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A 21-year-old, nonsmoking, and previously
healthy woman was admitted to our hospital due
to a dry cough and enlarged hilar and mediastinal
lymph nodes on chest X-ray (FIGURE 14).

Laboratory tests revealed an elevated D-dimer
level (14 905 ng/ml; reference value <500 ng/ml)
and a low fibrinogen concentration (1.61 g/; ref-
erence range, 2.2-4.9 g/I). Chest computed to-
mography detected interlobar and peribroncho-
vascular thickening (predominantly in the right
lung), a large mediastinal mass, and multiple hy-
podense splenic lesions (FIGURE 18 and 1¢). Magnet-
ic resonance imaging (MRI) showed a large het-
erogeneous mediastinal mass with diffuse bron-
chial wall thickening (FiGure 10). In addition, fat
saturation imaging disclosed a high-level signal
from within the mediastinal mass attributable
to methemoglobin, and multiple splenic lesions
(FiGuREe 1€). Histological examination of the sam-
ples obtained via mediastinoscopy revealed ir-
regular, thin-walled vascular spaces covered by
spindle-shaped lymphatic endothelial cells that
were focally clustered (FIGURE 1F and 16) and that
were immunostained for CD31, podoplanin (D2-
-40) (FIGURE 1H), and prospero homeobox protein 1
(PROX1). The histological and immunohistochem-
ical data together with characteristic MRI findings
included a heterogeneous mediastinal mass con-
taining methemoglobin, multiple splenic lesions,
an elevated D-dimer level, and a reduced fibrino-
gen level that allowed to establish the diagnosis
of kaposiform lymphangiomatosis (KLA). Siroli-
mus was implemented, and slight improvement
was observed over the following years.

The spectrum of pulmonary lymphatic disor-
ders includes macro- and microlymphatic mal-
formations, primary and secondary lymphangi-
ectasias, generalized lymphatic anomalies (pre-
viously known as diffuse pulmonary lymphangi-
omatoses), and lymphangioleiomyomatosis.! Mi-
cro- or macrocystic lymphatic malformations are
evident in patients with generalized lymphatic
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anomalies."? Histological and immunohistolog-
ical investigations reveal irregular, thin-walled
vascular channels lined by endothelial cells; which
resemble lymphatic vessels in that they express
D2-40, PROX1, and LYVE-1 (lymphatic vessel en-
dothelial hyaluronan receptor 1)."?

Recently, KLA has been described on the ba-
sis of specific clinical, radiological, and histolog-
ical features.? Although the disease principally
presents in childhood (regardless of sex), a few
adult cases have been diagnosed.'* The clinical
presentation is variable, ranging from a local-
ized disease to generalized lymphatic anomalies
involving the lungs (80%), mediastinum (100%),
bones (70%-50%), spleen (50%), soft tissue, or

FIGURE 1
demonstrating a widening of the mediastinum suggestive
of mediastinal tumor or enlarged lymph nodes. Bilateral
patchy and linear opacities are present, predominantly in
the middle and lower lung zones.

A — posteroanterior chest X-ray



FIGURE 1 B and C — chest contrast-enhanced computed tomography (coronal view): lung window (B) demonstrating
interlobar and peribronchovascular thickening predominantly in the right lung; mediastinal window (C) showing a large
mediastinal mass and multiple hypodense splenic lesions; D — T2-weighted coronal image showing a large
heterogenous mediastinal mass with low-signal content due to hemosiderin (blue arrow). Diffused bronchial wall
thickening and multiple splenic lesions (white arrow) are also present. E — T1-weighted coronal image with fat
saturation showing high-signal content within the mediastinal mass resulting from the methemoglobin concentration
(white arrow); F, G, and H — kaposiform lymphangiomatosis; F — a medium power of the lesion composed of irregular,
empty spaces of lymphatic vessels with clusters of densely packed spindle cells (circle). G — high power magnification
of one of the clusters of bland-looking spindle cells (F, G — hematoxylin and eosin staining, magnification x 100

and % 400, respectively)
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FIGURE1 H —cells lining n
empty spaces and forming

clusters (circle) showing

a positive, golden-brown, \
immunohistochemical : P
reaction with D2-40 ] e )
antibody against podoplanin Bl S A
(D2-40 staining, #1A
magnification X 100).

skin (35%)."-° The characteristic abnormalities
include hemoptysis, variable thrombocytopenia,
and rapidly progressive, hemorrhagic lymphatic
effusions in the pleural (85%), pericardial, or peri-
toneal cavities.""* Laboratory abnormalities usu-
ally reflect coagulopathy. The etiology and patho-
genesis of KLA are poorly understood. The dis-
ease presents features of both lymphatic anom-
alies and neoplasia.’?

The optimal treatment of KLA remains un-
known Symptomatic treatment of the pleural ef-
fusion (thoracentesis, pleurodesis, thoracic duct
ligation, pleuroperitoneal shunting, corticoste-
roids, vincristine, interferon a, or radiotherapy)
is not effective."?"® Recently, patients with KLA
have been treated with mammalian target of ra-
pamycin inhibitors, other antiangiogenic agents
(such as bevacizumab), or PD-L1 inhibitors.2?

Patients exhibiting progressive pulmonary in-
volvement often have poor prognosis (the 5-year
survival rate is observed in about 50%). Usual-
ly, childhood onset is associated with a more ag-
gressive disease course.
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