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Adalimumab induced severe paradoxical psoriasis in a patient with
ankylosing spondylitis

Ankilozan spondilit tanili hastada adalimumabin tetikledigi paradoksal psoriasis
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To the Editor,

Anti-tumor necrosis factor (Anti-TNF)’s have been
used frequently in rheumatology and dermatology.
These drugs may cause psoriasiform lesions
paradoxically. In this report, ankylosing spondylitis
patient who developed severe paradoxical psoriasis
while being treated with adalimumab was discussed.

A 23-year-old male presented with erythematous
scaly plaques and pustules on the trunk and
extremities that had been present for 6 months. The
patient had been treated with adalimumab for 1 year
for ankylosing spondylitis. There were multiple small
erythematous and scaly plaques and pustules on the
front and back of the trunk, thick scaled, macerated
plaques, erosions and pustules on the palms and
soles(Figure1-2-3). Adalimumab was stopped. No
triggering  factors  were detected. In  the

Figure 1. Erythematous macerated plaques and
pustules on the sole of the foot.

histopathological examination; confluent
parakeratosis, local granular layer loss, irregular
acanthosis,  neutrophilic ~ spongiosis,  munro

microabses and spongioform pustules, neutrophilic
infiltrates in the epidermis, superficial mild
perivascular lymphocytes and plasma cells were
observed in the dermis(Figure 4-5-6). The patient was
diagnosed with paradoxical psoriasis, methotrexate
(15mg/week) treatment was started. Lesions
significantly regressed in 1 month follow-up(Figure

7-8-9). Figure 2. Erythematous and scaly plaque on the
palm.
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Figure 3. Severe pustular eruption on an
erythematous area on the back of the trunk

Figure 4. Parakeratosis, acanthosis, tortuous and
dilated blood vessels, and the spongiform pustule
of Kogoj (Haematoxylin and eosin x100).

Figure 5. Neutrophils in the epidermis, Kogoj
pustule, spongiosis, parakeratosis and granular
layer loss (Haematoxylin and eosin x200).

Figure 6. Neutrophils in the epidermis, Munroe
abscess, spongiosis, parakeratosis and granular
layer loss (Haematoxylin and eosin x200).
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Figure 7. Erythema, desquamation and pustules on
the sole of the foot (1 month after the termination
of adalimumab).

Figure 8. Erythematous desquamation of the
palms (1 month after the termination of
adalimumab).

Figure 9. Superficial desquamation on the back of
the trunk (1 month after the termination of
adalimumab).

The mechanism of paradoxical psoriasis can be
summarized as blockade of TNF-alpha. Because of
this blockade, innate immune response activation
exaggerates and type I interferon (IFN) increases.
Dentritic cells which activated in paradoxical
psoriasis secrete IFN. IFN stimulates the secretion of
TNF-alpha and IL-23. TNF-alpha suppresses the
release of IFN with negative feedback!-2. Blockade of
TNF increases the production of type-I IFN.
Paradoxical psoriasis is an expression of an ongoing
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type I IFN-mediated innate immunity independently
of the T cell, but the relationship between the
increase in the amount of IFN and keratinocyte
hyperproliferation has not been clearly understood?.
Factors that induce paradoxical psoriasis remain
unclear. Due to concurrent bacterial superinfections
have been identified in a significant number of
patients, infections can induce the development of
paradoxical psoriasis®. We could not show any trigger
factors, including infections.

Histopathological appearance of the disease mostly
overlaps with early psoriasis lesions. Severe dermal
innate immune system cell infiltration (dentritic cell,
neutrophil, eosinophil, mast cell, macrophages) and
increase of mediators managing the innate immune
response are observed'»>®.

Treatment recommendations are based on case series
experience. In the mild disease topical corticosteroids
and  phototherapy-acitretin ~ combination  are
appropriate, anti-TNF therapy does not need to be
discontinued in the first step. In more severe patients,
it is recommended to discontinue anti-TNF therapy
and switch to another class of biological agent.
Dapsone can be considered in pustular form.
Considering the patient's comorbidities,
methotrexate or cyclosporine may be added to the
treatment. There are also examples of cases which
treated with ustekinumab in the literatire, but it
should be kept in mind that ustekinumab treatment
may paradoxically cause psoriasis’™ 0.

Anti-TNF drugs which used in the treatment of
psoriasis can paradoxically cause psoriasiform
lesions. Paradoxical psoriasis usually progresses
mildly, severe forms are observed less frequently as
in our case. In this report, we discuss a case of severe
paradoxical psoriasis secondary to adalimumab
treatment.

