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Figure 4 Significant
reduction in the number of
large epidermal dendritic
cells which stain for -2
integrin in affected skin.
(Mean number of cells per
mm of underlying
basement membrane;

18 patients; affected skin
p < 0-008, unaffected skin
p=06).

Figure S Positive
correlation berween PASI
score and staining score for
B-2 integrin on large
epidermal staining cells
after 12 weeks of
cyclosporin (r = 0-812; p
< 0-02). Note two patients
with a very good PASI
score and significant
number of f-2 positive cells
remaining in the epidermis.
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PASI scores were compared before, during,
and after treatment. The expression of CD18
after 12 weeks was significantly correlated
with the PASI score both at that time and one
month later, after treatment had been with-
drawn (p < 0-02) (fig 5). No significant cor-
relation between staining for CD54 and the
PASI score could be shown.

Discussion
It has been predicted that drugs such as
cyclosporin, which inhibits production of y
interferon and subsequent induction of
CD54, should interrupt the chronic and self-
perpetuating interaction between T lympho-
cytes and keratinocytes in psoriasis to allow
them both to return to the resting state.!* It is
reasonable to assume that the decreased
numbers of epidermal inflammatory cells in
resolving psoriasis should be preceded by loss
of CD54 expression by keratinocytes.!
Although our clinical experience confirms the
efficacy of cyclosporin in improving psoriasis
in most patients, the decrease in expression of
CD54 did not always parallel the clinical
improvement.

Previous studies of intralesional cyclo-
sporin have shown a decrease in epidermal
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and endothelial CD54 staining which paral-
lels the clinical improvement in psoriasis with
cyclosporin.”® A reduction in CD 54 in papil-
lary microvessels in biopsies performed two
weeks after starting oral cyclosporin (5
mg/kg/day) was restricted to those patients
who had responded to treatment.® Biopsy
specimens from three patients with psoriasis
responsive to psoralen and ultraviolet A
treatment (PUVA) showed an even greater
reduction in infiltrating T cells yet no change
in papillary endothelial staining for CD54.%
Paradoxically, PUVA treatment can increase
the staining of keratinocytes for CD54.'°

Positive staining of keratinocytes for CD54
has been described in psoriasis and other
inflammatory dermatoses.!” Intense staining
for CD54 was found in at least 50% of our
patients. Nevertheless, it is curious that some
patients showed very little CD54 staining in
pre-treatment biopsy specimens despite
extensive psoriasis. It was particularly striking
to observe that staining of epidermal CD54
could increase after treatment despite a good
clinical and histological response in which the
skin had returned almost to normal.’? If
CD54 expression remains on Kkeratinocytes
after cyclosporin this may indicate persistent
activation which would be expected to lead to
prompt clinical relapse.

In contrast with a previous study we found
there was no staining for CD18 on ker-
atinocytes.’ The expression of CD18 on epi-
dermal dendritic cells is increased in
psoriasis.'® We confirm that large epidermal
dendritic cells stained for CD18 can be easily
counted. This contrasts with HLLA-DR which
stains both keratinocytes and dendritic cells.®
Expression of CD1 was not used as a marker
to replace -2 integrin because the reported
percentage of epidermal dendritic cells which
are CD1 positive varies between 70-98%.202!
The proportion of dendritic cells which are
CD1 positive is decreased in psoriatic epider-
mis when compared with normal epidermis.®
To exclude CDI1 negative cells is relevant
because these cells are crucial in the mixed
lymphocyte response and presumably also in
antigen presentation in vivo.?? Other workers
have shown that 14 days of cyclosporin
reduces preferentially the number of epider-
mal CD1 negative cells compared with CD1
positive cells as well as the overall activity of
antigen presenting cells.??? CDI18 is
expressed by lymphocytes but their smaller
size and lack of dendrites means they can be
easily excluded from the cell counts. As
recently shown in a smaller study using
cyclosporin for only two weeks, we confirm
that CD18 positive dendritic cells usually are
decreased in psoriatic epidermis after
cyclosporin treatment.’'® Persistence of
CD18 positive cells seemed to be a predictor
of rapid relapse in two patients who had an
excellent response to treatment.

Different members of the CD29 (5-1) fam-
ily of integrin adhesion molecules are recep-
tors for different components of the
extracellular matrix.?* CD29 expression in
normal skin is confined to the basal and first
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suprabasal layers.”” In psoriasis CD29 inte-
grin expression is increased which is thought
to be due mainly to increased CD49./CD29
integrins.*? The present study shows an
equal amount of f-1 expression in both
affected and unaffected skin from patients
with psoriasis which suggests that abnormal
keratinocytes occur in clinically normal skin.
Cyclosporin treatment did not affect CD29
expression: this remained the same in biopsy
specimens from affected and unaffected skin
from patients with psoriasis. We are currently
studying the effect of cyclosporin on the dis-
tribution of CD49, ; in psoriasis.

The expression of CD54 by keratinocytes
can persist despite an excellent response to
treatment. This suggests that this adhesion
molecule is not involved in initiating the
inflammatory response in psoriasis. It would
be useful to know why psoriasis relapses so
quickly once cyclosporin is stopped and if
markers could be found to predict this
relapse. Such a marker could be persistence
of staining for CD18 on dendritic cells in skin
biopsy specimens. Unfortunately, absence of
CD18 integrin staining does not neces-
sarily indicate remission. Nevertheless, our
results suggest that significant residual
staining for CD18 after successful treatment
with cyclosporin may herald the rapid relapse
of psoriasis.
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Pharmaceuticals. We thank Mrs Sandra Roe of the
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