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July 30, 2012 
 
NCCN Multiple Myeloma Guideline Panel: 
 
On behalf of Onyx Pharmaceuticals, Inc., I respectfully request the NCCN Multiple Myeloma Guideline Panel to 
review the enclosed data and package insert for the inclusion of carfilzomib (Kyprolis™) in the Multiple 
Myeloma treatment guidelines for patients requiring salvage therapy.   
 
Specific Changes:  Recommend the addition of carfilzomib as an option for Salvage Therapy for patients with 
multiple myeloma. 
 
FDA Clearance:  Kyprolis™ (carfilzomib) is a proteasome inhibitor indicated for the treatment of patients with 
multiple myeloma who have received at least two prior therapies including bortezomib and an 
immunomodulatory agent and have demonstrated disease progression on or within 60 days of completion of 
the last therapy.1  
 
Rationale:  The safety and efficacy of carfilzomib were evaluated in a single-arm, multicenter clinical trial (003-
A1).  Two hundred and sixty-six patients with relapsed multiple myeloma who had received at least 2 prior 
therapies (including bortezomib and thalidomide and/or lenalidomide) were enrolled.  The primary endpoint 
was the overall response rate (ORR) as determined by Independent Review Committee assessment using 
International Myeloma Working Group (IMWG) criteria.  The ORR (stringent complete response [sCR] + 
complete response [CR] + very good partial response [VGPR] + partial response [PR]) was 22.9% (95% CI: 18.0, 
28.5) for the safety population (N = 266) and 23.7% (95% CI: 18.7-29.4) for the response-evaluable population 
(n=257).1,2  The median duration of response (DOR) was 7.8 months (95% CI: 5.6, 9.2).1  The ORR and DOR 
were consistent across subgroups analyzed including those refractory and/or intolerant to available 
therapies.2  Clinical benefit response (CBR) rate (≥ minimal response [MR] according to IMWG and European 
Group for Blood and Marrow Transplantation [EBMT] criteria) was a secondary endpoint.  The CBR rates for 
the safety population (n=266) and the response-evaluable population (n=257) were 36% and 37% 
respectively.2,3  
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The safety and efficacy of carfilzomib in the treatment of patients with multiple myeloma is supported by data 
from additional trials in patients with relapsed and/or refractory disease (Studies 003-A0, 004, and 005),4-6  
This includes data in bortezomib-naïve patients with relapsed and/or refractory myeloma (004 part 2) treated 
with single-agent carfilzomib at 20 mg/m2 in cycle one and 27 mg/m2 in subsequent cycles (n = 67) who 
demonstrated an ORR of 52%.5.  Additionally, carfilzomib has been studied in combination with lenalidomide 
and dexamethasone (006) in patients with relapsed myeloma (n = 51). 7   These patients demonstrated an ORR 
of 78%.7   

 
The most common adverse reactions (incidence of 30% or greater) to carfilzomib observed 
in clinical trials of patients with multiple myeloma (n = 526) were fatigue, anemia, nausea, 
thrombocytopenia, dyspnea, diarrhea, and pyrexia.1  For additional safety information, please refer to the 
enclosed package insert.1  
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