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Abstract

Aseptic abscesses are an emergent entity and have
been described in inflammatory bowel disease, es-
pecially in Crohn’s disease, and in other diseases.
However, aseptic abscesses associated with Behget's
disease are extremely rare. We report a Japanese male
diagnosed with an incomplete type of Behget's disease
who developed multiple aseptic abscesses of the spleen
and liver. In 2002, the spleen abscesses were accompa-
nied by paroxysmal oral aphthous ulcers and erythema
nodosum. As the patient’s response to antibiotic treat-
ment was inadequate, a splenectomy was performed.
Severe inflammatory cell infiltration, largely of polymor-
phonuclear neutrophils, was observed without evidence
of bacterial or fungal growth. Although the patient
had no history of ocular symptoms or genital ulcers, a
diagnosis of incomplete Behget's disease was made ac-
cording to the Japanese diagnostic criteria because of
the presence of paroxysmal arthritis and epididymitis
since 2002. In 2005, multiple liver abscesses developed
with right hypochondrial pain and seemed to be attrib-
uted to Behcet’s disease because the abscesses yielded
negative results during a microbiologic investigation
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and failed to go into remission under antibiotic therapy.
Oral prednisone (15 mg/d) was started in May 2006,
and the abscesses dramatically disappeared 4 wk after
treatment. Although the patient had a relapse of the
liver abscesses in association with the tapering of pred-
nisone, the augmentation of prednisone dosage yielded
a response. The abscesses of the liver and spleen were
strongly suggested to be attributed to Behget's disease.
Clinician should be aware of the existence of aseptic
abscesses as uncommon manifestations of Behget's dis-
ease.

© 2013 Baishideng. All rights reserved.
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Core tip: We report a Japanese male diagnosed with
an incomplete type of Behget's disease who devel-
oped multiple aseptic abscesses of the spleen and
liver. Spleen abscesses developed with paroxysmal oral
aphthous ulcers and erythema nodosum. A splenec-
tomy was performed, and severe neutrophil infiltration
was observed without evidence of bacterial or fungal
growth. Multiple liver abscesses also developed with
right hypochondrial pain and seemed to be attributed
to Behget's disease because the abscesses yielded neg-
ative results during a microbiologic investigation. Oral
prednisone (15 mg/d) was started, and the abscesses
dramatically disappeared. Clinicians should be aware of
the existence of aseptic abscesses as uncommon mani-
festations of Behget's disease.
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INTRODUCTION

Behcet’s disease (BD) is a systemic inflammatory disease
commonly characterized by oral and genital ulcerations,
with involvement of the skin and eye. The manifestations
of BD are protean, and all symptoms and signs tend to
recur either alone or in combination. Aseptic abscesses
(AAs) are characterized by deep, sterile, round lesions
consisting of neutrophil infiltration that do not respond
to antibiotic therapy but improve with corticosteroid and
immunosuppressive drugs. Clinical reports and case se-
ries concerning AAs in patients with inflammatory bowel
disease, neutrophilic dermatoses, and other diseases have
been published. Although BD belongs to a group of
neutrophilic dermatoses, AAs associated with BD are
extremely rare. Here, we describe a patient with BD com-
plicated by AAs of the liver and spleen, which were suc-
cessfully treated with corticosteroid therapy.

CASE REPORT

In February 2006, a 20-year-old Japanese male suffering
from multiple liver abscesses associated with sporadic
fever, right hypochondrial pain, and elevated inflamma-
tory markers was admitted to our hospital. In 2002, at the
age of 16, he developed oral aphthous ulcers, erythema
nodosum, pericardial effusion, and multiple spleen ab-
scesses (Figure 1A). As for the aphthous ulcers and ery-
thema nodosum, resolution occurred spontaneously. Peri-
cardiocentesis was performed. Effusive pericarditis was
thought to be the cause of the pericardial fluid; however,
it did not reaccumulate after pericardiocentesis. Because
empirical antibiotic therapy had the least effect and symp-
toms such as fever and left hypochondrial pain persisted,
an open splenectomy was performed in October 2002.
Upon mactroscopic examination, sections of the resected
spleen showed multiple yellow nodular lesions (10-20
mm in diameter) (Figure 1B). Pathological examination
confirmed the presence of severe inflammatory cell infil-
tration, largely of polymorphonuclear neutrophils, with-
out evidence of bacterial or fungal growth. In addition
to oral aphthosis and erythema nodosum, the primary
symptoms of BD, paroxysmal arthritis and epididymitis
have occurred since 2002. Although the patient had no
history of ocular symptoms or genital ulcers, a diagnosis
of incomplete BD was made according to the criteria of
the BD Research Committee of Japan'. Spleen abscesses
were suspected to be attributed to BD, but the associa-
tion was difficult to prove. Paroxysmal oral aphthosis and
arthritis persisted after splenectomy, and at the age of
19 in March 2005, multiple abscesses with an aggressive
inflammatory response developed in the liver. Antibiot-
ics were unable to demonstrate any benefit, and the liver
abscesses seemed to be attributed to BD. Colchicine (with
a 1.5 mg maximum daily dose) was started in July 2005.
However, the patient had elevated inflammatory markers,
fever, and right hypochondrial pain.

