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ABSTRACT

Background: Anti-I'NEF drugs have revolutionized the management of numerous inflammatory discases, yet
they may produce paradoxical effects. Materials and Methods: A descriptive study was conducted on patients
with chronic inflammatory bowel disease (IBD) on anti-I'NF therapy who had developed paradoxical psoriasis.
Results: Out of a total of 218 patients followed for IBD on TNF inhibitors, five presented with paradoxical psoriasis.
In four patients, a specific treatment for psoriasis was associated with anti-I'NI” treatment. In one patient, a swap
to ustekinumab was decided. Good progress was noted in four patients. In one, there was no improvement of the
psoriasis on methotrexate, which was switched to another anti-I'NI" agent. Conclusion: In our experience, TNI
inhibitor-induced psoriasis is relatively rare (prevalence of 2.3%). The choice of treatment is reached by assessing
the benefit-risk balance.
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INTRODUCTION

Anti-I'NF drugs are among the therapeutic tools that
have revolutionized the management of numerous
inflammatory diseases, including chronic inflammatory
bowel disease (IBD) and psoriasis. However, these
treatments may produce paradoxical effects and
induce the very disease they were designed to treat,
as in the case of psoriasis. Thus, when faced with
TNF inhibitor-induced psoriasis in a patient with
IBD, there is a dilemma. The question is whether the
treatment should be continued or stopped or whether
the therapeutic class should be changed. Herein, we
report five cases of TNF inhibitor-induced psoriasis in
patients followed for IBD.

MATERIALS AND METHODS

A prospective descriptive study was conducted on
218 patients with chronic IBD on anti-I'NF therapy who
developed paradoxical psoriasis when on treatment.
The assessment of the severity of skin involvement
took into account the extent of the psoriatic rash, its
location, and its impact on the patient’s quality of life.
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RESULTS

Out of a total of 218 patients followed for IBD on TNF
inhibitors, five presented with paradoxical psoriasis,
giving a prevalence of 2.3%. Among them were three
females and two males, with an average age of 43 years.
Our patients had no personal or family history of
psoriasis. All five patients had Crohn’s disease, among
whom two had ano-perineal manifestations. Three
patients were on adalimumab and two on infliximab.
The mean time to the onset of paradoxical psoriasis
was nine months from the beginning of the treatment.
In four cases, the psoriasis lesions appeared during the
clinical and endoscopic remission of IBD and, in only
one case, the patient was in a clinical relapse. These
were two cases of inverse psoriasis (Figs. la—1c), one
of genital psoriasis (Figs. 2a and 2b), one of plaque
psoriasis, and one of scalp psoriasis. Skin involvement
was moderate in three cases and mild in two (Table 1).
Histological confirmation was required in one patient.

Table 1: A summary of the location and severity of psoriasis
Site of Lesions PASI Score DLQI Score
Cutaneous fold Moderate Moderate
sInfra-mammary
*Retro-auricular
eIntergluteal
Umbilical
Genital Mild Mild
* Pubis
* Penis
* Scrotum
Cutaneous fold
* Intergluteal
* Perineal
Patient 4 Arm Mild Mild
Trunk
Patient 5 Scalp

Patient 1
[Figure 1]

Patient 2
[Figure 2]

Patient 3 Moderate Severe

Moderate Moderate

a R ekl b

In four patients, TNF-inhibitor therapy was maintained
and combined with psoriasis-specific treatment
(dermocorticoids in two cases, methotrexate in one,
and keratolytic cream in one). In the only patient
with moderate psoriasis who was in a Crohn’s disease
relapse, TNF-inhibitor therapy was suspended and a
swap to ustekinumab was decided by a bi-disciplinary
concertation. Good progress was noted in four patients.
In one, there was no improvement of the psoriasis on
methotrexate, hence the need for a switch to another
anti-I'NF agent, with good progression thereafter.

DISCUSSION

Anti-I'NF-a drugs have been clearly shown to be
effective in the treatment of numerous inflammatory
diseases, including chronic inflammatory bowel disease
(IBD) and psoriasis. Paradoxically, these treatments
may induce and/or worsen psoriatic skin lesions. The
prevalence of TNF inhibitor-induced psoriasis in IBD
is estimated to be between 1.6% and 2.7% [1,2], which
1s consistent with our experience (2.3%).

In the current literature, infliximab is the most
frequently reported TNF-ovinhibitor to induce psoriatic
eruptions, followed by etanercept, adalimumab,
certolizumab pegol, and golimumab [3]. Despite this,
the incidence rate of TNF inhibitor-induced psoriasis
remains the same for all anti-I'NF agents [2]. In our
experience, adalimumab was responsible for psoriasis
in three cases and infliximab in two.

The different risk factors identified as predisposing
to TNF inhibitor-induced psoriasis are smoking, the
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Figure 1: Inverse psoriatic lesions in a (a) umbilical and submammary, (b) retroauricular, (c) and intergluteal location.
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Figure 2: (a) Genital psoriasis lesions; (b) evolution after treatment
with dermocorticoids.

female sex, and a genetic predisposition to psoriasis [2].
In two studies, patients with IBD and TNF inhibitor-
induced psoriasis had no personal or family history
of psoriasis [1,2], which was also the case in our
experience.

