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A 70-year-old man presented to the Emergency Department
reporting the acute onset of non-fluent aphasia, hyposthenia,
and hemi-anesthesia of the right body. Brain computerized
tomography revealed a subcortical hypodense lesion in the
middle cerebral artery territory. Neck ultrasounds of internal
and external carotid arteries and of the vertebral arteries showed
a focal moderate stenosis of the left internal carotid artery due to
a soft atheromasic plaque. These findings that were initially
consistent with a diagnosis of an ischemic stroke were not
confirmed by magnetic resonance (MR). The latter showed an
hyperintense lesion on FLAIR and T2-weighted sequences
located in the left centrum semiovale, corona radiata, and
thalamus, with a well-defined regular rim and a mild compres-
sive effect on the lateral ventricle, with diffusivity restriction but
without ADC reduction and with a punctate and serpiginous
gadolinium enhancement on T1 sequences (Figure 1). Within
the first day of observation, the patient started complaining
progressive mental deterioration, in absence of any other possi-
ble causes, and a total body CT scan excluded any other organ
involvement. Patient was then referred to the neurosurgeon in
order to perform a brain biopsy. The neuropathology was
compatible with the diagnosis of cerebral lymphomatoid gran-
ulomatosis (LG) (Figure 1).

Central nervous system (CNS) lymphoproliferative disorders
include the primary diffuse large B-cell lymphoma of the CNS
and a variety of other lymphomas and related lymphoproliferative
conditions, such as the LG. LG is a rare angiocentric and
angiodestructive lymphoreticular proliferative disorder.' It is an
EBV-driven systemic disease, which usually involves lungs
followed by the skin and the brain. Isolated CNS LG (CLG) is
an extremely rare condition, and it is only anecdotally reported in
literature and poorly characterized on a neuroradiological and
clinical point of view. Its pathogenesis and biological behavior
are debated and, according to some authors, the isolated CLG is
not related to EBV and shows a better prognosis overall."> Our
case is in line with such observation since the immunophenotype
— in situ hybridization analysis of EBV-encoded small RNAs
(EBER ISH) - of the pathological specimen was negative for the
EBV virus, whilst the immunoglobulin IgH gene (FR3/JH) and
the T-cell receptor (TcRy) rearrangement showed a polyclonal
pattern as documented in LG cases with negative EBV.' On the
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Figure 1: An undefined edematous lesion in the left thalamus/corona
radiata seen at the brain MRI axial FLAIR (A), axial DWI (B), and
coronal T2-weighted sequences as a hyperintense lesion (C) with a
serpiginous gadolinium enhancement featuring its core at axial (D),
sagittal (E), and coronal (E) TI-weighted images. The hematoxylin—
eosin stain showed a cerebral tissue with vascular structures surroun-
dend by a polymorphous lymphoid infiltrate (G, 100X). In detail at higher
magnification (inset in G, 200X) the reticulin stain demonstrated the
presence of dispersed reticular fibers due to the angiodestructive behav-
ior of the disease. Immunostaining showed few and isolated CD20
activated B cells (H, 400X ) in an abundant CD3 lymphocyte background
(I, 100x).
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other side, the WHO LG grading relies on the amount of EBV
positive cells and the presence of a secondary CNS involvement
predicts a lower life expectancy.

Differentiating primary lymphoproliferative disorders from
other brain lesions could be difficult, and the histological
analysis results essential in the diagnosis. The presence of
an angiodestructive process makes it possible the differentia-
tion with brain lymphomas which share with the CLG the
angioinvasive features.” Pathognomonic neuroimages have not
been ever identified, but the most common MR finding is a
linear or a “multiple punctuate” enhancement along perivascular
spaces. Large mass-like lesions, ring-enhancement lesions, and
leptomeningeal involvement have also been reported.‘"5 CLG
lacks any clinical or radiological specific sign. Vasculitis,
demyelinating, infectious, and neoplastic disorders could
present similar features making only histopathology diagnostic,
so far. The clinical presentation is highly variable, and the
available cases are described as subacute disorders leading to
a progressive neurological deterioration. Patients generally
present with headache, seizures, altered consciousness, motor
progressive deterioration and dementia, and cranial nerve
palsies have also been described. A stroke-like presentation is
very rare."? This could be justified by the vascular and peri-
vascular destructive process, which produced a microvascular
damage with consecutive ischemic changes of the surrounding
tissue, thus explaining the possibility of an acute stroke-like
clinical presentation.
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