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Paradoxically Psoriasis, developed in a patient using
adalimumab for ankylosing spondylitis: Case report

Corresponding author:

E-mail:
Received/Accepted:
Conflict of interest:

SUMMARY ® Sena irkin
Anti-tumor necrosis factor agents are effective drugs for inflammatory © Nese Cabuk Celik
diseases such as rheumatoid arthritis and inflammatory bowel disease. ® Burak Karakas

Although it is indicated for the treatment of Ankylosing Spondylitis, there

are recent publications about paradoxical side effects due to these agents,

mostly in the form of case reports. In this article, we present the psoriasis

case that develops paradoxically in a patient with ankylosing spondylitis

using adalimumab.
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INTRODUCTION

Tumor necrosis factor (TNF) is the name given to and the most severe form of spondyloarthropathies.
a group of cytokines involved in antitumor and In spondylarthropathies, joint symptoms usually
immunoregulatory events. Its two known members decrease with the use of non-steroidal anti-
are TNF-a and TNF-B. TNF-a is a major regulator inflammatory drugs (NSAIDs). However, in
of apoptosis . AS, a common chronic spondyloarthropathies refractory to NSAIDs and

inflammatory rheumatic disease, is the prototype conventional DMARDs  (Disease-modifying
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antirheumatic drugs), treatment with anti tumor
necrosis factor (TNF) drugs is required. TNF-a
blocker; etanercept, adalimumab, infiliksimab,
golimumab, certolizumab are used in the treatment
of these diseases. Dermatologic, intestinal, and
ophthalmologic paradoxical side effects of these
agents have been observed 2. In this article, a case
of paradoxical psoriasis diagnosed  with
psoriasiform eruptions after adalimumab treatment
will be discussed.

CASE REPORT

A 33 years old male patient was admitted to our
outpatient clinic with the complaints of rashes on
the hands, knees, elbows, legs, groin and trunk, and
nail changes for the last two months. It was learned
that the patient was diagnosed with ankylosing

Figure 1: Bilateral palmoplantar region
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spondylitis for ten years and received 40 mg
adalimumab every two weeks. On physical
examination, bilateral palmoplantar
papullosquamous  lesions  (Figure 1) and
onycholysis of the nail were observed (Figure 2).
Also, there were psoriatic rashes on the front leg
(Figure 3) and back (Figure 4). With all these
findings, the patient was diagnosed with
paradoxical psoriasis. Adalimumab which the
patient used for AS treatment was discontinued.
Sekukinumab treatment which is an IL-17
(interleukin-17) blocker was started. After two
months, he benefited from the treatment, the rashes
regressed significantly (Figure 5), but nail changes
continued (Figure 6). In addition to being
therapeutic for paradoxical psoriasis, sequkinumab
treatment also enabled AS treatment to continue
effectively 2.

Figure 2: Onycholysis hyperkeratosis scattered
pustules in the nail secondary to psoriasi

Figure 3: Psoriatic lesions on

the anterior face of both tibia

Figure 4: Psoriatic lesions on the back
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Figure 5: Lesions regressing after treatment

DISCUSSION

Anti-TNF agents; It has been shown to be highly
effective in different inflammatory conditions such
as RA, AS, Psoriatic Arthritis (PsA), Juvenile
Idiopathic Arthritis (JIA), Psoriasis, and IBD 2.
Due to these activities, the frequency of use is
increasing day by day. However, some unexpected
and rare side effects not observed during clinical
studies of these drugs have been observed in recent
years. These side effects are called paradoxical
because they occur after the initiation of anti-TNFs
used in the treatment of  diseases.
These paradoxical conditions include new onset
psoriasis or exacerbation of psoriasis, development
of aseptic granulomatous disease such as
sarcoidosis, uveitis and IBD 3. However, it has been
shown in publications that exacerbation of lesions
during the use of TNF-a inhibitors in the treatment
of psoriasis or publications have shown that
psoriasis and psoriasiform eruptions may develop
during the use of these agents for other indications.
Reviews of anti-TNF-induced psoriasis in the
literature; It includes infliximab, adalimumab and
etanercept 4. Skin lesions such as eczema, drug
eruptions,  drug-induced  systemic  lupus,
dermatomyositis, lymphomatoid papulosis-like
rash and psoriasis were reported in 10% of patients
who received anti-TNF therapy. Paradoxical
psoriasis has an annual incidence of 5% °6. Studies
have shown that smoking is the main risk factor for
the development of lesions °. In addition,
combination therapy with anti-TNF and
immunosuppressants is associated with a reduced
risk of paradoxical psoriasis °.

According to the literature, the study involving two
patients with RA in 2004 was the first study
reporting the development of psoriatic skin lesions
due to the use of infliximab and etanercept. Similar
cases were published later. Two patients have been
reported in Turkey, one of RA patient treated with
infliximab and the other one is AS patient treated
with etanercept ’.

