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W59: Sustained efficacy of Ibrutinib over 30 months in Bing-Neel syndrome.
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Central nervous system (CNS) involvement in Waldenstrom’s macroglobulinemia (WM) is a
rare, extramedullary manifestation of the disease, known as Bing-Neel syndrome (BNS). It
results from an unexplained homing and migration of the clonal lymphoplasmacytic cells
(LPC) to the CNS. This entity has been underestimated for years since no specific
symptoms and imaging findings exist. As a consequence, the optimal therapeutic approach
is not clear yet. However, among few chemotherapeutics, capable of passing the blood-brain
barrier, ibrutinib, a BTK inhibitor, may have a promising role in BNS since demonstrates dual

activity in the control of systemic and WM-CNS disease.

Here, we present data on the outcome of two patients with BNS who were treated with
ibrutinib and demonstrated the longest duration of response ever reported. Both patients had
a long history of IgM-k, WM for which received multiple lines of therapies based on
combinations with Rituximab (5 and 6, respectively). They diagnosed with WM at the age of
40 and 56, respectively. Years later, they developed no-specific neurological symptoms that

led to the BNS diagnosis (patient and disease characteristics are shown in table 1).

In both cases, cerebrospinal fluid (CSF) analysis showed leukocytosis (51 and 44 cells/ul)
and elevated protein of (1,184 and 4,332 mg/L), respectively. CSF cytology was positive for
BNS and flow cytometric analysis confirmed the presence of k-monoclonal, CD19 and CD20
positive lymphoplasmacytic cells. Brain MRI revealed regions of enhancement, within
subcortical and periventricular white matter as well as in centrum semiovale in the case#1
whereas in the case #2 no certain findings were observed. Based on the above, a diagnosis

of BNS was made.

Ibrutinib was started at the dose of 420 mg once daily. In case #1, a triple intrathecal (IT)
regimen with methotrexate (12.5mg), cytarabine (50mg) and dexamethasone (4 mg) was
also applied twice weekly until CSF lymphocytosis regression and then once weekly up to 8
cycles. At the end of IT therapy, CSF was cleared in case #1. In contrary, CSF became clear
approximately 6 months from ibrutinib initiation, in case #2. Both patients obtained partial
CNS response based on recently published criteria. Symptoms were also improved
gradually. The serum IgM level prior to ibrutinib initiation was 50.2 and 56.4 g/L, respectively,

whereas, at the last follow-up was 4.5 and 7.98 g/L, respectively.
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To date, both patients are in partial remission and remain on ibrutinib at 34 and 30 months,
respectively. To best of our knowledge, these cases represent the longest reported response

of ibrutinib in patients with leptomeningeal form of BNS that seems to reach almost 3 years.
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