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W72: Histological transformation in WM / LPL: absence of MYC

rearrangements and rare clonally unrelated events.

Roger Owen, Andy Rawstron, Paul Evans and Ruth de Tute.

HMDS Laboratory, St James’s Institute of Oncology, Leeds, UK.

Histologic transformation is a well-recognized phenomenon in all forms of indolent B-cell
disorders. It is has been reported to occur in 5-10% of patients with WM but the incidence
may be increasing with improving survival outcomes associated with targeted novel
therapies. The underlying pathological features are not however well studied and previous
case series have shown clonally unrelated events, sometimes EBV-driven, at least in some

patients.

In this study we have a made a detailed pathological evaluation of histologic transformation
following a documented preceding history of WM / LPL. 12 patients were included in this
analysis with a median age at transformation of 68.5 years. This series included 9 patients
with WM (all MYD88 L265P mutated), 2 with cold agglutinin disease (both MYD88 wild type)
and 2 with IgG secreting LPL (both MYD88 mutated). Surgical or needle core biopsies
specimens were obtained in all patients and a diagnosis of diffuse large B cell lymphoma

(DLBCL) confirmed using standard criteria.

Immunohistochemistry revealed a consistent phenotypic profile with expression of IRF4
(10/12) and a non-germinal centre phenotype as per Hans criteria (8/12). MYC
rearrangements were assessed by FISH and none were demonstrable (n=12) while
evidence of EBV (Latent membrane protein 1 expression) was demonstrable in 1 of 11
evaluable patients. Clonal relationships were evaluated with Biomed 2 B-cell clonality PCR
and / or immunoglobulin heavy chain sequencing. ldentical clonal rearrangements /
immunoglobulin sequence were demonstrable in 8 of 9 evaluable patients. In one patient the
DLBCL appeared clonally distinct from the WM and presumably represented a new
malignancy. Interestingly a MYD88 L265P was also demonstrable in the DLBCL cells. This
patient was heavily pretreated and had received BTKi therapy. By way of comparison, 4
patients in whom a synchronous diagnosis of DLBCL and WM had been made were also
evaluated. In this setting clonality / sequencing demonstrated distinct and unrelated clones
in 3 of 4 cases. In one patient a MYD88 L265P was demonstrable in both the WM and
clonally unrelated DLBCL.
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We would conclude that histologic transformation in WM is characterized by a non-germinal
centre phenotype and absence of MYC rearrangements while EBV is implicated in a minority
of patients only. Clonally distinct tumours can occur and appear common when there is a
synchronous diagnosis of WM and DLBCL. The presence of independent MYD88 mutant
clones within individual patients is intriguing. More detailed evaluation of these paired

samples is ongoing using a targeted next generation sequencing panel.
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