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ABSTRACT

0z

Recent years, we are witnessing a more frequent use of
biological agent treatments. Secukinumab (SEC) has been used
successfully in the management of psoriasis, psoriatic arthritis,
and ankylosing spondylitis. However, the cases of SEC-related
lichen planus (LP) are rarely encountered in the literature.
Herein, this report presents a case of oral LP induced by SEC
in a 33-year-old patient with psoriasis. In addition, this report
aims to review the lichen reactions associated with SEC in the
literature. In conclusion, LP cases attributable to SEC use are
increasingly being observed in new reports. Clinicians who
use SEC in their patients should be aware of this side effect
and observe patients in terms of cutaneous-mucosal LP. With
the introduction of new interleukin-17 (IL-17) inhibitors, the
reporting of side effects is crucial for learning whether LP is
class side effects or drug-specific side effects for clarifying
pathogenesis. Dermatologists and rheumatologists should be

Biyolojik ajan tedavileri son vyillarda artan siklikta
kullanilmaktadir. Sekukinumab (SEK) sedef hastaligi, psoriatik
artrit ve ankilozan spondilitte basariyla kullaniimaktadir.
Sekukinumab ile iliskili liken planus (LP) olgularina literattirde
nadiren rastlanmaktadir. Burada, sedef hastaligi olan 33
yasinda bir kadinda sekukinumab ile indiiklenen oral LP
olgusunu sunuyoruz. Ek olarak literattirdeki sekukinumab ile
iliskili liken reaksiyonlarini da gozden gecirmeyi amacladik.
Sonug olarak, SEK kullanimina bagli LP olgulari yeni raporlarla
artmaktadir. Hastalarinda SEK kullanan klinisyenler bu yan
etkinin farkinda olmali ve hastalarini kutanoz ve mukozal
LP agisindan gozlemlemelidir. Yeni interlokin-17 (IL-17)
inhibitorlerinin kullanilmaya baslanmasiyla, LP yan etkisinin
sinif yan etkileri mi yoksa ilaca 6zgii yan etkiler mi oldugunu
ve patogenezi acikhiga kavusturmak icin yan etkilerin
raporlanmasi onemlidir. Dermatologlar ve romatologlar IL-

aware of the very rare negative effect of I1L-17 inhibitors.
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Introduction

Paradoxical drug reactions are unexpected drug reactions. Paradoxical
psoriasis is the most common paradoxical reaction during tumor necrosis
factor-alpha treatment, which is one of the biological agent treatments
(1). There has been an increasing use of biological agent treatments
in recent years. Secukinumab (SEC) has been used successfully in the
management of psoriasis, psoriatic arthritis, and ankylosing spondylitis
(2). However, the cases of SEC-related lichen planus (LP) are rarely

encountered in the literature (3-7).
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17 inhibitorlerinin ¢cok nadir olumsuz etkilerinin farkinda
olmalidir.

Anahtar Kelimeler: Sekukinumab, IL-17 inhibitorleri, liken
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Herein, this report presents a case of SEC-induced oral LP in a 33-year-
old woman with psoriasis. In addition, this report aims to review the
lichen reactions associated with SEC in the literature. Dermatologists
and rheumatologists should be aware of the very rare negative effect of
interleukin-17A (IL-17A) inhibitor SEC.

Case Report

SEC treatment was initiated in a 33-year-old patient who was followed
up with psoriasis and previously received methotrexate, cyclosporine,
and narrow-band ultraviolet B phototherapy treatments. In this SEC-
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treated case for about three months, psoriasis area severity index 100
was reached. The patient had no other disease than psoriasis. Moreover,
there was no other drug use other than SEC.

In the third month of treatment, reticular plaques appeared in the
buccal area on the oral mucosa of the patient (Figure 1). Biopsy and
direct immunofluorescence were performed from the oral mucosa of
the case with the preliminary diagnosis of LP and pemphigus vulgaris.
In the laboratory parameters, normal or negative were the remaining
peripheral blood count, C-reactive protein, liver enzyme, creatinine,
antinuclear antibody, UTRNP, Sm, Ro, La, SCL-70, CENP, Jo- 1, dsDNA,
and PmScl. The histopathology revealed band-like lichenoid infiltration
and basal vacuolar changes (Figure 2). Direct immunofluorescence
examination was negative. Oral LP was diagnosed clinically and
histopathologically. The evaluation of Naranjo adverse drug reaction
(ADR) probability scale revealed that the case had 6 points (6/10;
probable ADR). The final diagnosis was a paradoxical drug reaction with
SEC-induced oral LP. SEC was not discontinued because the reaction
was not life-threatening. Oral lichen was controlled with topical
corticosteroid treatment. In the follow-up of the patient for six months,
the lesions have remained stable and the follow-up was continued.
Informed consent was obtained from the patient for the publication of
this case report and images.

