RETROSPECTIVE ANALYSIS OF THE LONG TERM SAFETY OF LENALIDOMIDE (LEN) ± DEXAMETHASONE (DEX) IN RELAPSED/REFRACTORY MULTIPLE MYELOMA (RRMM) PATIENTS (PTS): ANALYSIS OF POOLED DATA AND INCIDENCE RATES (IR) OF SECOND PRIMARY MALIGNANCY (SPM) 
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Background: The occurrence of SPM in MM pts has been well recognized based on disease natural history and associated treatments. Given the association of aging with development of malignancies and recent concerns over the potential of increased SPM risk with long term Len exposure, SPM incidence from Len studies was compared with expected background invasive cancer incidence from the US SEER Cancer Registries, 2003-2007. Methods: Data from Len-based arms of 11 Celgene-sponsored studies in RRMM pts who received ≥24 months (mos) of Len were analyzed for SPM incidence. By SEER definition, non-melanoma skin cancers and in situ malignancies were excluded. Results: Median age at enrollment was 64 (range 29-92). Median Len duration for all studies was 5 mos (range 0.03-58.27); 313 (8.2%) pts received ≥24 mos (median duration 34 mos [range 24-58.3]). In all pts, 57 SPMs were identified in 56 pts (8 MDS, 1 AML, 2 B-cell malignancies [low grade B-cell lymphoma, Epstein-Barr virus associated lymphoproliferative disorder], 46 solid tumors [ST]) corresponding to an IR of 2.15 and a standardized incidence ratio (SIR) of 0.77 (95% CI 0.43-1.28). No B-cell malignancies were reported in pts with ≥24 mos of Len. SPM IRs compare favorably with IR from SEER (range 1.3-2.2/100 patient-yrs [PY] for persons aged 60-85+). Conclusion: Len-based therapy for RRMM, including durations ≥24 mos, did not significantly increase the SPM IR compared to IR for invasive cancers reported by SEER. Rigorous efforts are underway to further characterize SPM and identify risk factors.
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Age, yrs
<65 (n=2060) 19 (1.27)
65-75 (n=1335) 32 (3.71)
>75 (n=444) 6 (2.46)

Cumulative Len dose, mg (n=3812)*
<2400 15 (3.50)
22400 41 (1.89)

Treatment duration, mos
212 31(2.12)
=18 25 (2.13)
224 22 (2.35)

Regimen
Len (n=731) 19 (2.42)
Len+Dex (n=3108) 38 (2.09)

“Cumulative dose incalculable for 27 pts due to missing data.





