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LETTER TO THE EDITOR

@ OPEN ACCESS

Pyoderma gangrenosum and Behcget’s-like disease induced by secukinumab: a

paradoxical drug reaction
Dear Editor,

Secukinumab, an IL-17A monoclonal antibody, is effective for
refractory hidradenitis suppurativa (HS). Nevertheless, only a few
studies evaluating the effectiveness of secukinumab for HS in
real-life setting are available (1). The rates of patients achieving
clinical response were 41% and 67% in two real-life studies, with-
out any serious adverse effects (2,3). However, various paradoxical
reactions related to the use of secukinumab including HS onset
have been reported (4). We report a case of pyoderma gangre-
nosum associated with Behget's-like disease induced by secuki-
numab in a male suffering from HS.

A 43-year-old diabetic man presented with a 14-years history
of HS which was unresponsive to systemic antibiotics, isotretinoin,

and adalimumab treatments. Due to Hurley stage Ill and refractory
disease, adalimumab treatment was switched to secukinumab
therapy. However, 10days after the sixth dosage of secukinumab
therapy, he noticed hyperemia and edema evolving to painful
ulcerations on the axillary folds where diffuse sinus tracts and
abscesses compatible with HS lesions were located (Figure 1(a)).
Additionally, there were inflammatory pustules and papules on
his sternum, back, legs, and buttocks (Figure 1(b)). Shortly after,
some of these lesions on the legs and buttocks became ulcerated.
During hospitalization, he developed a single genital ulcer and
two oral ulcers that resolved spontaneously within a week. No
recurrent or new ulcers developed thereafter (Figure 1(c-d)).

Figure 1. (a) Ulcerations with undermined and erythematous borders on the left axillary fold where diffuse sinus tracts and abscesses are also seen. (b) Hyperemic
papulopustular lesions and an ulceration on the sternum. (c) and (d) Oral and genital aphthous ulcerations.
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Table 1. Patients’ characteristics with paradoxical pyoderma gangrenosum and Behget'’s like disease following secukinumab.

Sex/age Paradoxical reaction after ~ HLA-B51  Pathergy
References (years) Previous history secukinumab positivity  positivity Management Induction Exacerbation
Shiga et al. (6) M/56  Psoriasis Crohn’s disease, oral ulcers, - NA Systemic steroid + -
genital folliculitis
Grimaux et al. (7) F/36  Refractory Oral ulcers and NA NA Secukinumab withdrawal, + -
spondylarthrosis, inflammatory bowel ustekinumab and
oral ulcers during disease systemic steroid
tocilizumab therapy
Dincses et al. (8) M/34  Ankylosing spondylitis  Oral and genital ulcers, + + Secukinumab withdrawal, - +
arthritis systemic steroid and
certolizumab
M/29  Ankylosing spondylitis Oral and genital ulcers, - NA Secukinumab withdrawal, + -
superficial systemic steroid and
thrombophlebitis and infliximab
bilateral panuveitis
Barrado-Solis F/46  Psoriasis High fever, oral and genital + + Secukinumab withdrawal, + -
et al. (9) ulcers, erythema systemic steroid
nodosum
M/48  Psoriasis and psoriatic  Uveitis and multiple oral - - Secukinumab withdrawal, + -
arthropathy and perianal ulcers, systemic steroid
painful subcutaneous
nodular and
papulopustular lesions
Calleja Algarra F/45  Psoriasis and psoriatic  Oral and genital ulcers, + NA Secukinumab withdrawal, + -
et al. (10) arthropathy papulopustular lesions systemic steroid
Jin et al. (11) F/47  Psoriatic arthropathy ~ Pyoderma gangrenosum NA NA Secukinumab withdrawal, + -
cyclosporine
Wollina et al. (12) F/33 Psoriasis Pyoderma gangrenosum NA - Secukinumab withdrawal, + -
topical and systemic
steroid
Petty et al. (13) F/50  Psoriasis and Pyoderma gangrenosum NA NA Secukinumab withdrawal, + -
palmoplantar cyclosporine
pustulosis
Orita et al. (14) M/29  Psoriasis and psoriatic Pyoderma gangrenosum NA NA Secukinumab withdrawal + -
arthropathy
Present case M/43  Hidradenitis Pyoderma gangrenosum and + - Secukinumab withdrawal, + -

suppurativa Behget's-like disease

systemic antibiotic,
colchicine, topical
steroid

F: female; M: male; NA: Non-applicable.

