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Introduction

Forty patients with RRMM were treated at Queen Mary Hospital, Hong Kong, using either dara-IMiD-triplet (dara-immunomodulatory 
agents (IMiD)-dexamethasone), dara-IMiD-quadruplet (dara-IMiD-dexamethasone + proteasome inhibitor) or dara-non-IMid regimens 
(dara-cyclophosphamide/carfilzomib-dexamethasone or dara-carfilzomib-cyclophosphamide-dexamethasone). 
Daratumumab was used every 3 weeks until maximum response or at least 8 doses, followed by either IMiD maintenance till disease 
progression, or no maintenance, after maximal response. 
Responses were documented after one cycle and four cycles, and at best responses. Overall survival (OS), event free survival (EFS) 
and progression free survival (PFS) were computed. Minimal residual disease (MRD) was studied by next generation sequencing using 
LymphoTrack System. Risk factors for OS and PFS were also evaluated.

Methods

A 3-weekly daratumumab-based regimen, especially in combination with IMiD, is highly effective in RRMM. Risk factors for survival 
included high LDH at relapse, rapid doubling time of paraprotein, presence of 1q gain at diagnosis and failure to achieve MRD negativity. 
A prospective study is warranted. 

Conclusion
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Favorable Outcomes of 3-weekly Daratumumab-based Regimens 
in Relapsed/Refractory Multiple Myeloma: Impact of MRD, Rapid 

Doubling Time, LDH, Triplets and Quadruplets

In relapsed or refractory multiple myeloma (RRMM), addition of daratumumab (dara) rendered superior response rates and survivals. 
Herein, using 3-weekly dara as the backbone, we evaluated the outcomes of dara-based regimens in RRMM.

Results

The median OS was not reached in dara-IMiD (including both dara-IMiD-triplet and dara-IMiD-quadruplet) and 17 months in dara-non-
IMiD regimens (p=0.001). (Figure2)
The median PFS was not reached in dara-IMiD-quadruplet, 23 months in dara-IMiD-triplet and 15 months in dara-non-IMiD regimen 
(p=0.014). (Figure3)
Among the dara-IMiD group, dara-IMiD-quadruplet yielded superior PFS than the dara-IMiD-triplet (median not reached vs 23 months, 
P=0.02) while the median OS were both not reached (P=0.813). (Figure2+3)
In the entire cohort, inferior OS was associated with high lactate dehydrogenase (LDH) at relapse (median: 27 months vs not reached, 
P=0.004). Shorter PFS was noted in patients with 1q gain (16 months vs 39 months, P=0.02) and a rapid doubling time of paraprotein 
(doubling of M-protein within 2 months & absolute >5g/L, or tripling within 3 month & absolute >10g/L, or quadrupling within 4 months & 
absolute>15g/L. (18 months vs not reached, P=0.016). 
Among the fifteen patients with MRD studied at ≥near CR, MRD-negativity was achieved in three (37.5%) of dara-IMiD-triplet and three 
(75%) of dara-IMiD-quadruplet (P=0.545). MRD negativity rendered superior median EFS (not reached vs 14 months, P=0.013). 

• Male/Female: 17/23
• Age: Median 64.5 years (46 - 91 years)
• ISS at diagnosis (N=36)

• I: 21 (58.3%); II: 3 (8.3%); III: 12 (33.3%)
• High-risk cytogenetics: 7 (25.9%)
• Number of prior lines of treatment: median 2 (1-5)
• Prior ASCT: 25 (62.5%)
• Refractory to

• Bortezomib: 10 (25%); Lenalidomide: 21(52.5%); 
Last treatment: 24 (62.5%) 

Table1. Baseline characteristics.

Best response n %
CR 21 52.5%

Near CR 3 7.5%
VGPR 9 20%
PR75 5 15%
PR50 2 5%

Table2. Best response. 

Figure2. Overall Survival.

Figure3. Progression Free Survival.

Figure1. Median time to VGPR.
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