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Bene®cial effects of interleukin-10 therapy and lower
endogenous interleukin-10 formation compared with
atopic dermatitis and cutaneous T cell lymphomas
indicated that interleukin-10 is a key cytokine in
psoriasis. The interleukin-10 promoter is highly poly-
morphic, with two informative microsatellites, inter-
leukin-10.G and interleukin-10.R. In order to
understand whether interleukin-10 itself is a predis-
posing gene for the psoriasis susceptibility we ana-
lyzed interleukin-10 promotor polymorphism in
patients. The distribution of interleukin-10.G and
interleukin10.R microsatellite alleles did not vary
between patients (n = 78) and healthy controls
(n = 80). In addition, when the psoriasis patients
were strati®ed according to age of onset (younger
than 40 y of age, or age 40 and older), no difference
in allele distribution was observed; however, a clear
differential distribution was revealed at the
interleukin10.G locus when patients were strati®ed

according to whether they had a positive family his-
tory of psoriasis (p = 0.04). This difference was due
to an over-representation of the interleukin10.G13
allele in those patients with familial disease (40.4% vs
19.6%, Chi-square = 7.292, p = 0.007). The positive
association of allele interleukin10.G13 with familial
psoriasis was especially true when patients with an
early onset (< 40 y of age) of the disease were com-
pared with those patients with early onset against a
nonfamilial background (39.6% vs 14.5%, Chi-
square = 8.959, p = 0.003). Patients with age-of-
onset of less than 40 were 4-fold [odds ratio = 3.85
(1.55±9.62)] more likely to have a psoriatic family
background if they carried this interleukin10.G13
allele. These data suggest that the interleukin-10
locus contributes to the heritability of psoriasis sus-
ceptibility. Key words: cytokines/ genetic/ interleukins/
polymorphism/ psoriasis. J Invest Dermatol 115:000±000,
2001

P
soriasis is considered to be a T cell-dependent (auto)-
immune disease (Valdimarsson et al, 1986). The
demonstrated overexpression of several proin¯ammatory
cytokines, in particular type 1, is considered to be
responsible for the initiation, maintenance, and reoccur-

rence of the skin lesions (reviewed in Bos and De Rie, 1999). In
contrast, we recently found that the cutaneous mRNA expression
of the anti-in¯ammatory cytokine interleukin (IL) -10 is
signi®cantly lower in psoriasis than in other in¯ammatory
dermatoses, such as atopic dermatitis and cutaneous T cell
lymphomas (Asadullah et al, 1998). Our results correspond well
with ®ndings regarding low cutaneous IL-10 protein expression, as
determined by immunohistochemistry (Nickoloff et al, 1994) and
by measurement in suction blister ¯uid (Mussi et al, 1994) in
psoriatic patients.

Several lines of evidence support the hypothesis that relative IL-
10 de®ciency might be a central phenomenon and that IL-10 is a
key cytokine in psoriasis (reviewed in Asadullah et al, 1999c): (i)
Various effective antipsoriatic treatment modalities, e.g., ultraviolet
radiation or calcitriol therapy, increase IL-10 production by several
cell types. (ii) Cyclic adenosine monophosphate-elevating drugs
upregulate IL-10 expression. Interestingly, there are sporadic
reports that these substances improved psoriasis. (iii) Inhibitors of

the b-adrenergic receptor pathway or cyclooxygenase may lead to
an exacerbation of psoriasis. These drugs diminish intracellular
cyclic adenosine monophosphate formation, presumably associated
with decreased IL-10 release. (iv) Direct support of a type 1
cytokine pattern (i.e., inhibition of IL-10 secretion) by interferon-
a or -g application as well as interferon-elevating drugs, such as
lithium are also known to provoke or to exacerbate psoriasis. (v)
Pregnancy often leads to the depression of type 1 cytokines, and the
majority of psoriatic women who become pregnant experience an
improvement in their disease activity. (vi) Calcipotriol and
glucocorticoids increase IL-10 receptor expression. It might be
speculated that this leads to an enhancement of the IL-10
susceptibility contributing to the antipsoriatic activity of these
compounds. The key role of IL-10 in psoriasis is further supported
by the bene®cial effects of IL-10 therapy recently reported by us
and others. So one pilot and two phase-2 trials with subcutaneous
IL-10 administration over 3±7 wk in patients with moderate to
severe psoriasis showed very promising results (Asadullah et al,
1998, 1999a; Reich et al, 1998).

