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SUMMARY

We present the case of an 18-year-old woman with Crohn’s disease manifested by diffuse abdominal
pain, bloody diarrhea accompanied by arthralgia, and swelling of large joints. On the lateral aspect of
her right ankle there was an hemorrhagic, necrotic bullous lesion measuring 3 x 4 cm, surrounded by
cutaneous inflammation and erythema. Biopsy showed a neutrophilic abscess-like ulcerative skin in-
flammation, which was diagnosed as pyoderma gangrenosum. The patient was treated with high doses
of parenteral methylprednisolone, but her condition failed to improve and infliximab, a TNF-o blocking
agent, was instituted. An immediate response of Crohn’s disease was observed and, over the next 5
weeks, the ulcer on her right ankle also healed completely.

Introduction

Pyoderma gangrenosum (PG) is a rare, probably
immune-mediated ulcerating skin disease. In up to 50%
of cases, PG is associated with an underlying systemic
disorder, most commonly inflammatory bowel disease,
connective tissue disease, or a hematological disorder
(D). Therapeutic strategies have been based primarily
on immunosuppressive therapy (2). Since the introduc-
tion of infliximab, a TNF-o. blocking agent, in the treat-
ment of various immune mediated diseases including
Crohn’s disease (CD), several retrospective reviews and
studies have reported the efficacy of this biological
therapy in PG as well (3).

We present a patient that developed PG as a com-
plication of CD and was successfully treated with
infliximab after all conventional therapy had proved

ineffective.

Case report

An 18-year-old woman with abdominal pain, bloody
diarrhea, fever, and weight loss was diagnosed with CD
in November 2003. Treatment with a combination of
mesalazine and a short course of antibiotics (cipro-
floxacin, metronidazole) resulted in a remission, which
was maintained for nearly 2 years with low-dose
mesalazine (800 mg t.i.d.). In September 2005, the pa-
tient developed a relapse, manifested by diffuse ab-
dominal pain and bloody diarrhea (at least eight stools
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Figure 1. Epidermis and dermis with superficial
necrosis and abscess formation.

per day) accompanied by arthralgia and swelling of
large joints. After a month of unsuccessful corticoster-
oid therapy (methylprednisolone 40 mg daily) admin-
istered in an outpatient setting, she was admitted to our
department.

On admission the patient was afebrile, and palpa-
tion of the left lower quadrant of her abdomen was
painful. On the lateral aspect of her right ankle, there
was a hemorrhagic, necrotic, bullous lesion measuring
1 x 2 c¢m, surrounded by cutaneous inflammation and
erythema. The lesion had appeared 3 days before ad-
mission as a small painful papule. Biopsy (Figure 1, 2)
showed an acute neutrophilic abscess-like ulcerative
skin and subcutaneous inflammation, which was con-
sistent with the diagnosis of PG. The patient was treated
with parenteral methylprednisolone administered in

Figure 2. Acute necrotic focus within
subcutaneous fat tissue.

pulses of 500 mg each on 3 consecutive days, followed
by oral methylprednisolone (60 mg/day) and azathio-
prine (150 mg/day). Her condition failed to improve.
Because of persistent diarrhea she continued to lose
weight (15 kg in 3 weeks), and the ulcer on her right
ankle grew to the size of 3 X 4 cm and showed no signs
of healing (Figure 3). After 3 weeks of the above immu-
nosuppressive treatment, infliximab was instituted. It
was administered according to the standard protocol,
in a dose of 5 mg/kg given by infusion at weeks 0, 2,
and 6. An immediate response was observed. A week
after the first infusion, the patient left our hospital with
no clinical signs of CD. Over the next 5 weeks, the ul-
cer on her right ankle healed completely (Figure 4).
Since December 2005, infliximab has been administered
at 8-week intervals in combination with azathioprine

Figure 3. Pyoderma gangrenosum before
treatment with infliximab.

Figure 4. Pyoderma gangrenosum 6 weeks after
the start of treatment with infliximab infusions
(three doses).
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(150 mg/day). At the time of reporting, both CD and
PG are still in complete clinical remission.

Discussion

CD is a chronic inflammatory disease of unknown
etiology, but an interplay of genetic, environmental, and
immunological factors is crucial in its pathogenesis.
Between 1 and 5% of patients with CD develop PG as
an extraintestinal manifestation, which tends to occur
mainly in colonic CD with penetrating complications
4, 3.

PG is a chronic noninfectious inflammatory skin le-
sion. Usually starting as a painful papule or pustule, it
soon progresses to a rapidly expanding ulcer with un-
dermined edges (6). The etiology of PG remains un-
known, although an immunologically mediated patho-
genetic mechanism has been hypothesized (7). The his-
tological findings are also unspecific (8). Systemic im-
munosuppressive agents (glucocorticosteroids, azathio-
prine, cyclosporine, alkylating agents) are the mainstay
of treatment but they are not always effective and their
prolonged use may also be associated with significant
side effects (2). Effective and safe treatment therefore
remains a challenge.

Infliximab has been widely and successfully used
for treatment of moderate to severe intestinal CD that

does not respond to first-line therapy. Recently, it has
also been proposed for the treatment of extraintestinal
manifestations of CD (3, 9).

In our patient both CD and PG responded dramati-
cally to infliximab administration. We can only specu-
late to what extent the leg ulcer healed due to remis-
sion of the intestinal disease, and to what extent its reso-
lution was due to the direct impact of infliximab on PG.
However, the efficacy of infliximab as a treatment for
PG has been demonstrated by molecular, biochemical,
and clinical studies. Neutrophils are the main cells in-
volved in attacking PG, and TNF-a seems to play a ma-
jor role. It induces NF-xB activation, augments neutro-
phil activation and chemotaxis through upregulation
of chemokines and adhesion molecules, and induces
reactive oxygen intermediate synthesis and lipid
peroxidation (10). In addition, apoptosis of monocytes
and activated T lymphocytes via the caspase pathway
may be an important mechanism that could explain the
powerful and sustained anti-inflammatory effect of
infliximab in patients with chronic active CD (11, 12).
Additional studies are needed to further clarify the rela-
tionships between PG, CD, neutrophils, and TNF-a.

In conclusion, treatment options for PG have greatly
expanded with the introduction of TNF-o blocking
agents. Our case report supports the use of infliximab
as an alternative therapy for PG associated with CD
when conventional treatment is ineffective.
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