Yazar Katkilari: Calisma konsepti/Tasarimt: EZ; Veri toplama: EZ,
GSK; Veri analizi ve yorumlama: EZ, PK; Yaz taslagr: EZ; Icerigin
elestirel incelenmesi: EZ, GSK; Son onay ve sorumluluk: EZ, GSK,
PK; Teknik ve malzeme destegi: EZ; Stupervizyon: EZ, GSK; Fon
saglama (mevcut ise): yok.

Etik Onay: Bu calisma icin yerel veya ulusal yonergelere uygun olarak
etik onay gerekli degildir. Tibbi vakalarnin aynntlarnin  ve
beraberindeki ~ goriintilerin - yayinlanmast  i¢in  hastadan  yazilt
bilgilendirilmis onam alind1.

Hakem Degerlendirmesi: Editoryal degerlendirme.

Cikar Catigmast: Yazarlar, bu makalenin yazarlig ve / veya
yayinlanmasiyla ilgili ¢ikar ¢atismast ilan etmemislerdir.

Finansal Destek: The authors received no financial support for the
research and/or authorship of this article.

Author Contributions: Concept/Design : EZ; Data acquisition: EZ,
GSK; Data analysis and interpretation: EZ, PK; Drafting manuscript:
EZ; Critical revision of manusctipt: EZ, GSK; Final approval and

1770

Cukurova Medical Journal

accountability: EZ, GSK, PK; Technical or material support: EZ;
Supervision: EZ, GSK;; Securing funding (if available): n/a.

Ethical Approval: Ethical approval is not required for this study in
accordance with local or national guidelines. Written informed consent
was obtained from the patient for publication of the details of their
medical case and any accompanying images.

Peer-review: Editorial review.

Conflict of Interest: The authors declared no conflicts of interest with
respect to the authorship and/or publication of this article.

Financial Disclosure: Yazarlar, bu makalenin aragtirmast ve / veya
yazarligi igin herhangi bir mali destek almamuslardir.

REFERENCES

Conrad C, Di Domizio ], Mylonas A, Belkhodja C,
Demaria O, Navarini AA et al. Tnf blockade induces
a dysregulated type I interferon response without
autoimmunity in paradoxical psoriasis. Nat Commun.
2018;9:25.

Soumelis V, Liu Y]J. From plasmacytoid to dendritic
cell: morphological and functional switches during
plasmacytoid pre-dendritic cell differentiation. Eur |
Immunol. 2006;36:2286-92.

Mylonas A, Conrad C. Psoriasis: classical vs.
paradoxical. the yin-yang of tnf and type I interferon.
Front Immunol. 2018;9:2746.

Cleynen I, Vermeire S. Paradoxical inflammation
induced by anti-tnf agents in patients with ibd. Nat
Rev Gastroenterol Hepatol. 2012;9:496-503.

Brown G, Wang E, Leon A, Huynh M, Wehner M,
Matro R et al. Tumor necrosis factor-o inhibitor-
induced psoriasis: systematic review of clinical
features, histopathological findings, and management
experience. ] Am Acad Dermatol. 2017;76:334-41.
Nestle FO, Conrad C, Tun-Kyi A, Homey B,
Gombert M, Boyman O et al. Plasmacytoid
predendritic cells initiate psoriasis through interferon-
alpha production. ] Exp Med. 2005;202:135-43.

Ko JM, Gottlieb AB, Kerbleski JF. Induction and
exacerbation of psoriasis with tnf-blockade therapy: a
review and analysis of 127 cases. | Dermatolog Treat.
2009;20:100-8.

Benzaquen M, Flachaire B, Rouby F, Berbis P, Guis
S. Paradoxical pustular psoriasis induced by
ustekinumab in a patient with crohn's disease-
associated spondyloarthropathy. Rheumatol Int.
2018;38:1297-99.

Puig L, Morales-Munera CE, Lopez-Ferrer A, Geli C.
Ustekinumab treatment of tnf antagonist-induced
paradoxical psoriasis flare in a patient with psoriatic
arthritis: case report and review. Dermatology.
2012;225:14-7.

Li §J, Perez-Chada LM, Merola JF. Tnf inhibitor-
induced psoriasis: proposed algorithm for treatment
and management. | Psoriasis Psoriatic Arthritis.
2019;4:70-80.

10.



