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In collaboration with the Swedish Pso-
riasis Association, alarge patient sam-
ple has been collected with blood sam-
ples for DNA analysis. The main pur-
pose of the group has been to demon-
strate the genetic contribution to the
disease and to localise susceptibility

genes.

Psoriasis is a heterogeneous disease
in which several reports suggest the
presence of a susceptibility gene in
or in the proximity of the HLA com-
plex in chromosome 6p. There is an
association between HLA-Cw6 and
young onset of the disease. The aim
of this study was to evaluate the im-
portance of HLA and in particular the
Cwe6 allele in the development of pso-

riasis.

We could confirm the presence of a
gene in the HLA region by means of
parametric and non-parametric link-
age analysis in 104 families. Using the
Transmission Disequilibrium Test,
(TDT), which is a statistical associa-
tion test, we found further support
for this.

We used a PCR-based typing method
for Cw6 and showed a strong asso-

ciation to young onset of the disease.
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We studied the age at onset of sib-
lings discordant for the presence of
Cwb6 using the Wilcoxon signed rank
test. This test was significant with a
mean difference in age at onset of 8
years. The Cw6 allele was sequenced
in individuals homozygous for Cw6
without finding any alterations from
the consensus reference sequence. In
all, 11 individuals homozygous for
Cwob6 were identified by a sequencing
method. They had an earlier age at
onset than heterozygotes, which we
interpret as a tendency to a gene dose
effect. We found support for the di-
rect influence of Cw6 on age at on-
set, rather than a polygenic effect
where every genetic component adds

to the genetic load.

The S gene (corneodesmosin), located
160 kb telomeric of HLA-C, is a strong
candidate for psoriasis due to its re-
portedly exclusive expression in dif-
ferentiating keratinocytes. We found
a high variability in the coding parts
of the gene using sequencing analy-
sis. We performed association tests
such as TDT and case control analy-
sis, and compared several polymor-

phisms among patients and controls
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using a stratification approach, in
order to decrease the influence of
heterogeneity and population differ-
ences. Based on TDT results of
polymorphisms in the S gene, multi-
allelic markers in the HLA region and
from the Cw6 allele per se, we con-
clude that Cwb6 is likely to be the
primary association in this region.
However, further studies are required
to evaluate if Cw6 itself or a gene in
linkage disequilibrium with Cw6 is the
factor in the HLA region determining

age at onset.

We have also performed cytogenetic
analysis of 477 unrelated psoriatics.
We found 2 patients with a trans-
locational breakpoint in 11q12-13, in
aregion where the major atopy locus
as well as a locus for diabetes mellitus
is located. The breakpoints were
further characterised by fluorescent

in situ hybridisation.
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ABSTRACT

Allergy to a saprophytic yeast of the
human skin, Pityrosporum ovale (P.
ovale), an oval form of Malassezia
furfur, has been suspected to play a
role in atopic dermatitis (AD), especi-
ally in patients with head, neck and
shoulder dermatitis. The aim of this
study was to investigate the import-
ance of P. ovale as a source of

allergens in adult patients with AD.
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