The IL-10 de®ciency in psoriasis is particular remarkable as the
IL-10-inducing cytokine tumor necrosis factor-a was found to be
signi®cantly overexpressed in psoriasis (Kristensen et al, 1993;
Bonifati et al, 1994; Ettehadi et al, 1994; Asadullah et al, 1999b),
arguing against an insuf®cient stimulation, and might rather be the
result of a genetic predisposition to ``low IL-10 secretion''.

Genetic factors are likely to be of fundamental importance in the
expression of the disease. This is supported by numerous family,
twin, and HLA allotype studies, which gave clear evidence of a
heritable component (reviewed in Bos and De Rie, 1999). In fact a
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linkage between certain HLA antigens and psoriasis has been
reported. A high proportion of patients with type 1 psoriasis (onset
before the age of 40 y) are carriers of HLA Cw6, B57, and DR7
and show a positive family history. Moreover, it has been recently
reported that a tumor necrosis factor-a promotor polymorphism is
associated with juvenile onset of psoriasis (HoÈhler et al, 1997; Reich
et al, 1999), although this was not con®rmed in another study
(Jacob et al, 1999).

The IL-10 promoter is highly polymorphic, with two informa-
tive microsatellites, IL10.G and IL10.R (Eskdale and Gallagher,
1995; Eskdale et al, 1996) and three commonly used point
mutations (Eskdale et al, 1997a; Turner et al, 1997). Given the
importance of IL-10 in the immunopathology and treatment of
psoriasis, we felt it was important to understand whether there was
evidence to suggest that IL-10 itself was a predisposing gene for
psoriasis susceptibility. A preliminary study of the IL-10 locus in
psoriasis (Reich et al, 1999) examined one particular promoter
point mutation, but found no association with disease. In the
present report, we have used the highly informative microsatellite
markers to more ef®ciently address the question of whether the IL-
10 locus contributes to susceptibility to psoriasis.

SUBJECTS AND METHODS

Patient samples Peripheral blood was obtained from patients and
controls, and germline DNA was extracted by standard means. German
Caucasian patients (n = 80), unrelated to one another and with a
con®rmed diagnosis of psoriasis vulgaris, were examined. Patients were
considered to have ``early onset'' psoriasis if disease onset was at age
younger than 40 y (n = 55) and ``late onset'' psoriasis if age of onset was
after their fortieth birthday (n = 19); in six cases, age of onset could not
be con®rmed. In addition, patients were considered to have ``familial''
psoriasis if they have one or more ®rst- or second-degree relative
af¯icted with the condition (n = 26), or to have ``sporadic'' psoriasis if
this was not the case (n = 46); in eight cases this information could not
be con®rmed. Of those patients with ``early onset'' psoriasis, some were
also ``familial'' (n = 24, i.e., typical type 1 psoriasis) and some were
sporadic (n = 31). German Caucasian healthy volunteers (n = 90) served
as a control group. Control individuals were healthy and unrelated to
one another. They did not have a ®rst- or second-degree relative with
psoriasis.

Genotyping at the IL-10 microsatellites DNA was prepared from
white-cell pellets using the ``DNA-Fast'' kit from Epicentre
Technologies (Cambridge, U.K.). Genotyping at the IL10.G and IL10.R
microsatellites was performed as previously described in detail (Eskdale
and Gallagher, 1995; Eskdale et al, 1996, 1997a). In addition, full details
of primers and reaction conditions are present in the Genome Data Base
entry for the human IL-10 gene. Examples of IL10.G and IL10.R
genotyping gels are shown in Fig 1.

