Inflammatory Myofibroblastic Tumour of the Common Bile Duct

Tumor Inflamatério Miofibroblastico da Via Biliar Principal
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ABSTRACT

Inflammatory myofibroblastic tumour is a rare entity of indeterminate biological potential with a reduced tendency for recurrence and
metastasis. Although it can arise from multiple organs, the bile duct is a very rare site of origin. We report the case of a 75-year-old as-
ymptomatic male with elevated gamma-glutamyl transferase [1575 U/L (12 - 64 U/L)] and alkaline phosphatase [271 U/L (40 - 150 U/L)].
Computed tomography showed a 17 mm hypervascular lesion in the confluence of the right and left hepatic ducts, with bile duct ectasia
and right liver lobe atrophy. The patient was initially managed as having a Klatskin tumour and underwent right hepatectomy. Histology
showed a spindle cell proliferation with an inflammatory infiltrate of lymphocytes, plasma cells and collagen-rich stroma, consistent with
an inflammatory myofibroblastic tumour. He was discharged 30 days after admission, and nine months later remains asymptomatic. His
liver function tests have normalized and follow-up tests are unremarkable.
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RESUMO

O tumor miofibroblastico inflamatério € uma entidade rara com comportamento bioldgico indeterminado e reduzido potencial de recor-
réncia e metastizagdo. Apesar de poder surgir em varios 6rgaos, as vias biliares constituem uma localizagdo incomum. Descreve-se
o caso de um homem de 75 anos, assintomatico, com elevagédo da gama glutamil transferase [1575 U/L (12 - 64 U/L)] e fosfatase
alcalina [271 U/L (40 - 150 U/L)], que realizou uma tomografia computorizada evidenciando uma les&o hipervascular com 17 mm na
confluéncia dos ductos biliares, com ectasia das vias biliares intra-hepaticas a direita, e atrofia do lobo hepatico correspondente. O
caso foi abordado inicialmente como um tumor de Klatskin e realizada hepatectomia direita. A histologia relevou uma proliferacéo de
células fusiformes com infiltrado inflamatério de linfécitos, plasmdcitos e estroma rico em colageno, compativel com tumor miofibro-
blastico inflamatério. Apds nove meses, o doente permanece assintomatico, com testes de fungdo hepatica com valores normais e
sem sinais imagioldgicos de recidiva.
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INTRODUCTION

Inflammatory myofibroblastic tumours (IMT) were previ-
ously considered under the group of inflammatory pseudo-
tumours, but now comprise a separate entity of fibroblastic/
myofibroblastic neoplasms with prominent inflammatory
infiltrates and intermediate biological potential.'? These
tumours are commonly seen in the lungs of children and
young adults, but seemingly rare in other locations.’

We describe the case of an asymptomatic patient who
presented with long-term elevation of gamma glutamyl
transferase (GGT) and alkaline phosphatase (ALP), with
no bilirubin elevation, caused by a hypervascular common
bile duct lesion. The lesion was surgically removed and later
shown to be an IMT.

CASE REPORT

We report the case of a 75-year-old male with incidental
findings of altered hepatic function tests, particularly, raised
gamma glutamyl transferase and alkaline phosphatase,
associated with progressive bile duct ectasia. Bilirubin lev-
els were normal and there were no signs or symptoms of

disease.

An abdominal computed tomography (CT) detected an
intraluminal hypervascular lesion located in the confluence
of the right and left bile ducts. The lesion measured 17 mm,
showed prominent bile duct ectasia, particularly of the right
hepatic ducts, and right lobe atrophy, along with thrombosis
of the posterior branch of the right portal vein (Figs. 1, 2
and 3).

Blood tests showed gamma glutamyl transferase (GGT)
levels of 1575 U/L (12 - 64 U/L) and alkaline phosphatase
(ALP) levels of 271 U/L (40 - 150 U/L), with only slightly
elevated alanine aminotransferase (ALT) of 98 U/L (0 - 55
U/L) and normal bilirubin levels of 0.90 mg/dL. The tumour
markers CA 19.9, CEA and alpha-fetoprotein were nega-
tive.

The patient remained asymptomatic until he was ad-
mitted for a right liver hepatectomy for suspected hilar
cholangiocarcinoma, which was completed with no immedi-
ate complications. After one day in the intensive care unit,
he was transferred to the surgical ward. Eleven days later,
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Figure 1 — Arterial phase CT showing a hypervascular lesion on the proximal common hepatic duct

there was a slight leukocyte elevation (from 9.1 x 1079/L to
11.35 x 1079/L), and therefore, a CT scan was performed.
The scan showed a pneumoperitoneum and a collection
along the line of the hepatectomy, consistent with a biloma.
The patient underwent a second surgery to drain the collec-
tion and wash the abdomen. In addition, a biliary leak along
the course of the hepatectomy was detected and promptly
repaired. Although suspected, no dehiscence of the bilioen-
teric anastomosis was seen. The patient recovered well and
was discharged 15 days after the second surgery, 30 days
after admission.