Upon physical examination, the patient did not pres-
ent with fever, oral aphthosis, erythema nodosum, articu-
lar swelling, or abdominal tenderness at the time. The
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Figure 1 Contrast-enhanced abdominal computed tomography scan
showing multiple spleen abscesses (A), and macroscopic findings of the
cut surface of the resected spleen (B).

findings from the laboratory examinations are summa-
tized as follows: white blood cell count, 13400/L (normal:
4000-9000/1) with 69% neutrophils; hemoglobin, 14.8
g/dL (normal: 12.0-16.0 g/dL); platelets, 57.1 X 10'/L
(normal: 14.0-40.0 X 10*/1); aspartate aminotransferase,
21 U/L (normal: 10-40 U/L); alanine aminotransferase,
30 U/L (normal: 5-40 U/L); lactate dehydrogenase, 137
U/L (normal: 115-245 U/L); total bilirubin, 0.4 mg/dL
(normal: 0.3-1.2 mg/dL); alkaline phosphatase, 583 U/L
(normal: 115-359 U/L); gamma-glutamyl transferase, 123
U/L (normal: < 70 U/L); and C-reactive protein (CRP),
11.0 mg/dL (normal: < 0.3 mg/dL). The results of the
kidney function tests were within the normal limits. An-
tinuclear antibodies (speckled staining pattern) showed
a 40-fold positive result (normal: < 40-fold). Rheuma-
toid factor, antineutrophil cytoplasmic antibodies, and
HILA-B51 antigen were negative (HLA-A24, B52, and
B60 antigens were positive). Colonoscopy showed only a
small aphthous ulcer in the terminal ileum; pathological
examination showed non-specific chronic inflammation
without any evidence of Crohn’s disease (CD), such as
noncaseating granuloma. Blood and urine cultures were
negative. An abdominal ultrasound scan was performed,
which showed multiple round lesions in the liver. Con-
trast-enhanced abdominal computed tomography scan
demonstrated multiple areas of low-attenuation with ring
enhancement in the liver (Figure 2A). Despite empirical
antibiotic therapy, no clinical improvement was achieved.
Ultrasound-guided percutaneous aspiration of the ab-
scess yielded pus containing numerous neutrophils; no
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Figure 2 Contrast-enhanced abdominal computed tomography scan showing multiple liver abscesses (arrow) before (A) and 4 wk after corticosteroid
therapy (B). Multiple areas of low-attenuation with ring enhancement were seen in the liver as indicated by the arrows (A). However, the areas vanished after treat-
ment (B).

microbes were found in the culture. A fine needle biopsy
of the liver lesions was performed, and a pathological
examination revealed necrotic tissue containing inflam-
matory cells. Based on this evidence, these lesions were
interpreted as aseptic liver abscesses associated with BD,
and oral low-dose prednisone (15 mg/d), in addition to
colchicine, was initiated in May 2006. A rapid improve-
ment in the patient’s symptoms occurred; the levels of
CRP and liver enzymes reached normal range, and the
liver abscesses disappeared within 4 wk of the initia-
tion of corticosteroid therapy (Figure 2B). The dose of
prednisone was gradually tapered; at 7.5 mg/d predni-
sone, however, the CRP level increased again, requiring
a higher dose of prednisone. Therefore, the patient was
maintained on low-dose prednisone therapy (10-12.5
mg/d) to restrain the inflammatory response. Elevated
CRP was observed without obvious abnormality in Au-
gust 2010, and the recurrence of AAs in the liver was
detected by abdominal CT without abdominal symptoms
in August 2011. After escalating the dose of prednisone
to 20 mg/d, the liver abscesses vanished once again. The
dose of prednisone was gradually tapered to 15 mg/d,
and complete clearance of the liver lesions was achieved
in February 2012.