Statistical analysis The allelic distribution between two whole
populations (for example, between psoriasis patients and controls, or
between those patients with familial psoriasis or not) was compared using

the Monte Carlo simulation, and the freely available ``CLUMP'' software
of Sham and Curtis (1995). This technique has been developed
speci®cally to examine disease associations at multiallelic loci. It uses a
Monte Carlo approach by measuring the difference in allele frequencies
between the two groups and then generates multiple simulated datasets
to see how many times the observed difference might be generated by
chance if the frequencies were in fact the same. In so doing, it generates
the ``T4'' statistic, which measures the overall difference in frequencies
of all alleles simultaneously. Although this is generated in the same way
as conventional chi-square values, the use of the Monte Carlo approach
to assess empirical signi®cance avoids the need for a Bonferonni
correction and the problems of dealing with rare alleles (D.Curtis,
personal communication). p < 0.05 was taken as signi®cant. In some
cases, individual alleles were compared by 2 3 2 Chi-square analysis
using Minitab software. Odds ratios and 95% con®dence intervals were
calculated on the ``Simple Interactive Statistical Analysis (SISA)
homepage: http://home.clara.net/sisa/index.htm

RESULTS

IL-10 microsatellite alleles do not contribute to overall
psoriasis susceptibility The distribution of IL10.R and IL10.G
alleles in psoriasis patients and normal controls is shown in Table I.
No difference in allele distribution was observed overall at either
locus (Monte Carlo simulation), nor was any individual allele
differentially represented between the patient and control groups.
In addition, when we examined the distribution of IL10.G and
IL10.R alleles in relation to age of onset, there was no difference
between the ``early'' and ``late'' onset groups.

IL10.G13 microsatellite allele is over-represented in familial
psoriasis In addition to comparing the distribution of IL-10
locus alleles between patients and controls, we also considered the
question of whether the IL-10 locus was important when patients
were considered as having ``sporadic'' disease (i.e., no family history
of psoriasis) or ``familial'' disease (i.e., a clear family history of
psoriasis). As shown in Table II, this was the case. Patients with

Figure 1. Typical gels showing the IL10.R and IL10.G
microsatellite alleles. Typical sequencing gels for IL10.R (left panel)
and IL10.G (right panel). For IL10.R, lanes 1±10 typed as: 2/3, 2/3, 3/3,
2/2, 2/2, 2/2, 2/4, 2/2, 2/3, 2/3, respectively. For IL10.G, lanes 1±10
typed as: 9/14, 9/12, 13/14, 9/11, 9/9, 9/9, 9/9, 9/13, 7/14, 9/13,
respectively.

Table I. Distribution of IL10.G and IL10.R alleles in
psoriasis patients and normal individualsa

Allele
Normal
controls

Psoriasis
patients

(n = 90) (n = 80)
IL10.G1 0 (0.00) 0 (0.00)
IL10.G2 0 (0.00) 0 (0.00)
IL10.G3 0 (0.00) 0 (0.00)
IL10.G4 0 (0.00) 0 (0.00)
IL10.G5 0 (0.00) 0 (0.00)
IL10.G6 0 (0.00) 0 (0.00)
IL10.G7 7 (3.89) 4 (2.56)
IL10.G8 8 (4.44) 10 (6.41)
IL10.G9 61 (33.89) 44 (28.21)
IL10.G10 13 (7.22) 11 (7.05)
IL10.G11 18 (10.00) 12 (7.69)
IL10.G12 9 (5.00) 10 (6.41)
IL10.G13 49 (27.22) 42 (26.92)
IL10.G14 15 (8.33) 19 (12.18)
IL10.G15 0 (0.00) 4 (2.65)

