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Pyoderma gangrenosum solved by
ustekinumab therapy™

Pioderma gangrenoso resuelto mediante
terapia con ustekinumab

Pyoderma gangrenosum is a neutrophilic ulcerative-necrotic
dermatosis which manifests as a sterile nodule or pustule
that rapidly progresses to a painful purulent ulcer with irre-
gular, serpiginous, oedematous, violaceous and undermined
borders. They can occur in any location, but the most stri-
king and common forms occur on the legs.

It is the most serious skin manifestation associated
with inflammatory bowel disease (IBD), although it can be
associated with other systemic conditions such as myelodys-

plastic syndromes, monoclonal gammopathy, leukaemia and
rheumatoid arthritis. In general, it is more common in ulce-
rative colitis (UC) than in Crohn’s disease (CD)." Although
it usually coincides with the reactivation of underlying IBD,
that is not always the case.

We present the case of a patient with CD and pyoderma
gangrenosum that responded after treatment with ustekinu-
mab.

The patient was a 29-year-old woman with complex fis-
tulising CD, with total colectomy and terminal ileostomy
performed eight years earlier, and a history of pyoderma
gangrenosum which had previously responded to ciclospo-
rin and local measures. She was referred with a two-month
history of very painful pretibial skin lesions on both legs,
accompanied by fever. At that time, the patient was being
treated with adalimumab (with an intensified regimen of

Figure 1
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80mg/2 weeks) with good control of her gastrointestinal
symptoms.

On admission, a biopsy was taken of the lesion
and the exudate «cultured. The culture showed a
carbapenemase-producing Pseudomonas aeruginosa,
sensitive to piperacillin-tazobactam and ciprofloxacin. A
histological study showed a necrotic epidermis with abscess
formation and granulation tissue with fibrin and blood
deposits, acute chronic infiltrate with a predominance of
neutrophils, without the presence of granulomas, in addi-
tion to mild spongiosis and mixed perivascular inflammatory
infiltrate in the adjacent epidermis. All this is compatible
with the diagnosis of pyoderma gangrenosum. The patient
was started on targeted antibiotic therapy, corticosteroid
therapy and local measures (permanganate, clobetasol and
mupirocin), and wound dressing sessions were booked in
the dermatology operating theatre.

The patient remained in hospital for 15 days, when she
was discharged with partial improvement of the lesions.
However, at her one-month outpatient follow-up, the skin
lesions were found to have worsened, although she remained
asymptomatic from a gastrointestinal point of view. With the
aim of controlling her dermatological symptoms, it was deci-
ded to discontinue adalimumab and start ustekinumab, with
a first dose of 260mg IV, after which she improved signifi-
cantly, with no observed recurrence of her gastrointestinal
symptoms (Fig. 1). The patient is currently on maintenance
therapy with ustekinumab (90 mg/8 weeks), and free of both
gastrointestinal and dermatological symptoms.

The diagnosis of pyoderma gangrenosum is based on
compatible, but not specific, clinical and histological fin-
dings, as well as the ruling out of other possible diagnoses.
The differential diagnosis varies depending on the form of
presentation: ulcerative, pustular, bullous or superficial. Of
all the disorders we have to consider, the main one is Sweet’s
syndrome which, like pyoderma, is a neutrophilic derma-
tosis that also occurs frequently in IBD. Other disorders to
include in the differential diagnosis are vasculitis, bacte-
rial, fungal (sporotrichosis) and viral infections, neoplastic
diseases (such as cutaneous squamous cell carcinoma and
skin metastases), systemic lupus erythematosus, Behcet’s
disease, cutaneous Crohn’s disease and ulcerated necrobio-
sis lipoidica.?

Traditionally, immunosuppressants such as ciclosporin,
azathioprine or mycophenolate mofetil, and antibiotics such
as doxycycline have been used to treat pyoderma gangre-
nosum. More recently, biological drugs have revolutionised
the treatment of this disease, the main ones used being
infliximab, etanercept, adalimumab and certolizumab.?

Ustekinumab, the latest biologic drug approved for use
in CD, is emerging as a valid alternative. However, only iso-
lated cases of pyoderma treated with this drug have been
described since Guenova et al. did it for the first time in
2011, observing that IL-23 was overexpressed in the biopsy
of the lesion compared to biopsies of healthy skin.*

In the case of our patient, ustekinumab achieved a signifi-
cant improvement in her pyoderma gangrenosum, previously
refractory to anti-TNFs, in addition to maintaining remis-
sion from a gastrointestinal point of view, all of which is
extremely interesting in terms of the potential future deve-
lopment of the drug in this disease.
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Experience with tofacitinib in )
patients with refractory ulcerative @
colitis™

Experiencia local con tofacinitib en pacientes
con colitis ulcerosa refractaria

Tofacitinib is a Janus kinase (JAK) inhibitor, particularly of
JAK 1 and JAK 3, that works at an intracellular level blocking
the activity of multiple cytokines. Unlike other biological

* Please cite this article as: Lopez Gonzalez J, Hernandez Martinez
A, Lazaro Saez M, Vega Saenz JL. Experiencia local con tofacinitib
en pacientes con colitis ulcerosa refractaria. Gastroenterol Hepatol.
2021;44:300-301.

drugs, which act by blocking a specific cytokine, tofacitinib
is also administered orally, making it an easier and possibly
preferred route of administration for patients. It has other
advantages, such as its short half-life, speed of action and
low molecular weight which means that it does not induce
immunogenicity.

We carried out a descriptive retrospective study at
Hospital Torrecardenas, analysing the seven patients with
ulcerative colitis treated to date with tofacitinib. The main
characteristics of these patients are shown in Table 1.

Of the seven patients treated, five were male (75%) and
two female (25%). They were aged from 26 to 67 (mean age
50.4, median 56). Four patients had pancolitis and three had
left-sided colitis. None of them presented extraintestinal
manifestations.

All the patients had previously been treated with at
least three biologic drugs (2 anti-TNFs and vedolizumab).
All patients had severe endoscopic activity (Mayo endoscopic
subscore of 3) and histological activity (Rutter grade 4).
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