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Abstract

Diffuse pulmonary lymphangiomatosis is a very uncommon disease, and is caused by abnormal development and proliferation
of the lymphatic system. It is seen predominantly in children, exceptionally in adults, and affects both sexes equally. The
diagnosis is usually made by biopsy. We report a case of a 26-year-old patient who presented with a 12 month history of
progressive chronic cough and dyspnea. His chest CT image mimicked interstitial lung disease. Histopathologic examination
showed marked thickening of the pleura with numerous dilated irregular thin-walled lymphatic vessels. The diagnosis was
confirmed to be diffuse pulmonary lymphangiomatosis by lung tissue biopsy.

INTRODUCTION

Diffuse pulmonary lymphangiomatosis is a rare disease, and
is caused by abnormal development, and proliferation of the
lymphatic system. It is seen predominantly in children,
exceptionally in adults, and affects both sexes equally. In
most cases the disease progresses to serious morbidity or
even death. Symptoms like dyspnea and cough, pulmonary
function with restrictive pattern, and interstitial syndrome,
are not specific. We report a rare case of diffuse pulmonary
lymphangiomatosis in a 26-year-old patient presenting with
a 12 month history of chronic cough and progressive
shortness of breath. Imagining studies showed interstitial
lung disease of unknown etiology. The lung tissue biopsy
confirmed that the diagnosis was diffuse pulmonary
lymphangiomatosis.

CASE REPORT

A 26-year-old man was admitted to the hospital with a
twelve month history of progressive chronic non-productive
cough and dyspnea on exertion. His chest CT demonstrated
interstitial lung disease of unknown etiology. A biopsy was
performed and a wedge-shaped fragment of red tan lung
tissue was sent to Pathology. The tissue was submitted
entirely for microscopic examination. Histopathologic
examination showed marked thickening of the pleura
composed of multifocal proliferation of numerous dilated
irregular spaces and channels. These spaces and channels
were anastomosing with one another, and lined by attenuated
endothelial cells reminiscent of lymphatic vessels. The

lumina were empty and some contained proteinaceous
material with occasional red blood cells (Figure 1). There
was no proliferation of smooth muscle cells identified. The
endothelial cells lining the spaces and channels were positive
for anti-CD31 immunohistochemical staining (Figure 2).

Figure 1

Figure 1: Histologically, the lung biopsy revealed an
increase in the size and number of thin-walled channels lined
by attenuated endothelial cells. The channels were markedly
dilated and empty. (Hematoxilin-eosin. Original
magnification x 200.) Figure 2: The attenuated endothelial
cells lining the anastamosing irregular lymphatic channels
are strongly positive for anti-CD31. (Immunoperoxidase,
anti-CD31. Original magnification x 200.)

The pulmonary parenchyma was preserved and there were
focal lymphocytic infiltrates with follicular formation. No
distinctive solid masses were identified. The lesion was
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diagnosed to be diffuse pulmonary lymphangiomatosis by
two pathologists. His past medical history and family history
were unremarkable.

DISCUSSION

Diseases of the pulmonary lymphatic system occur in a
variety of clinical settings. Errors of development can lead to
primary pulmonary lymphatic disorders that, when focal, are
termed lymphangiomas, and when diffuse, are named
lymphangiomatosis. The latter form is frequently associated
with other lymphatic abnormalities that may involve
multiple organ systems.1 It is unknown if other organ

systems are involved in this patient. Diffuse pulmonary
lymphangiomatosis is a rare pulmonary disorder affecting
the lymphatic channels from the mediastinum to the pleura.
The disease usually occurs in children and young adults, and
frequently ends with death due to a progressive course. Only
pathology is evocative, characterized primarily by multifocal
proliferation of pulmonary lymphatic vessels and increased
number of complex anastomosing channels. 1 Primary

lymphatic disorders of the lung are rare, and their diagnosis
and classification are difficult. The major differential
diagnostic considerations of this case include
lymphangioma, lymphangiomyomatosis, lymphangiectasis
and cavernous hemangioma. Diffuse irregularly dilated
lymphatic vessels in the pleura exclude lymphangioma,
which is a localized lymphatic malformation, and usually
shows no connection with the normal lymphatic system.
Fluid may accumulate in these lymphatic malformations,
and give them a cystic appearance. At this stage, they are
called cystic hygroma. 2,3 Lymphangiomyomatosis generally

affects women of reproductive age, and is characterized by a
proliferation of interstitial lymphatics. It is caused by a
proliferation of abnormal smooth muscle cells around
airways and blood and lymphatic vessels resulting in
obstruction and dilatation of these structures. This leads to
air trapping, hemoptysis, and chylothorax, respectively.2,3 In

this case, the airways and blood vessels are spared, and
proliferative lymphatics were located in the pleura rather
than in the pulmonary interstitial tissue. There was no
proliferation of smooth muscle cells identified. The
lymphangiomyomatosis can be ruled out in this young man.
Common to both lymphangiectasis and lymphangiomatosis
is that they might affect infants, children and young adults.
They present with chylous effusion and dyspnea. A

restrictive pattern is noted in pulmonary function tests.
While existing lymphatic channels undergo dilatation with
no new channels being formed in lymphangiectasis, new
lymphatic channels appear in lymphangiomatosis and show
abnormal dilatation.4 Unlike cavernous hemangioma, which

is composed of more regularly dilated vessels filled with red
blood cells, lymphangiomatosis consists of diffuse
irregularly dilated thin-walled vessels, filled with amorphous
proteinaceous lymphatic fluid.

Radiologic examination is useful for evaluating the
morphologic features as well as the extent of disease. The
CT, US and MRI images show sharply defined, non-
enhanced cystic lesions involving the mediastinum, bones,
spleen, lung and lower neck.5 Imaging findings of the

disease in the lung appear as mediastinal soft tissue
infiltration, and thickening of pulmonary
peribronchovascular bundles, interlobular septae and pleura.
There is no specific treatment for lymphangiomatosis.
Palliative procedures include medical therapy with
interferon-alpha, draining the pleural effusions, or
performing pleurodesis for recurrent pleural effusions.5
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