(n = 88) (n = 77)
IL10.R1 0 (0.00) 0 (0.00)
IL10.R2 130 (73.86) 129 (83.77)
IL10.R3 43 (24.43) 24 (15.58)
IL10.R4 2 (1.14) 1 (0.65)
IL10.R5 1 (0.57) 0 (0.00)

aIL10.G and IL10.R alleles were visualized and de®ned as described in the text,
assuming no null alleles. The numbers of alleles observed are shown, with the pro-
portion in parenthases. A comparison of these two populations using the Monte
Carlo simulation for alleles 7±15 showed that the two populations did not vary in
their allelic distribution. Alleles IL10.G1 to IL10.G6 were not represented in any
populations tested here. Similarly, comparison of the IL10.R alleles showed no dif-
ference between patients and controls.
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familial psoriasis had a different distribution of IL10.G alleles from
those with sporadic psoriasis (Monte Carlo simulation, p = 0.04),
such that the IL10.G13 allele was over-represented in those with
inherited disease (Chi-square = 7.292, p = 0.0069). The carriage
of IL10.G13 (i.e., the presence of one or more copies of the allele)
was correspondingly elevated in patients with familial psoriasis; 17
of 26 familial patients were IL10.G13+, whereas only 17 of 46
sporadic psoriasis patients carried this allele [odds ratio = 3.22
(1.17±8.81), p = 0.02]. IL10.G allele distribution in the sporadic
disease group was not different from that seen in the controls,
thereby con®rming that it is indeed the patients with inherited
psoriasis who demonstrate skewed IL10.G allele distribution (not
shown). IL10.R locus alleles were not different between the two
subgroups of psoriasis patients.

The differential distribution of IL10.G alleles was emphasized
when the ``early'' psoriasis patients were analyzed with respect to
whether they had ``familial'' or ``sporadic'' disease. These two
groups varied in their distribution of IL10.G alleles (p = 0.025,
Monte Carlo simulation), with an enhanced over-representation of
the IL10.G13 allele in the familial group (39.6% vs 14.5%, Chi-
square = 8.959, p = 0.0028). These patients also showed a simi-
larly elevated carriage of the IL10.G13 allele, with enhanced
signi®cance; 15 of 24 familial patients were IL10.G13+, whereas
only eight of 31 sporadic psoriasis patients carried this allele [odds
ratio = 2.82 (1.51±15.18), p = 0.006].

DISCUSSION

IL-10 is considered to be a key cytokine in the pathogenesis of
psoriasis. When we examined known polymorphic microsatellite
markers in the human IL-10 promoter in psoriasis patients, no
difference was noted in comparison with the control group. This
was true of both markers utilized, IL10.G and IL10.R. In addition,
when the psoriasis patients were strati®ed according to age of onset
no difference in allele distribution was observed; however, a clear
differential distribution was revealed when patients were strati®ed
according to whether they had a positive family history of psoriasis.
In this case, allele IL10.G13 was positively associated with familial
psoriasis and this was also true when younger patients were
considered ± patients with age-of-onset of less than 40 were 3-fold
more likely to have a psoriatic family background if they carried

this allele. Thus, it appears that the IL-10 locus contributes to the
genetic background in familial psoriasis.

Genetic markers in cytokine genes are becoming widely used in
studies of immune-mediated disease and it is becoming apparent
that they can be markers of overt susceptibility and of disease
severity (reviewed in Bidwell et al, 1999). In this study we have
demonstrated that an important immunologic gene (IL-10), whose
product is known to be dysregulated in psoriasis, is in fact
genetically marked within a subpopulation of psoriasis patients.
This situation is reminiscent of that found in systemic lupus
erythematosus, where the same locus (IL10.G microsatellite) shows
signi®cant allele skewing in patients vs controls. This has been
observed in patients from the U.K. (Eskdale et al, 1997b), Mexico
(Mehrian et al, 1998), and Italy (D'Alfonso et al, 2000). Indeed, in
the U.K. and Italian studies, it was the same allele that was
associated with systemic lupus erythematosus, namely IL10.G13. It
is, therefore, unlikely to be a coincidence that it is this same
IL10.G13 allele that has been highlighted by this study on psoriasis.