Discussion

IL-17A is a cytokine that is believed to play a key role in the pathogenesis
of psoriasis (8). SEC is a fully humanized anti-I.-17A° monoclonal

Figure 1. Reticular plaques on the right buccal area
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antibody. Many cutaneous side effects of SEC, including LP/lichenoid
reactions (LR), have been reported previously (9). In the literature, we
have determined five case reports for SEC-related LP (3-7). Our case was
the youngest patient among them.

Although Doolan et al.’s (3) case did not have oral mucosal involvement,
all others had involvement of oral mucosa (4-7). Maglie et al.’s (7) case
had both oral mucosa and trunk involvement. In our case, only oral
mucosal involvement was present. LP/LR lesions occurred in patients
from 1 week to 8 months after the onset of SEC treatment in the
literature. In our case, lichen lesions developed in the third month
of treatment. Treatment was discontinued in four patients (4-7) who
developed a SEC-related reaction; in one of them, SEC administration
was changed to that of Ixekizumab (5). In our case, as in Doolan et al.
(3), SEC treatment was not stopped because the lesions were stable.
In patients who were discontinued SEC, there was an improvement in
lesions between four weeks and eight weeks (4-7). In our case, who SEC
treatment was not ceased, the lesions did not recover completely, but
remained stable, similar to the case of Doolan et al. (3).

The literature reported two cases of concomitant oral candidiasis cases
(5,6). Histopathology was performed in four of five patients, and one
case was diagnosed clinically and dermoscopically. Histopathology was
compatible with LP in two patients and with LM in two patients. Our
case was histopathologically compatible with LP and no simultaneous
candida was detected. Table 1 shows detailed information about all the
cases reported in the literature along with our case.

Several hypotheses have been proposed to explain the LP side effects
of SEC. SEC may trigger oral LP development by causing oral candidiasis
(6). Another factor is dendritic cell upregulation and an increase of type
I interferon (IFN) after IL-17 neutralization (3). An obvious increase in
plasmacytoid dendritic cells and IFN in cutaneous and oral lesions in LP
also supports this result (10). However, it is not clear how the reaction
was triggered.

Thompson et al. (4) believed that oral LR were the class side effects
of 1L-17 blockers. However, Capusan et al. (5) believed that this was a
drug-specific side effect rather than a class side effect because the same
side effects are not observed after switching to Ixekizumabh. More case
reports and observations are needed to clarify this situation.

BT

Figure 2. The band-like lichenoid infiltration and basal vacuolar changes in
the histopathology (hematoxylin and eosin, x40)
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Table 1. Literature data to date about the LP/LM due to secukinumab use

Author-year A/G Clinical findings

Painful erosions and Consistent with

Thompson etal. {H), 2076 | |62/M ulcers on the lower lip LM
Painful whitish . .
Komori et al. (6), 2017 74/F plaques on the left EgnSIStent with
buccal mucosa
Thickened plaques . .
Doolan et al. (3), 2017 56/M on ankles bilaterally El(;nmstent g
(hypertrophic LP)
. Clinical and
Violaceous papules dermoscopic
Maglie et al. (7), 2018 50/M on the trunk and oral diagnosis
plaques
Painful ulcerative Consistent with
Capusan et al. (5), 2018 45/M lesions on dorsum of
the tongue
our case 33/F Reticular plagues on  Consistent with

the buccal mucosa LP

Histopathology

Time to Time to Cessation of Therapy for
. . Outcome .

reaction resolution  IL-17 reaction

1 week 6 weeks Yes Recovery Triamcinolone 0.1%

5months 2 months Yes Recovery Amphotericin B
Betamethasone

6 months NR No Stabilized dipropionate cream
(0.05%)

1 months 4 weeks Yes Recovery Cyclosporine

8 months 8 weeks Swﬁ;hed to Recovery !tracongzole .

Ixekizumab intralesional steroid
3 months NR No Stabilized Topical steroid

A: Age, G: gender, M: male, F: female, LP: lichen planus, LM: lichenoid mucositis, NR: not reported, IL: interleukin

LP and LR cases attributable to SEC use are increasingly being observed
in new reports. Clinicians who use SEC in their patients should be aware
of this side effect and observe patients in terms of cutaneous-mucosal
LP. With the introduction of new IL-17 blockers, the reporting of side
effects is important for learning whether LP and LR are class side effects
or drug-specific side effects and clarifying pathogenesis.
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