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Should ASCT be a frontline option for WM?[YES]
Dr. Bart Barlogie (USA)

The treatment armamentarium for WM has broadened through the use of
monoclonal CD20-directed antibodies and novel agents such as bortezomib and
lenalidomide. Their use in combination brings about high response rates and
durable progression-free survival. We and others have applied combination
chemotherapy such as VTD-PACE for more aggressive disease, in the course of
which HPC's are collected for future use with myeloablative regimens such as BEAM,
MEL200 or our hybrid regimen of MEL80-VRD-PACE. There are no established
therapeutic guidelines based on modern genomics yet, an issue that will be
discussed at this meeting. The Arkansas approach currently is as follows:

- Are treatment criteria met as in MM (CRAB), such as cytopenia,
hyperviscosity, infections, symptomatic lymphadenopathy or splenomegaly?
(CHILS)

o If not observe as asymptomatic WM - AWM
- Low-risk CHILS: normal LDH, slow doubling time, low proliferative activity
(GEP-derived Proliferation Index [PI] <5)
o Rituximab alone
o Rituximab (R) plus bortezomib, cyclophosphamide, lenalidomide (R-
VCR)
o Avoid purine analogues until HPC collected
- High-risk CHILS: high LDH, rapid progression, high PI
o R-VTD-PACE with HPC collection
o Depending on response and toxicity
* R-VCR + cladribine if less then PR
= More R-VTD-PACE
o R-BEAM with added cisplatin and VRD
= Recommended when rapid CR is desirable

Thus, we are not advocating all out ASCT but keep such option based on our
historical data with durable responses that do not need to be maintained. Newer
agents such the bruton tyrosine kinase inhibitors and everolimus show promising
results in the relapsed setting and likely will be incorporated in future during
upfront management. The codon 265 mutation L265P MYD88 can be helpful to
distinguish WM from other lymphoproliferative disease, but is not invariably present
in all WM patients. Apart from a biomarker it may prove to be a therapeutic target
and yield further insight into the disease both in terms of response to BK inhibitors
and stem cell transplantation.