Our recent investigation of the relationship between IL10.G
alleles and IL-10 secretion from lipopolysaccharide-stimulated
peripheral blood (Eskdale et al, 1998), however, failed to demon-
strate a role for the IL10.G13 allele in this context. In agreement
with this we observed only a tendency of diminished IL-10
formation capacity in psoriatic patients, but not a statistical
signi®cant difference (Asadullah et al, 1998). Although it has been
shown that genetic relationships between cytokine alleles and
secretion may vary in patient groups compared with normal groups
(Koss et al, 1999), the possibility must be considered that the
dysregulation of IL-10 seen in psoriasis patients (and from which
this study was launched), and the association between an IL-10
locus gene marker and the disease reported here are complementary
rather than related. Of course, this allele may well be of importance
in alternative pathways of IL-10 regulation, but if IL10.G13 is not
associated with differential IL-10 secretion then it is likely that this
allele is associated with both psoriasis and systemic lupus
erythematosus, through linkage disequilibrium with a novel
functional element yet to be de®ned. Recently, several new
single-nucleotide polymorphisms have been de®ned in the human
IL-10 locus (D'Alfonso et al, 1999), but none of these was
speci®cally linked to IL10.G13. Furthermore, the complex
haplotypic nature of the IL-10 locus (Eskdale et al, 1999) placed
the IL10.G13 on at least two frequent haplotypes. Both these
observations support the hypothesis that any functional element
linked to this allele may in fact lie outside the IL-10 locus per se. If
true, this would implicate IL-10 as a disease modifying gene in
psoriasis rather than a disease-causing gene.

While interesting, the studies reported here represent a ®rst step
in investigating whether a genetic relationship truly exists between
the human IL-10 gene and psoriasis susceptibility and/or
heritability. Further investigations necessary to explore fully the
impact of IL-10 polymorphism on psoriasis susceptibility should
include analyses of psoriatic families (Jacob et al, 1999) and
correlation analyses between the IL-10 secretion capacity and the
IL-10 promoter genotype in psoriatic (as opposed to normal)
individuals.
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REFERENCES

Asadullah K, Sterry W, Stephanek K, et al: IL-10 is a key cytokine in psoriasis: Proof
of principle by IL-10 therapyÐa new therapeutic approach. J Clin Invest
101:783±794, 1998

Asadullah K, DoÈcke WD, Ebeling M, et al: IL-10 treatment of psoriasisÐclinical
results of a Phase II trial. Arch Dermatol 135:187±192, 1999a

Asadullah K, ProÈsch S, Audring H, Volk HD, Sterry W, DoÈcke WD: A high
prevalence of cytomegalovirus antigenaemia in patients with moderate to
severe chronic plaque psoriasis: an association with systemic tumour necrosis
factor a overexpression. Br J Dermatol 141:94±102, 1999b

Asadullah K, Sabat R, Wiese A, DoÈcke WD, Volk HD, Sterry W: Interleukin-10 in

Table II. Distribution of IL10.G alleles in subgroups of
psoriasis patientsa

IL10.G
allele

Familial
patients
(total)
(n = 26)

Sporadic
patients
(total)
(n = 56)

Familial
patients
(onset < 40 y)
(n = 24)

Sporadic
patients
(onset < 40 y)
(n = 31)

IL10.G7 2 (3.85) 0 (2.56) 2 (4.17) 0 (0.00)
IL10.G8 2 (3.85) 7 (7.61) 1 (2.08) 4 (6.45)
IL10.G9 12 (23.08) 30 (32.61) 11 (22.92) 20 (32.26)
IL10.G10 3 (5.77) 8 (8.70) 3 (6.25) 7 (11.29)
IL10.G11 4 (7.69) 6 (6.52) 4 (8.33) 4 (6.45)
IL10.G12 4 (7.69) 5 (5.43) 4 (8.33) 5 (8.06)
IL10.G13 21 (40.38) 18 (19.57) 19 (39.58) 9 (14.52)
IL10.G14 3 (5.77) 15 (16.30) 3 (6.25) 10 (16.13)
IL10.G15 1 (1.92) 3 (3.26) 1 (2.08) 3 (4.84)

aIL10.G alleles were visualized and de®ned as described in the text, assuming no
null alleles. The numbers of alleles observed are shown, with the proportion in
parentheses. A comparison of all patients with familial disease and those with
sporadic disease using the Monte Carlo simulation for alleles 7±15 gave an T4 sta-
tistic of 10.788, indicating that the two populations vary signi®cantly in their allelic
distribution, p = 0.04. Similarly, comparing patients with early onset disease ac-
cording to whether or not they had a family background of psoriasis again showed
these two populations to vary signi®cantly in their allelic distribution
(T4 = 11.567, p = 0.025). Alleles in bold (IL10.G13) varied signi®cantly between
the populations, as described in the text.

