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Abstract

Background: The indications for
anti-TNFa therapy for inflammatory
bowel diseases (IBD) have increased
to include demonstrable mucosal
healing, improvement in quality of
life, and treatment of extraintestinal
manifestations  including  arthritis,
sacroiliitis and pyoderma gangrenosum
(PG).

Case report: A male smoker, 27 years
old, with enteropathic arthropathy on
top of Crohns disease (CD) had a disease
duration of 2.25 years. He had severe
Crohns disease activity index (CDAI =
473)and a poor health status as assessed
by the IBD questionnaire (IBDQ) of
39. He had oligoarthritis and bilateral
sacroiliitis. There was limited chest
expansion and lumbar spine mobility.
The patient had PG on the dorsum of the
right foot and mild bilateral uveitis. He
was receiving sulphasalazine 2000 mg/
day and low dose corticosteroids 10 mg/
day and was then given cyclosporine
for a month and the steroid dose
elevated (60 mg/day) but with partial
improvement. Cyclosporine was
stopped and the patient remarkably
improved after receiving, in addition to
the corticosteroids, IVinduction regimen
of infliximab 5mg/kg at 0,2 and 6 weeks.
A remission occurred (CDAI 98.5) with
fading of arthritis, notable decrease in
the size and severity of the PG lesion and
a significant disappearance of the back
stiffness with an increase in the chest
expansion and lumbar spine mobility.
The IBDQ significantly improved to be
159.

Conclusion: Anti-TNFa such as infliximab
could be considered as a promising
option for treatment of severe CD
patients and for those with PG.
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Introduction

Inflammatory bowel diseases (IBD)
are intestinal inflammatory conditions
of unknown etiology, characterized
by remissions and exacerbations, with
Crohn’s disease (CD) as one of the main
phenotypes'. The pathogenesis of CD is
not totally understood, but bowel damage is
induced by uncontrolled immune activation
and inappropriate response to luminal
antigens resulting in an imbalance between
pro and anti-inflammatory cytokines which
maintains chronic tissue damage?. Arthritis
is the most common extraintestinal
manifestation of IBD having an impact
on morbidity and quality of life, yet the
mechanisms surrounding its development
remain unclear **,

Major advances have been achieved
over the last decade both in the clinical
and scientific understanding of the
spondyloarthritides (SpA). The proven
high efficacy of TNF blocker treatment
has meant a breakthrough for SpA patients,
who until recently had only quite limited
treatment options’.

Case report

A male smoker, 27 years old, with
enteropathic arthropathy on top of Crohns
disease (CD) fulfilled the FEuropean
spondyloarthropathies study group (ESSG)
spondyloarthropathy classification criteria®.
The disease duration was 2.25 years. The
Crohns Disease Activity Index (CDAI)
was assessed’ as well as the Inflammatory
Bowel Disease Questionnaire (IBDQ)®.
Thorough rheumatologic  examination
was performed for any joint or axial
involvement. Plain X-ray of the affected
and sacroiliac joints was performed. The
New York scoring method for the sacroiliac
joints (SIJ) was followed®’. The study was
approved by thelocal ethics committee and a
written consent was obtained according to
the Declaration of Helsinki.
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The patient had severe CD (CDAI = 473) and IBDQ of
39. He had oligoarthritis involving the left knee and
ankle. There was severe tenderness of the ankle and
moderate in the knee with moderate effusion in both.
There was associated bilateral clinical sacroiliitis with
moderate tenderness. The plain X-ray of the SIJ showed
grade II-IIT while the X-ray of the knee and ankle were
free. The patient had enthesitis of the tendoachillis of the
left side and chostochondritis. There was back stiffness
for 40 minutes and limited lumbar spine mobility as
measured by the Schober test (which increased from 15
cm to 16.7 cm). The chest expansion was limited (2 cm).
The patient had an associated skin lesion diagnosed as
pyoderma gangrenosum (PG) on the dorsum of the right
foot (8.5 x 6 cm). The histopathology revealed infilterate
of inflammatory cells with predominance of lymphocytes
and polymorphonuclear leukocytes and few histiocytes.
The patient had mild bilateral uveitis.