Punch biopsy of the axillary ulcer edge contained regenerative
changes, neutrophil infiltration, and focal spongiosis. Fibroplasia,
intense plasma cell infiltration, and foreign-body giant cells were
present in all areas of the dermis. A second skin biopsy from the
ulcer margin located on the left leg had small vessel vasculitis.
The microbiologic culture from the ulceration site on the axillary
fold was positive for Proteus mirabilis.

Pathergy test was negative, and blood analysis for HLA-B51
was positive. There was no ocular involvement according to the
International Study Group criteria for Behget’s Disease (BD).
Although the histopathologic examination was compatible with
both pyoderma gangrenosum and inflammatory flare of HS, the
patient also had painful ulcers on the lower extremities and but-
tocks with violaceus border, undermined edges, and a history of
pustules. In the clinical follow-up, these ulcers healed with wrin-
kled paper scars. Based on these findings, the final diagnosis of
our patient was paradoxical ulcerative pyoderma gangrenosum
and Behget's-like disease induced with secukinumab. Therefore,
secukinumab was withdrawn.

The patient was treated with intravenous 4.5mg piperacillin-
tazobactam four times a day with good ulcer care, and colchicine
(0.5mg/three times a day) was started. Topical corticosteroid was
applied on the papulopustular lesions and small sized ulcerations.
After three weeks of therapy, the pain subsided and both granulation
and re-epithelialization began.

HS is a chronic inflammatory disorder in which T helper (Th)1 and
Th 17 cells and their inflammatory mediators including IL-17A and
IL-17F contribute to the disease pathogenesis (5). Currently, adali-
mumab is the only biologic approved for moderate to severe HS.
However, the long-term effectiveness of adalimumab in daily prac-
tice has shown to be variable. Given the limited efficacy of the
existing therapeutic agents, new therapies targeting the main
inflammatory cytokines in HS are needed (1).

Though secukinumab, an IL-17A monoclonal antibody, is effec-
tive in the treatment of HS, paradoxical HS associated with its
usage has been reported (4). Moreover, paradoxical pyoderma
gangrenosum (PG) and exacerbation or triggering of Behcet's-like
disease following secukinumab have occurred (Table 1) (6-14).
HLA-B51 was detected in 4 of 7 patients. Discontinuation of the
suspected drug was the most common treatment.

Our patient presented with paradoxical ulcerative PG and
Behcet's-like disease which belong to the spectrum of neutrophilic
dermatoses. Neutrophilic dermatoses are a heterogeneous group
of cutaneous inflammatory diseases characterized by the accumu-
lation of neutrophils in the skin. Interleukin (IL)-17 is a driving
force for the activation and migration of neutrophils (15). After
IL-17A inhibition by secukinumab, other forms of IL 17 as well as
the pathogenic cytokines like IL-22 and IL-23 increase as compen-
satory mechanism. This leads to stimulation of neutrophil activa-
tion and paradoxical reaction. Impairment of the mucosal barrier



due to inhibition of IL-17 and the triggering of innate inflammation
by environmental microorganisms may also play a role in BD (4).
Bacteria may be involved in HS pathogenesis (5). In our patient,
IL-17 inhibition may have contributed to alteration of the cutane-
ous microbiome, leading to secondary bacterial infection (Proteus
mirabilis) and subsequent disease progression with paradoxical
reaction.

Although there are reports of similar paradoxical reactions
separately in the literature, to our knowledge our patient is the
first case who presented with Behget's-like disease and PG con-
currently following secukinumab. Further studies and case reports
to assess the safety of secukinumab would be required.
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