Q9

Q10

VOL. 116, NO. 6 6 2001 INTERLEUKIN-10 PROMOTER POLYMORPHISM IN PSORIASIS 3



cutaneous disorders: implications for its pathophysiological importance and
therapeutic use. Arch Derm Res 291:628±636, 1999c

Bidwell J, Keen L, Gallagher G, et al: Cytokine gene polymorphism in human
disease: on-line databases. Genes Immun 1:3±19, 1999

Bonifati C, Carducci M, Cordiali Fei P, Trento E, Sacerdoti G, Fazio M, Ameglio F:
Correlated increases of tumour necrosis factor-a, interleukin-6 and granulocyte
monocyte-colony stimulating factor levels in suction blister ¯uids and sera of
psoriatic patients ± relationships with disease severity. Clin Exp Dermatol
19:383±387, 1994

Bos JD, De Rie MA: The pathogenesis of psoriasis: immunological facts and
speculations. Immunol Today 20:40±46, 1999

D'Alfonso S, Rampi M, Rolando V, Giordano M, Momigliano-Richiardi P: New
polymorphisms in the IL-10 promoter region. Genes Immun 1:231±233, 1999

D'Alfonso S, Rampi M, Bocchio D, Colombo G, Scorza-Smeraldi R, Momigliano-
Richardi P: Systemic lupus erythematosus candidate genes in the Italian
population: evidence for a signi®cant association with interleukin-10. Arthritis
Rheum 43:120±128, 2000

Eskdale J, Gallagher G: A polymorphic dinucleotide repeat in the human IL-10
promoter. Immunogenetics 42:444±445, 1995

Eskdale J, Kube D, Gallagher G: A second polymorphic dinucleotide repeat in the 5¢
¯anking region of the human IL-10 gene. Immunogenetics 45:82±83, 1996

Eskdale J, Kube D, Tesch H, Gallagher G: Mapping of the human IL10 gene and
further characterization of the 5¢ ¯anking sequence. Immunogenetics 46:120±128,
1997a

Eskdale J, Wordsworth P, Bowman S, Field M, Gallagher G: Association between
polymorphisms at the human IL-10 locus and systemic lupus erythematosus.
Tissue Antigens 49:635±639, 1997b

Eskdale J, Gallengher G, Verweij CL, Keijsers V, Westendorp RG, Huizinga TW:
Interleukin 10 secretion in relation to human locus haplotypes. Proc Natl Acad
Sci USA 95:9465±9470, 1998

Eskdale J, Keijsers V, Huizinga T, Gallagher G: Microsatellite alleles and single
nucleotide polymorphisms (SNP) combine to form four major haplotype
families at the human interleukin-10 (IL-10) locus. Genes Immun 1:151±155,
1999

Ettehadi P, Greaves MW, Wallach D, Aderka D, Camp RD: Elevated tumour
necrosis factor-alpha (TNF-alpha) biological activity in psoriatic skin lesions.
Clin Exp Immunol 96:146±151, 1994

HoÈhler T, Kruger A, Schneider PM, et al: A TNF-alpha promoter polymorphism is

associated with juvenile onset psoriasis and psoriatic arthritis. J Invest Dermatol
109:562±565, 1997

Jacob N, Ruschendorf F, Schmitt-Egenolf M, et al: Promoter polymorphism at -238
of the tumor necrosis factor alpha gene is not associated with early onset
psoriasis when tested by the transmission disequilibrium test. J Invest Dermatol
112:514±516, 1999