DISCUSSION

We present a patient with BD who developed AAs in the
spleen and liver. AAs are an emergent entity. This condi-
tion has been described in inflammatory bowel disease
(IBD), especially in CD, as well as in other diseases such as
Sweet’s syndrome and pyoderma gangrenosum! . Most
patients with AAs have some underlying disease, and it
has been proposed that AAs belong to the spectrum of
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autoinflammatory multifactorial disorders'. The diagnosis
of AAs is of exclusion on the basis of the following cri-
teria suggested by André ef al"; (1) deep abscess(es) upon
radiologic examination, with neutrophilic features proven
by surgical pathology or aspiration when performed;
(2) negative blood cultures, negative serologic tests for
bacteria, and, when surgical procedure or aspiration are
performed, sterile standard, acid-fast bacillus and fungal
cultures of pus; (3) failure of antibiotic therapy; and (4)
rapid improvement by corticosteroids, sometimes in com-
bination with immunosuppressive drugs. The main clini-
cal manifestations of AAs are fever, abdominal pain, and
weight loss. A rare case of BD complicated by multiple
intrahepatic abscesses, which was dramatically resolved
by antibiotic therapy, was reportedm. There is also a case
report of BD that was suspected to be complicated by
sterile cerebral abscesses, although the clinical state of the
patient gradually improved without immunosuppressive
therapyfs]. In our patient, the liver and spleen abscesses
were negative upon microbiologic investigation, and re-
mission was not achieved under antibiotic therapy. Fur-
thermore, the rapid resolution of the abscesses with cor-
ticosteroid therapy, even at the time of disease relapse in
association with the tapering of prednisone, also favored
a diagnosis of BD-associated AAs. Based on a PubMed
search of the literature, our patient is the first unfailing
case of sterile visceral abscesses associated with BD.

A differential diagnosis of CD »s BD can be difficult.
Although ulcerative lesions at the ileocecal area are com-
mon in both diseases, we diagnosed the patient as having
intestinal BD because of a lack of factors suggestive of
CD: there was only one ulcerative lesion, its shape was not
longitudinal, and histopathological examination showed
no granulomatous lesions. It is also often difficult to dif-
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ferentiate incomplete types of BD from Sweet’s syndrome
because some overlapping manifestations exist between
BD and Sweet’s disease. Unfortunately, a skin biopsy was
not performed. However, we are convinced of the diag-
nosis of incomplete BD in this case because our patient
had a chronic course with remissions and relapses, as well
as a history of epididymitis and pericarditis, found in rela-
tively rare manifestations of BD".

Neutrophilic dermatoses are well-recognized cutaneous
manifestations of systemic diseases such as IBD, and the
wide spectrum of the disease includes Sweet’s syndrome
and pyoderma gangrenosum. These diseases may share
common features such as sterile infiltration of polymoz-
phonuclear leukocytes; BD is analogous to this condi-
tion"”. Extracutaneous neutrophilic infiltrates are observed
in all forms of neutrophilic dermatoses, but they predomi-
nate in Sweet’s syndrome!"". Sweet’s syndrome associated
with BD has been reported, and there may be similarities
in the pathogenesis of BD and Sweet’s disease!"”. There-
fore, it seems reasonable that BD was complicated by
AAs, although the mechanism remains unclear. Classically,
Th1l immune response polarization has been known to
be the main characteristic of BD immunopathogenesism
The interleukin 17 (IL-17)-mediated (Th17) immune
response may also contribute to immunological aberra-
tions of BD!"". IL-8-producing T cells were suggested to
orchestrate neutrophil-rich pathologies of BD™. It was
proposed that liver disease occurring in IBD is mediated
by an aberrant homing of gut-detived T cells to the liver,
with subsequent extensive lymphocyte infiltration of the
liver"”. Therefore, the mechanism by which AAs of the
liver and spleen occurred in our case might be explained
by an aberrant T cell-mediated immune response.

A patient with CD and associated AAs who undet-
went successful splenectomy was reportedm. However,
in our study, the patient developed AAs in the liver after
splenectomy and finally needed immunosuppressive ther-
apy. The risks of postoperative infection and thrombosis
after splenectomy are now widely accepted. Accordingly,
splenectomy as a treatment option might not be advisable
in cases of AAs associated with BD.

In conclusion, we present a case of aseptic liver and
spleen abscesses as the presenting picture of incomplete
BD, in which complete remission was only obtained by
corticosteroid therapy. The current case illustrates the
possibility of the existence of AAs as uncommon mani-
festations of BD. Thus, physicians should be aware of this
possibility to avoid a delay in diagnosis and unnecessarily
aggressive therapies such as splenectomy.
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