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Should triple therapy be the gold standard for frontline myeloma? 

Yes. Nikhil C. Munshi (Dana Farber Cancer Institute, Harvard Medical School, Boston MA) 

 

It is possible to combine drugs from different classes with nonoverlapping toxicities without 

compromising the dose to maximize the antitumor effect and eliminate potentially resistant 

clones to prolong the remission duration. Six different randomized studies have compared 2-

drug versus 3-drug combinations, and each of the 3-drug regimens (VCD, VRD, VTD).provided 

higher response rates including complete responses and in studies with adequate follow up 

improved survival compared with 2-drug regimens.  Combining Proteasome inhibitor with 

immunomodulatory agent with dexamethasone (dex) further improves the outcome before and 

after stem cell transplantation. In a large randomized clinical trial of 480 patients, conducted by 

the GIMEMA Italian myeloma network, VTD was shown to be superior to PD for induction 

therapy and for consolidation after tandem transplantation. VTD induction therapy significantly 

improves the rate of complete and near complete response before the transplantation. This 

higher response rate continued following tandem transplantation. This increase in the depth of 

response has translated into superior progression free survival. However there was increased 

neuropathy on the VTD arm. Bortezomib and dexamethasone have been combined with 

thalidomide (VTD - CR 32%, VGPR 62% and ORR 94%), Doxorubicin (VDD - CR/nCR 31%, 

VGPR 42%, ORR 83%), cyclophosphamide 297 (VCD - CR/nCR 39%, VGPR 61%, ORR 88%) 

and lenalidomide 298 (VRD - CR/nCr 52%,, VGPR 74%, PR 100%). Each showing higher 

response rate than their 2-drug counterpart. Thus the novel agent combinations have 

progressively improved both frequency and depth of responses in newly-diagnosed patients 

with myeloma. Similar improvements have been observed with 3-drug regimen in older adults 

with myeloma. In 5 different studies combination of MP+Thalidomide has been shown to be 

superior than MP alone. Similarly MP+ bortezomib - MPV - (71% vs 35% and 30% vs 4% 

respectively, P<0.001); and MP+ lenalidomide MPR - (CR 18% vs 5% and ORR 76% vs 49%; 

p<0.001) are superior to MP. So even in older patient population 3-drug achieves superior 

outcome. It is also important to note that when used in 3-drug regimen, a age appropriate diose 

reduction can be achieved with limited decrease in efficacy.  The current data suggests that 

except for minor toxicity increase 3-drug regimens provide significantly superior outcome. In fact 

2 new drug with most promosing results are also being evaluated in 3-drug regimen; 

panabinostat with bortezomib and dex, and elotuzumab with lenalidomide and dex suggesting 

that 3-drug regimens are now standard of care. 