Clinically, patients may present with different forms
of psoriasis, including plaque psoriasis, palmoplantar
pustular psoriasis, guttate psoriasis, and inverse
psoriasis [4]. The most common phenotype of psoriasis
was palmoplantar pustulosis [1]. In our experience,
there were two cases of inverse psoriasis, one case of
genital psoriasis, one of plaque psoriasis, and one of
scalp psoriasis.

The median time from the beginning of treatment
to the appearance of skin lesions was twelve months
(maintenance period). In our experience, the time from
the initiation of treatment to the appearance of skin
lesions was nine months on average.

Induced psoriasis lesions most often appeared during
the remission of IBD, as shown in a study on fourteen
pediatric patients [5]. In our experience, psoriatic
lesions appeared during the remission of IBD in four
cases.

Regarding treatment, there is no standard approach to
the management of TNF-induced psoriasis, making
the treatment of TNF inhibitor-induced psoriasis a
challenge. A review of the literature was presented
on TNF inhibitor-induced psoriasis with a proposed
treatment algorithm [6], which takes into account both
the severity of the rash and the characteristics of the
underlying disease. The decision to continue, suspend,
or replace anti-I'NF therapy should be carefully
discussed with the patient, taking into account the
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severity of the rash, the needs of the underlying disease,
and the availability of other treatment options. It should
be noted that the severity of the rash should be defined
taking into account the extent of the psoriatic rash as
well as its impact on the patient’s quality of life (e.g.,
the involvement of the palms, soles, face, and genitals,
and the psychological impact), as recommended by the
National Psoriasis Foundation [7].

For patients with mild psoriatic disease and stable
underlying disease, a “continuous treatment” strategy
is employed, in which anti-I'NF therapy is continued
in combination with conventional psoriasis-specific
therapy (topical steroids, UV therapy, methotrexate
(MTX), cyclosporine and acitretin) [6]. Cyclosporine
should be used in the short term and with great
caution, especially in patients with severe IBD,
as it may be lethal in combination with anti-I'NF
drugs [8,9]. A 2016 study revealed that 45% of
patients on M'TX achieved a 75% reduction in the
psoriasis severity index score after 12-16 weeks [10].
Furthermore, the largest study to assess the efficacy
of MTX in patients with IBD showed 59.9% and
40% ctficacy for CD and UG, respectively, with rates
comparable to smaller studies on this issue [11]. In
our experience, the only patient who received MTX
in combination with an anti-TNF agent had no
improvement of their psoriatic lesions.

This “continuous treatment” strategy resulted in a
complete resolution in 26% to 41% of cases and a
partial response in 25% to 57.4% [3,12,13], making it
a highly attractive treatment option, especially since
the discontinuation of TNF inhibitors may worsen
gastrointestinal symptomatology.

However, for patients with mild psoriatic disease and
underlying IBD poorly controlled by TNF inhibitors or
in patients with moderate to severe psoriasis and IBD
stabilized on TNF inhibitors, it has been proposed to
switch to another anti-‘I'NF agent while maintaining
psoriasis-specific treatment. However, the success
rate of this approach is limited as complete resolution
has only been observed in 5% to 36.7% of cases, with
a partial response in 18.4% of cases [3,12-14]. More
than half of patients may experience a recurrence of
skin lesions after the reintroduction of another TNF
inhibitor or the same TNF inhibitor [2,15]. In our
experience, the only patient who had a switch of their
anti-I'NF agent had an improvement of their psoriatic
lesions without recurrence.
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In the refractory cases of TNF inhibitor-induced
psoriasis and patients with moderate to severe rash
whose underlying a disease 1s not well controlled, it is
suggested that a change of the drug class in combination
with a topical or systemic psoriasis therapy should be
undertaken. This may increase the chance of the
resolution of paradoxical psoriasis and the underlying
IBD. Indeed, it has been reported that, in approx. 64.3%
of cases, patients who discontinue TNF inhibitors and
switch to non-anti-I'NF treatments see the resolution
of their psoriatic lesions [14]. In our experience, the
only patient who was swapped to ustekinumab was in
the process of improving their psoriatic lesions.

The change in the therapeutic class would be toward
ustekinumab (anti-I1L.12/23 agent), which is indicated
both for the treatment of active and anti-TNF
refractory IBD and for moderate to severe psoriasis.
Dermatologically, ustekinumab is an effective and
safe treatment for psoriasis [16]. Some studies have
shown that ustekinumab resolved skin lesions in more
than 75% of cases [17], and one study reported that
resolution was complete in 75% of cases. Yet, even with
this seemingly revolutionary molecule, some cases of

paradoxical psoriasis have been described [18-20].

[t is also recommended that immunosuppressive
agents, such as 6-mercaptopurine and azathioprine,
should be reconsidered in some cases, when compared
to novel biological therapies [6].

CONCLUSION

TNF inhibitor-induced psoriasis is a real dilemma
for the gastroenterologist and dermatologist because
of a lack of a standard approach to its management.
The benefit/risk balance must be assessed in order to
avoid deleterious effects on either the gastrointestinal
tract or the skin. The choice of treatment depends
on the severity of the underlying pathology and the
dermatological lesions and should be made on a case-
by-case basis and by a bi-disciplinary consultation. The
difficulty lies in the fact that all drug classes may cause
paradoxical psoriasis.

Statement of Human and Animal Rights

All the procedures followed were in accordance with the ethical
standards of the responsible committee on human experimentation
(institutional and national) and with the 2008 revision of the
Declaration of Helsinki of 1975.
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