Figure 1: A male patient with enteropathic arthritis
with underlying Crohns disease. (a) dorsum of the
foot showing Pyoderma gangrenosum. (b) Plain X-ray
showing bilateral sacroiliitis.
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The laboratory investigations of the patient were
unremarkable; rheumatoid factor was negative,
hemoglobin level (9.8 g/dl), white blood cell (WBC)
count (4.85 x103/mm?®), platelets (152.97 x10°/mm?), and
erythrocyte sedimentation rate (ESR) (46.12 mm /Ist
hr). The HLA-B27 was negative. The patient received
azathioprine 100 mg/day for 5 months after the disease
onset with different doses and variable periods of oral
steroids and sulphasalazine. On presentation, the patient
was receiving sulphasalazine 2000 mg/day and low dose
corticosteroids 10 mg/day.

The patient was given cyclosporine for a month and
the steroid dose elevated (60 mg/day) but with partial
improvement. The cyclosporine was stopped and the
patient remarkably improved after receiving, in addition
to the corticosteroids (60mg/day), IV induction regimen
of infliximab 5mg/kg at 0,2 and 6 weeks. A remission
occurred (CDAI 98.5) with fading of arthritis, notable
decrease in the size and severity of the PG lesion and
a significant disappearance of the back stiffness with an
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increase in the lumbar spine mobility (from 15 cm to
18.6 cm). The chest expansion increased to be 3.5 cm.
The uveitis resolved in one eye and remained mild in
the other. The IBDQ significantly improved to be 159.
The patient was then maintained on infliximab Smg/kg
every 8 weeks and 20 mg prednisolone. Figure 1 shows
the skin lesion and sacroiliitis in this patient at his initial
presentation.

Discussion

In the present case with an IBD (Crohns disease), arthritis
and sacroiliitis was present. It has been reported in other
studies that seronegative spondyloarthropathy (SpA)
symptoms are present in up to 50% of IBD patients'
with articular involvement being the most common
extraintestinal manifestation occurring in 16% to 33% of
the cases’.

The present case also had an associated rare skin
lesion, pyoderma gangrenosum (PG) which improved
more after the administration of infliximab. The advent
of biological therapies for IBD began in 1998 with the
approval of infliximab for the treatment of refractory
(to conventional agents) Crohn’s disease. Since then,
the indications for anti-TNFa therapy for IBD have
increased to include demonstrable mucosal healing,
improvement in quality of life, reduction in surgeries
and hospitalizations, and the treatment of extraintestinal
manifestations including arthritis, sacroiliitis and PG
Pyoderma gangrenosum is an uncommon and challenging
inflammatory, neutrophilic ulcerative dermatosis, highly
associated with co morbidities, but poorly characterized
from a therapeutic perspective'>!.

In this case, HLA typing was negative. This is supported
by the findings that the association with HLA-B27 is
less strong in IBD-associated SpA than in ankylosing
spondylitis (AS). The adaptive immune response in IBD
is thought to be strictly differentiated through Th1 in CD.
Recent findings, suggested that novel effector pathways
could drive tissue damage, the most important pathway
now emerging is the IL-23/IL-17 axis. A common
inflammatory pathogenic pathway has been suggested
in gut and joint inflammation in IBD. Treatment of SpA
associated with IBD has gained important progress with
the introduction of anti-TNF-a therapy'*.

This patient remarkably improved regarding the
peripheral and axial arthritis with a notable decrease in the
PG size after a combination of high dose corticosteroids
and infliximab therapy. In another study, PG was 34%
associated with IBD and 19% with seronegative arthritis.
Similarly, it was most commonly located on the lower
leg; contrarily, was found to be more frequent in females
and unfortunately had a high mortality rate (16%)".
Pyoderma gangrenosum is associated with a variety of
systemic diseases including IBD as CD and arthritis. The
pathogenesis of PG remains unknown. Some patients with
PG have abnormalities in cell and humoral immunity,
with an increase in interleukin expression, particularly



TNF-a '!. It has been reported that treatment of IBD is not
always sufficient for control of arthritis and treatment with
biologic agents is promising”.

Over recent years, the management of IBD has
dramatically changed. In particular, advances in
understanding the pathogenesis and the natural course of
the disease have substantially changed the therapeutic
algorithms with the introduction of new biological drugs.
Among these the anti-TNF-a monoclonal antibodies
infliximab is currently approved for the management of
CD, in particular for patients with moderately and severely
active luminal disease who are nonresponders to
conventional therapy”. These newly developed treatment
modalities are proving to be valuable additions to the
current therapeutic armamentarium and add to our
knowledge so that IBD patients could be treated with the
right drug at the right time.

In conclusion, anti-TNFa such as infliximab could be
considered as a promising option for treatment of severe
CD patients and for those with PG. To confirm our results
we propose that more cases of CD and/or PG are studied
and for longer periods of follow up.
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