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HR definitions

• ISS- JCO 2005

• RISS- JCO 2015 [del17p, T(4;14), T (14;16)]

• R2ISS- JCO 2022  [1q gain, no T(14;16)] 

• IMS-IMWG:

The HR subset should represent around 20% of NDMM
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The Importance of MRD Negativity in 
Managing High-Risk Myeloma

• CONCEPT Trial: Isa-KRDX6 induction therapy, followed by an ASCT, 
Isa-KRDX4 consolidation therapy, Isa-KR maintenance (2 years, 
then R maint). 82% of patients achieved MRD negativity, and two-
thirds of the patients lived longer than five years
• OPTIMUMM Trial: A UK study, Daratumumab, cyclophosphamide, 

Velcade, Revlimid, and dex X4 induction, followed by an ASCT. 
Consolidation with daratumumab, Velcade, Revlimid, and dex X18 , 
with DR maintenance. Here, 63% of patients reached MRD 
negativity, and 84% of those were able to sustain it
• IFM 2018-04 Trial: A French study, DKRd X6 induction therapy, 

followed by an ASCT. DKRd X 4 consolidation, followed by a second 
ASCT and DR maintenance for 2 years. In this trial, 62% of patients 
became MRD-negative



GMMG-CONCEPT trial



GMMG-CONCEPT trial

• An academic, investigator-initiated, multicenter, phase II trial enrolled 
patients with high-risk NDMM defined by ISS stage II/III combined with 
del17p, t(4;14), t(14;16), or more than three 1q21 copies as high-risk 
cytogenetic aberrations

• Patients received Isa-KRd inductionX6/consolidation and Isa-KR 
maintenance for 2 years

• TE patients received high-dose melphalan. TNE patients received two 
additional Isa KRd cycles postinduction 

• The primary end point was MRD negativity  (centrally assessed by NGS) 



Results

• 153 pts (127 TE, 26 TNE) with a median age of 59 (TE) and 74 years (TNE) 

• del17p and t(4;14) were the most common HR cytogenetic aberrations 

• With a median follow-up of 54 months for TE pts, PFS-rates at 4, 5, and 6 years were 59%, 53%, and 53%, 

respectively 

• Four-year-OS rate was 72% 

• 5-Y- and 6-Y-OS-rates were 68% and 62%, respectively 

• In TNE patients (mFU of 51 months), 4-Y- and 5-Y-PFS-rates were both 54% with 4-Y- and 5-Y-OS-rates of 

69% each



Results

# Achievement of MRD neg conferred significant benefit in PFS for TE pts (HR 0.34 [0.13;0.88]) which became 

even more pronounced for pts remaining in MRD-neg state (HR 0.11 [0.05;0.28])

# Of 106 TE pts achieving MRD neg on study (84%), 85 pts had ≥1-Y-sustained MRD neg (80.2%)

 
# For 18 TNE pts with MRD-negative results (69%), ≥1-Y-sustained MRD negativity was reported in 13 pts (72%)



Conclusions

An high potency of Isa-KRd to not only induce but also maintain 
MRD neg remissions in HR NDMM pts irrespective of transplant 
status 

Six years after treatment initiation, more than half of these HR pts 
are still alive and progression-free



• Phase 3, open-label, randomized trial

• Belantamab, bortezomib, and dexamethasone (BVd), as compared with 

daratumumab, bortezomib, and dexamethasone (DVd), in patients who had 

progression of MM after at least one line of therapy 

• The primary endpoint was PFS. Key secondary endpoints were overall survival, 

response duration, and minimal residual disease (MRD)–negative status



DREAMM- 7- Results
• 494 patients were randomly assigned to receive BVd (243 patients) or DVd 

(251 patients) 

• At a median follow-up of 28.2 months (range, 0.1 to 40.0), median PFS 

was 36.6 months (95% CI, 28.4 to not reached) in the BVd group and 13.4 

months (95% CI, 11.1 to 17.5) in the DVd group (HR 0.41; 95% CI, 0.31 to 

0.53; P<0.001)

• OSat 18 months was 84% in the BVd group and 73% in the DVd group- not 

mature



Issues for discussion  

# Bela +Vd vs DVd demonstrated PFS of 36.6 vs 13 m -> i.e 23 m improvement in PFS,  so 

the efficacy seems very impressive. However, this was a Dara naïve patient population, and 

Dara is currently used as first-line, so the trial population is not reflective of a real-world 2L 

patient population. Moreover, only a third are len refractory

       # Maybe Dara comparator arm underperformed? Bortezomib was discontinued after 9 

cycles. However, EMD was 5% in the Bela arm and 10% in the Dara arm

# Grade 3 or higher ocular adverse events occurred in 34% of patients receiving Bela, while 

9% stopped treatment due to these side effects. A total of 79% of Bela patients had all-

grade ocular AEs. 98% resolved and the median time to resolution was 22d



• Phase 3, randomized, open-label trial, that evaluated belantamab, 

pomalidomide, and dexamethasone (BPd), as compared with 

pomalidomide, bortezomib, and dexamethasone (PVd), in lenalidomide-

exposed patients who had relapsed or refractory myeloma after at least one 

line of therapy 

• The primary endpoint was PFS



DREAMM-8 - Results
• 302 patients underwent randomization; 155 were assigned to the 

BPd group, and 147 to the PVd group. 

• At a median follow-up of 21.8 months the 12-month estimated PFS 

with BPd was 71% as compared with 51% with PVd (hazard ratio for 

disease progression or death, 0.52; 95% CI, 0.37 to 0.73; P<0.001)

• Data on overall survival were immature
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