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INTRODUCTION

B

ehçet’s syndrome is an inflammatory disease characterized by aphthous oral ulcers and several systemic manifestations, which include genital ulcers, ocular disease,
skin lesions, arthritis, and vascular disease. Recurrent oral ulcers
can be disabling and have a considerable impact on quality of
life.1 There is no laboratory diagnostic test for Behçet’s syndrome
so the diagnosis is usually made based on clinical criteria, which
includes recurrent oral ulcers and at least two of the following
clinical features: reccurent genital apthae; uveitis or retinal vasculitis; skin lesions that are classified as erythema nodosum (EN)like lesions, acneiform lesions, pustulosis, or pseudofolliculitis;
and a positive pathergy test.2 The pathogenesis of the oral ulceration in Behçet’s syndrome is poorly understood, but the most
widely held hypothesis of disease pathogenesis is that of a profound inflammatory response triggered by an infectious agent in
a genetically susceptible host. Supporting this is the consistent
association of disease susceptibility with polymorphisms in the
human leukocyte antigen complex, particularly HLA-B*51.3

controllable with only one or two outbreaks per year; however, in the last few years, the sores have been almost constant,
affecting her ability to eat and resulting in a 23 pound weight
loss. A biopsy of one of the ulcers was performed, which demonstrated changes consistent with the diagnosis of Behçet’s
syndrome. Triamcinolone paste and viscous lidocaine were
prescribed as numbing agents to help control the pain of the
ulcers so she could eat. She began noticing headaches in
the occipital area, and she began having pain in her cervical
spine. She has also reported having a few episodes of a red
facial rash with occasional outbreaks on her legs; however,
she has no history of any genital lesions.
Over the years she has tried many treatment strategies, which
did not fully resolve her oral ulcers. Initially, oral colchicine 0.6
mg taken twice daily was used. The patient reported having
less frequent episodes of oral ulcers on colchicine but never
completely resolved them. She has been on several courses of
oral corticosteroids (prednisone) with doses ranging from 20
mg per day to 60 mg per day. The prednisone helped control
the oral ulcers but also never completely resolved them. The
prednisone was stopped, and she was started on azathioprine
and titrated up 175 mg per day, which also did not completely
resolve the oral ulcers and she started to notice more pain in
her PIP and DIP joints.
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Treatment guidelines are based around trying to control the frequency with which oral apthae develop.4 Anecdotal treatment
for Behçet’s syndrome exists, which includes oral colchicine,
azathioprine, prednisone, and cyclosporine, however, the efficacy
of these drugs is not well validated.2,5–7 Apremilast is an orally
effective small molecule that inhibits phosphodiesterase 4,
thereby lowering intracellular cyclic AMP, particularly in immune
cells.1 With apremilast treatment, levels of proinflammatory
cytokines, such as TNF-α, interleukin-23, and interferon-γ are
decreased, and levels of anti-inflammatory cytokines, such as interleukin-10, are increased. This suggests that apremilast may be
a promising agent for the treatment of chronic inflammatory conditions.8 Apremilast has been shown to have clinically significant
results in the management of psoriasis and psoriatic arthritis.9
A phase 2 clinical trial has shown some promise using apremilast in the management of oral ulcers in Behçet’s syndrome.1
We demonstrate a patient who has had complete elimination
of oral ulcers and has successful remission of oral ulcers after
using apremilast.

CASE OVERVIEW
A 49-year-old woman presented with a 23-year history of polyarticular joint pain and recurrent oral ulcers. Over the 23 years,
the joint pain has included her hips, hands, upper and lower
back, shoulders, wrists, and elbows. Her oral ulcers had been

After review of a phase two clinical trial using apremilast to
treat Behçet’s syndrome showing some success in treating
oral ulcers,1 treatment was initiated with apremilast, which
was titrated up to 30 mg per day. Once it was determined that
apremilast was well tolerated, apremilast was titrated up to
60 mg per day and the azathioprine was decreased to 125 mg
per day. After one month of apremilast, the patient had no oral
ulcers and has not had a new episode of oral ulcers since two
weeks after starting the apremilast.

DISCUSSION
The pathophysiology of Behçet’s syndrome is not completely
understood and the efficacy of many of the first line treatment
options is still under debate.5 Apremilast is a phosphodiesterase 4 inhibitor that has been shown to decrease the levels of
pro-inflammatory cytokines such as TNF-α, interleukin-23, and
interferon-γ and increase the levels of anti-inflammatory cytokines such as interlukin 10.8 These alterations in cytokine levels
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suggest that apremilast could be useful for managing chronic
inflammatory diseases. The complete elimination of oral ulcers
in our patient demonstrates the ability of apremilast to be useful
in helping to manage refractory cases of recurrent oral ulcers
in Behçet’s syndrome. As with any agents that are immunomodulatory, the possible adverse effects of apremilast should
be closely monitored and further studies would be needed to
evaluate the long-term effects of continuous use of apremilast
for Behçet’s syndrome. The successful treatment of refractory
oral ulcers with apremilast may also help to shed some light
on the pathogenesis of Behçet’s syndrome with further study.
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