Koss K, Satsangi J, Fanning GC, Welsh KI, Jewell DP: Cytokine (TNF, LT and IL-
10) polymorphisms in in¯ammatory bowel diseases and normal controls:
differential effects on production and allele frequencies. Genes Immun 1:185±
190, 1999

Kristensen M, Chu CQ, Eedy DJ, Feldmann M, Brennan FM, Breathnach SM:
Localization of tumour necrosis factor-alpha (TNF-a) and its receptors in
normal and psoriatic skin: epidermal cells express the 55-kD but not the 75-kD
TNF receptor. Clin Exp Immunol 94:354±362, 1993

Mehrian R, Quismorio FP Jr, Strassmann G, et al: Synergistic effect between IL-10
and bcl-2 genotypes in determining susceptibility to systemic lupus
erythematosus. Arthritis Rheum 41:596±602, 1998

Mussi A, Bonifati C, Carducci M: IL-10 levels are decreased in psoriatic lesional skin
as compared to the psoriatic lesion-free and normal skin suction blister ¯uids. J
Biol Regul Homeost Agents 8:117±120, 1994

Nickoloff BJ, Fivenson DP, Kunkel SL, Strieter RM, Turka LA: Keratinocyte
interleukin-10 expression is upregulated in tape-stripped skin, poison ivy
dermatitis, and SeÂzary syndrome, but not in psoriatic plaques. Clin Immunol
Immunopathol 73:63±68, 1994

Reich K, BruÈck M, GraÈfe A, Vente C, Neumann C, Garbe C: Treatment of psoriasis
with Interleukin-10. J Invest Dermatol 111:1235±1236, 1998 (letter)

Reich K, Westphal G, Schulz T, et al: Combined analysis of polymorphisms of the
tumor necrosis factor-alpha and interleukin-10 promoter regions and
polymorphic xenobiotic metabolizing enzymes in psoriasis. J Invest Dermatol
113:214±220, 1999

Sham PC, Curtis D: Monte Carlo tests for associations between disease and alleles at
highly polymorphic loci. Ann Hum Genet 59:97±105, 1995

Turner DM, Williams DM, Sankaran D, Lazarus M, Sinnott PJ, Hutchinson IV: An
investigation of polymorphism in the interleukin-10 gene promoter. Eur J
Immunogenet 24:1±8, 1997

Valdimarsson H, Baker BS, Johnsdottir I, Fry L: Psoriasis: a disease of abnormal
keratinocyte proliferation induced by T lymphocytes. Immunol Today
7:256259, 1986

4 ASADULLAH ET AL THE JOURNAL OF INVESTIGATIVE DERMATOLOGY



Author Query Form

Journal: The Journal of Investigative Dermatology

Article: jid1350

Dear Author,

During the preparation of your manuscript for publication, the questions listed below have arisen. The numbers pertain to the numbers in
the margin of the proof. Please attend to these matters and return the form with this proof.

Many thanks for your assistance.

Query
Refs.

Query Remarks

Q1 Bos & DeRie 1999 has been changed
to Bos & De Rie 1999 so that this
citation matches the list!

Q2 Asadullah 1999c has been changed to
Asadullah et al. 1999c so that this
citation matches the list!

Q3 Au: Is the text OK:

Q4 Kristensen et al. 1994 has been
changed to Kristensen et al. 1993 so
that this citation matches the list!

Q5 Ettehadi et al. 1993 has been changed
to Ettehadi et al. 1994 so that this
citation matches the list!

Q6 Bos & DeRie 1999 has been changed
to Bos & De Rie 1999 so that this
citation matches the list!

Q7 Sham & Curtis 1996 has been changed
to Sham & Curtis (1995 so that this
citation matches the list!

Q8 Au: Is Bonferonni spelt correctly?

Q9 Au: Eskdale et al, 1998Ðchanged to
match list (only one entry for 1998 in
list)

Q10 D'Alfonso 1999 has been changed to
D'Alfonso et al. 1999 so that this
citation matches the list!

VOL. 116, NO. 6 6 2001 INTERLEUKIN-10 PROMOTER POLYMORPHISM IN PSORIASIS 5


