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Dear NCCN Multiple Myeloma Guidelines Panel Members: 

On behalf of Celgene Corporation, we respectfully request that the NCCN Guidelines Panel for Multiple 
Myeloma review recently presented data regarding the use of REVLIMID® (lenalidomide) in patients with 
high-risk smoldering myeloma.   

Specific Change: We request inclusion within the Guidelines, information on the combination of 
lenalidomide/carfilzomib/dexamethasone (KRd) for high-risk smoldering myeloma as induction therapy 
followed by autologous stem cell transplant (ASCT), KRd consolidation and lenalidomide/dexamethasone 
maintenance therapy.1

FDA Status: REVLIMID is a thalidomide analogue indicated for the treatment of patients with MM in 
combination with dexamethasone and as maintenance therapy in patients with MM following autologous 
hematopoietic stem cell transplantation. REVLIMID is not approved for the treatment of high-risk 
smoldering myeloma.  Please see the enclosed REVLIMID Prescribing Information.2

Rationale for Proposed Addition: 
There are limited clinical studies which have assessed treatments for high-risk smoldering myeloma using 
a consistent definition for high-risk criteria. The following recently presented data by Mateos et al. adds 
additional evidence into this data gap.1  In the Phase II multicenter, open-label, single-arm study (GEM-
CESAR), 90 high-risk smoldering myeloma patients received KRd induction therapy followed by ASCT, 
KRd consolidation then maintenance therapy with lenalidomide/dexamethasone for up to 2 years. 

Thirty-five patients were evaluable after KRd consolidation therapy with a 60% MRD negativity rate. In 
the 29 patients evaluable after the maintenance phase, ORR was 100%; including 83% sCR, 7% CR and 
7% VGPR.  The median follow-up was 10 months (range, 1-28) and at 28 months, PFS was 94% and OS 
was 98%.  The most common (≥5%) Grade 3/4 toxicities in the induction phase were infections (10%), skin 
rash (9%) and thrombocytopenia (5%); common (≥5%) Grade 3/4 toxicities in the consolidation and 
maintenance phases included neutropenia (9% in both phases).  Similarly, Kazandjian et al. presented data 
for KRd in high risk smoldering myeloma (N=18) from a Phase II study where patients were given KRd 
for 8 cycles followed by lenalidomide maintenance for 24 cycles; transplant eligible patients underwent 
stem cell collection after ≥4 cycles.3  At a median follow up of 43.3 months, the ORR was 100%.  There 
are many other data evaluating lenalidomide-containing regimens in high-risk smoldering myeloma.4, 5, 6, 7,
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A copy of the references, along with the prescribing information is enclosed for your review. Your 
consideration of this submission is greatly appreciated. 

Sincerely, 

Mona Patel, PharmD 
Associate Director, Global Medical Information 

Thorsten Sperber, M.Sc. 
Executive Director, US Medical Affairs 
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