In a study conducted by Grinblat B and Scheinberg
M, they found 50 cases of psoriasis or psoriasiform
skin lesions due to TNF-a inhibitor use between
April 2005 and February 2007. The most common
disease among these cases was determined as RA
(56%) followed by AS (22%) and inflammatory
bowel disease (14%). Plague psoriasis was
reported as the most common skin lesion, followed
by pustulous form. Other possible involvements
have been reported as nail involvement and guttate
psoriasis. It was determined that 66% of the
patients used infliximab, 34% used etanercept and
20% used adalimumab. In some cases,
development of psoriasis has also been observed
following the use of more than one type of TNF-a
inhibitor.

Generally, symptoms developed after the initiation
of Anti-TNF were seen as late side effects.
However, the mean time for the onset of symptoms
has not been established, as the time interval in
cases varies significantly. Lesions resolved after
discontinuation of therapy in all patients and
remained stable while treatment continued °.
Harrison MJ, Dixon WG, Watson KD, King Y,
Groves R, and Hyrich KL conducted a study in RA
patients who received anti-TNF therapy to identify
those who developed psoriasis and identified 41



cases. In these cases, psoriasis developed in the
first nine months of treatment
(average period of Six months).
In addition, it has been observed that in some cases,
psoriasis occurs at different times from 7 days to 62
months. In the study, it was observed that
adalimumab, the most recently used agent, causes
psoriasis with the same frequency as infliximab
and etanercept ’. In the study, it was observed that
adalimumab, the most recently used agent, causes
psoriasis with the same frequency as infliximab
and etanercept ’. Although the causes of psoriasis
following anti-TNF therapy have not yet been
determined, several assumptions have been made.
The first theory is that these patients are actually
likely to have PsA, mistakenly diagnosed as RA or
AS. In addition, it was stated that the development
of cutaneous side effects may be caused by
bacterial infections. On the other hand, it has been
suggested that psoriasis may occur in association
with other drugs used, and that some drug eruptions
such as exanthematous pustulosis may mimic
psoriasis ’.

Psoriatic skin lesions seen as side effects have been
associated with the use of TNF-o inhibitors. The
development of lesions is due to TNF-o blockade,
not to a specific TNF-o inhibitor.
In some cases, observation of psoriatic lesions with
multiple TNF-a inhibitors supports the class effect
of TNF-a inhibitors as stated in the literature. In
addition, the fact that two of the AS patients in the
study were siblings suggests that genetic
predisposition plays a role in the emergence of this
side effect 7. This side effect is noted to be
associated with altered immunity that occurs in
conjunction with inhibition of TNF activity in
susceptible individuals. It is noted to be associated
with altered immunity that occurs in relation to
inhibition of TNF activity in susceptible
individuals. Anti-TNF therapy has been shown to
increase the activation of autoreactive T cells under
certain conditions. Therefore, it is reported to
cause tissue damage through autoimmune
mechanisms. As with lupus-like syndromes or the
development of anti-nuclear antibodies caused by
anti-TNF, this may be due to a change in the
inflammatory immune response. It has also been
suggested that cytokine imbalance between TNF-a
and interferon-a plays a key role in the
development of psoriatic lesions in patients
receiving chronic anti-TNF therapy. Other
important cytokines such as IL (interleukin) -15, 17
and 12-23 have a role in the pathogenesis of
psoriasis. Chronic anti-TNF therapy may affect the
immunoregulatory pathways of these cytokines.
Thus, it may cause the formation of psoriasis or
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psoriasiform lesions 7. All these studies have
shown that the mechanisms underlying the
paradoxical phenomenon are still unknown.
However, plasmacytoid dendritic cells (PDCs) and
interferon-a (IFN-a)) appear to be key factors.
TNF-a plays an important role in the regulation of
IFN-a production as well as in the inhibition of
hematopoietic PDC  progenitor — maturation.
Inhibition of TNF-o. may result in an abnormal
IFN-0. production by PDCs. There is clinical
evidence that IFN-o suppresses TNF-a °, causing
psoriasis disease activation ®.

In the treatment of psoriatic lesions associated with
the use of TNF-a inhibitors, it has been reported
that the lesions improve with the discontinuation of
the agents.

In some cases, the topical treatment initiated for
psoriasis was sufficient without stopping the
treatment, while in some cases the TNF-a inhibitor
was changed and this paradoxical side effect could
be treated by switching to a different agent.

As a result; In RA, AS and other inflammatory
diseases, psoriasis may be induced or psoriatic skin
lesions may occur or worsen in connection with the
use of the TNF-a inhibitor. The most common form
of psoriasis associated with anti-TNF therapy is the
pustular form and plague type with palmoplantar
distribution.
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