mean age: 51.8 + 16.0 years). The AD patients group,
diagnosed according to the criteria of Hanifin and Rajka, consisted of
110 males and 50 females {(mean age: 27.4 « 7.7 years). The control
group was composed of 63 males and 40 females (mean age:
31.3 + 9.3 years). Serum IgE levels and peripheral blood eosinophil
counts were examined in the AD patients, which ranged from 5 to
84,000 U/ml (median |interquartile range|: 8910 [1700-16,000]) and
from O to 2246/l (414 [256-661]), respectively.

Genomic DNA was extracted from peripheral blood leukocytes
using a commercial kit (QIAGEN, Hilden, Germany). Genotyping
was carried out by the polymerase chain reaction-restriction
fragment length polymorphism (PCR-RFLP) method. The IL-17F
gene was amplified by polymerase chain reaction (PCR) using the
primer pair (IL17FF: 5'-GTGTAGGAACTTGGGCTGCATCAAT-3" and
IL17FR: 5'-AGTGGATATGCACCTCTTACTGCACA-3'). Amplified PCR
products were digested with the N1alll restriction enzyme and
subjected to electrophoresis in 4% agarose gel. Digested fragments
were visualized after staining with ethidium bromide. Genotypes
were determined by comparing estimated sizes of digested
fragments with the predicted sizes. Statistical significance was
determined by chi square test for differences of genotype and allele
frequencies, and by Kruskal-Wallis test for differences of serum
IgE levels and peripheral blood eosinophil counts among
genotypes. All studies were approved by the ethics review board
of the Faculty of Medicine, Unmiversity of Tokyo. All patients and

Table 2
Serum IgE levels and peripheral blood eostnophil counts in the AD patients,

Genatype Serum Ik (IUfml) L

Eosinophil counts "

(per i)
™ 13,570 [1550-17500] 0,137 560 [269-684] 0406
1c 3,160 {775-2750] 379 [147-418)
[ 5,230 {1950-7100] 582 [202-705]

There were no significant differences of serum 1gE levels and peripheral blood
eosinophil counts, using Kruskal-Wallis test, among the genotypes in AD patients
(P=0137 and 0406, respectively). Median values were shown with 25th
percentiles and 75th percentiles,

controls involved gave written informed consent for genetic
studies.

As shown in Table 1, there were no significant differences in
allele or genotype frequencies between PsV patients and healthy
controls or between AD patients and healthy controls. We also
analyzed serum IgE levels and peripheral blood eosinophil count of
the AD partients. No significant differences were observed among
the genotypes (Table 2).

The IL-17F gene SNP 7488T/C has been reported to influence
susceptibility to several diseases in the Japanese population such
as ulcerative colitis and asthma, which is one of the other Th17 and
Th2 type diseases, respectively [6,7]. This His-to-Arg mutant IL-17F
induces a lower amount of downstream cytokines and chemokines
functionally, including IL-6 and [L-8, than wild-type IL-17F in vitro
in bronchial epithelial cells [7]. The results of this study, however,
provide no supportive evidence to clarify the association between
the susceptibility to PsV or AD and the 1L-17F gene SNP 7488T/C.
There is a possibility thar the assaciation could nort be detected due
to the small scale of the study. Though we did not evaluate the
disease severity in this study, it is possible that there may be a
positive association between the severity and the IL-17F gene SNP.
The possibility also remains that another SNP of the IL-17F gene
could be associated with these diseases. Therefore, further study
will be necessary to evaluate these possibilities.

Another factor involved may be differences in the IL-17F gene
expression among human tissues [4,5], Marked expression of the IL-
17F gene has been observed in the human lung and liver, whereas
there has been no paper reporting IL-17F gene expression in the
human skin or the function of IL-17F in keratinocytes so far. It would
be an interesting issue whether IL-17F is expressed in the skin and
whether it induces cytokines and chemokines by keratinocytes.

In summary, the IL-17F gene SNP 7488T/C may not be
associated with PsV or AD in the Japanese population. Further
reports of this SNP in other populations and other SNPs of the IL-
17F gene in the Japanese population would be beneficial in our
understanding of the pathogenesis of PsV and AD.
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Role of P75 in the Induction of the Sprouting of Sensory Nerve Fibers

P75 Plays a Key Role in the Induction of the Sprouting of
Sensory Nerve Fibers in Inflamed Skin
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TO THE EDITOR

In hyperkeratosis and acanthosis, periph-
eral branches of sensory nerves increase
remarkably in number, particularly in the
epidermis of inflamed skin (Mihm et al,,
1976; Pincelli et al., 1990; Tobin et al.,
1992; Ostlere et al., 1995). It has been
supposed that nerve growth factor (NGF)

Abbreviations: NGF, nerve growth factor. X

s

secreled from keratinocytes in inflamed
skin may induce the sprouting of the
neurites of sensory Dou et al.,
2006) because of an increase in both
NGF expression in the keratinocvies
(Kinkelin et al., 2000; Takano et al.,
2005; Tanaka and Matsuda, 2005) and
cutaneous innervation in the epidermis

fibers

picryl chloride (2,4, 6trinitrochlorabenzene

116

in the inflamed skin (Horiuchi et al.,
2005). The NGF effect may occur
via low-affinity receptors (p75) and
high-affinity receptors (TrkA), although
direct evidence for this is lacking.
This study clearly demonstrates, by
using p75 knockout mice, that sprout-
ing of sensory fibers in the epidermis
and hyperkeratosis and acanthosis of
the inflamed skin are induced by an
NGF-p75 pathway



