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A phase I/II study of Pomalidomide-Cyclophosphamide-Prednisone (PCP)
in myeloma patients relapsed/refractory to lenalidomide
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Background: Pomalidomide in combination with Dexamethasone showed to be
affective in multiple myeloma (MM) patients relapsed/refractory to bortezomib and
lenalidomide. The efficacy and safety of Pomalidomide in combination with
Cyclophosphamide is still unknown.

Aims: In this phase I/II study we evaluated the safety and efficacy of
Pomalidomide-Cyclophosphamide-Prednisone (PCP) in relapsed/refractory MM
patients.

Methods: We evaluated the maximum tolerated dose (MTD) and efficacy of
Pomalidomide (4 dose levels: 1, 1.5, 2 and 2.5 mg/day) in combination with
Cyclophosphamide (50 mg every other day) and Prednisone (50 mg every other
day) for six 28-day cycles, followed by maintenance therapy with Pomalidomide-
Prednisone. Dose Limiting Toxicities (DLTs) were: grade 4 neutropenia lasting more
than 3 days, grade 4 thrombocytopenia, any grade 3-4 non-hematologic adverse
events (AEs). According to the Bayesian Continual Reassessment Method, the MTD
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was defined as the dose at which 25% achieved a DLT. Patients who received 1-3
prior lines of therapy and were relapsed/refractory to Lenalidomide were enrolled.
All patients received aspirin or low-molecular weight heparin as thrombotic
prophylaxis.

Results: Forty-one patients were enrolled, and DLTs occurred in 1 patient at 1.5
mg (grade 4 thrombocytopenia) and in 3 patients at 2.5 mg (grade 3 neuropathy,
grade 3 hepatic toxicity and grade 4 thrombocytopenia). The MTD was 2.5 mg with
an estimated DLT probability of 0.258 (95% credibility interval: 0.101-0.468).
Overall, 29 patients received Pomalidomide at the MTD. Response could be
assessed in 29 patients. The median age was 69 years (41-80), 45% had ISS 2-3
and 21% was at high risk by FISH (presence of at least one of the following:
t(4;14) or t(14;16) or del 17p13). Median time from diagnosis was 64 months.
Patients had received a median of 3 prior lines of treatment, including Lenalidomide
(100%), Bortezomib (72%), Thalidomide (17%), stem cell transplant (38%).
Seventy-two percent of patients achieved a partial response or better (at least PR),
including 21% very good partial response and 7% complete response. A clinical
benefit (at least PR + minimal response + stable disease) was detected in 97% of
the patients, including 8% of minimal response and 17% of stable disease. The at
least PR for patients who received < 2 prior therapies was 90%. In responding
patients, median time to at least PR was 2 months (range 1-6). After a median
follow-up of 7.3 months, 24/29 patients (82%) are free of disease progression and
27/29 (93%) are alive. Toxicity consisted primarily in myelosuppression. Grade 4
AEs included neutropenia (17%), thrombocytopenia (7%) and thromboembolism
(3%); grade 3AEs were rash (10%), peripheral neuropaty (3%), infections (3%).
Discontinuations for AEs were 10% (grade 3 hepatic, grade 4 central neurologic
toxicity and thromboembolism).

Conclusions: The combination PCP is clinically effective in MM patients

relapsed/refractory to Lenalidomide and is associated with a low toxicity profile.
Updated results will be presented at the meeting.
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