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Background: The immunomodulatory agents (Imids), thalidomide and lenalidomide, in
combination with rituximab, have shown activity in the treatment of WM. However, adverse
events, particularly neuropathy and anemia respectively, have limited their use for this
disease. Pomalidomide is a 3™ generation Imid which has demonstrated efficacy, as a single
agent and with dexamethasone for the treatment of relapsed/refractory multiple myeloma and
as a single agent for myelofibrosis. These promising results, together with the known activity
of Imids in WM, provided the impetus for a Phase I study of pomalidomide in patients with
relapsed and/or refractory WM.

Methods: Patients were eligible if they had WM that had relapsed and/or was refractory to at
least 1 prior therapy. All patients were treated with continuous daily oral pomalidomide (28
day cycles), starting with a dose of 1 mg. Following a 343 statistical design, the dose of
pomalidomide was planned to increase by 1mg increments until the maximum tolerated dose
(MTD) was reached.

Patients: Between October 2010 and June 2012, 6 patients (5 males, 1 female) received at
least 1 dose of study drug, and were evaluable for toxicity. The median age at enrollment
was 71 years (56-85 years), and the median number of prior lines of therapy was 2 (range 1-
4). Prior therapies included nucleoside analogs, alkylating agents, and rituximab in all patients
and bortezomib in 1 patient. At the 1mg dose, no dose limiting toxicities (DLTs) were
encountered, and patients received a median of 4 cycles of therapy (range: 4-6). At the 2 mg
dose level, 2 patients experienced DLTs; a 3™ withdrew from the study after experiencing mild
fever, headaches and blurred vision starting on day 4 of the 1% cycle. The fever and headache
resolved with discontinuation of pomalidomide. The blurred vision resolved after plasma
exchange, which was performed in the setting of an acute IgM rise. The DLTs of the other 2
patients included dizziness (Grade 4) and syncope (Grade 3) on cycle 1, day 8 in 1 patient and
grade 4 neutropenia in the 2" patient. The only other grade 3-4 adverse events (AE) to date
have been grade 3 neutropenia (1 pt) and grade 3 infection (knee joint -1pt). Other grade 1-2
AEs included (no. of patients): peripheral neuropathy (1), edema (2), myalgias (1), fatigue
(2), rash (2), nausea/vomiting (1), constipation (1), diarrhea (1), mucositis (1), infection
[otitis media (1);URI —(1)], night sweats (1), dizziness (1). Among the 5 patients evaluable
for response, the best response was stable disease in 3 patients, progressive disease in 2 (by
International WM Working Group Response Criteria).

Conclusion: This preliminary data suggests that pomalidomide is well tolerated at the 1 mg
dose. If this dose is tolerated with cohort expansion, combination with other agents may
increase efficacy and will be considered after determination of the MTD.