Histologically, the lesion partially occluded the lumen
of the bile duct and consisted of a mesenchymal tumour
of epithelioid and spindle cells with vesicular nuclei, with a
fascicular architecture immersed in a collagenous stroma,
admixed with plasma cells and lymphocytes (Figs. 4 and
5). Mitotic activity was low, and no necrosis was present.
The tumour cells did not express ACTIN, DESMIN, ALK or
ROS 1. Although the immunohistochemistry pattern was not
characteristic, the tissue samples were reviewed in a can-
cer centre and the tumour diagnosed as an inflammatory
myofibroblastic tumour (IMT).

Nine months after admission, hepatic function tests nor-
malized, follow-up tests were unremarkable and there was
no bile duct ectasia.

DISCUSSION

Inflammatory myofibroblastic tumours are rare tumours
of indeterminate biological potential, that can involve any
anatomical location, with the lungs being the most affected
site. The colon and small intestine are the most frequently
involved gastrointestinal sites, but involvement of the biliary
ducts is very uncommon with only a few reported cases.
The etiopathogenesis of IMT in the bile ducts is not clear in
the literature, with various reported theories, including prior
infections or an autoimmune nature.>s

IMTs predominantly affect children and young adults but
have been described in any age.'® Site-specific symptoms
have been described such as abdominal pain or gastroin-
testinal symptoms for intrabdominal lesions. Hepatic IMTs
may present with abdominal pain, fever, biliary obstruction
and/or portal hypertension due to obliterative phlebitis. An
inflammatory syndrome consisting of fever, weight loss and
malaise is seen in 15% - 30% of patients."*%

The reported imaging findings of IMT in the literature
appear to be inconsistent and non-specific, probably due
to its low incidence and its heterogeneous histopathologic
features. As such, distinction from malignant neoplasms
is often not possible. In general, hepatic lesions are well-
circumscribed with variable enhancement patterns, usually
heterogenous or peripheral in the arterial phase.*”
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Figure 2 — Portal-venous phase coronal CT reconstruction showing persistent enhancement of the tumour on the proximal common he-
patic duct, at the point of confluence of the left and right hepatic ducts

Brush cytology obtained by endoscopic retrograde
cholangiopancreatography (ERCP) is frequently inconclu-
sive, and therefore diagnosis is usually histological. Direct
cholangioscopy with biopsy is an option. However, even if
it shows signs of IMT, concerns regarding the adequacy of
the samples are often raised. Therefore, a definitive diag-
nosis is usually based on analysis of postoperative mate-
rial.® Histological examinations usually reveal fascicles of
cytologically bland spindle cells. The stroma may be myxoid
or collagenous, usually containing an inflammatory infiltrate
dominated by lymphocytes and plasma cells. Tumours can
exhibit a compact fascicular architecture with minimal stro-
ma or be sparsely cellular with a sclerotic stroma. Mitotic
activity is low, and necrosis is usually absent. IMTs are posi-
tive for smooth muscle actin (SMA) in nearly all cases and
can also express desmin and keratin. Nearly 60% of IMTs
express ALK and 5% express ROS1.12% However, immu-
nohistochemistry is not essential to confirm the diagnosis,
due to the variable expression of myofibroblastic markers.
ALK positivity is helpful if present, but its absence does not

exclude de diagnosis of IMT, especially in adults."

The clinical course of IMTs is unpredictable. These tu-
mours typically show a benign clinical behaviour, with slow
growing, rarely metastasizing (< 5%) lesions, although re-
currence rates for extrapulmonary IMT can be as high as
25%.124

Complete surgical removal is the mainstay of treatment,
although anti-inflammatory drugs and chemoradiotherapy
have been used in some cases.*® In advanced or unresect-
able IMTs with ALK immunoreactivity, specific tyrosine ki-
nase inhibitors such as crizotinib can be considered as the
standard of care.®>* Regular long-term follow-up is required
because of the tumour’s recurring and metastasizing na-
ture.

Due to the absence of specific symptoms or imaging
features and extremely rare incidence, a diagnosis of IMT
prior to surgery is challenging. In the present case, it was
initially misdiagnosed as a Klatskin tumour due to its much
higher occurrence and frequent perihilar location. However,
there was a long history of altered hepatic functions tests,
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Figure 3 — Enhanced CT showing atrophy of the right hepatic lobe with compensatory hypertrophy of the left lobe, secondary to biliary
obstruction by tumour
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Figure 5 — Microscopic sample showing fascicles of spindle cells admixed with an inflammatory infiltrate (HE -100x)

which did not support an aggressive process, and the im-
aging features of hypervascularity and intraductal nature
of the lesion were atypical of extrahepatic cholangiocarci-
noma. These discrepant features, when present, may not
be enough to establish the diagnosis of an IMT, but should
raise suspicion of a diagnosis other than cholangiocarcino-
ma.
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