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DISCLOSURES 

Consultant/Advisor/Speaker: BMS, GSK
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HOW DO WE DEFINE FRAILTY?
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Transplant 
Eligible

Transplant 
Ineligible



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

MM TREATMENT PARADIGM
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PERSEUS: STUDY DESIGN

Primary endpoint: PFSc

Key secondary endpoints: Overall ³CR rate,c overall MRD-negativity rate,d OS 

VRd 
V: 1.3 mg/m2 SC 

Days 1, 4, 8, 11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

D-VRd 
DARA: 1,800 mg SCb Q2W

VRd administered as in 
the VRd group

R
R: 10 mg PO Days 1-28 until PD

MRD 
positive

MRD
negative

Continue 
D-R 

until PD

Discontinue 
DARA therapy only

D-R
DARA: 1,800 mg 

SCb Q4W
R: 10 mg PO 

Days 1-28

Key 
eligibility 
criteria

• Transplant-
eligible NDMM

• Age 18-70 years
• ECOG PS ≤2
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Maintenance

28-day cycles2 cycles of 28 days

Consolidation

4 cycles of 28 days

D-VRd 
DARA: 1,800 mg SCb 

QW Cycles 1-2
Q2W Cycles 3-4

VRd administered as in 
the VRd group

Induction

TR
AN

SP
LA

N
T

VRd 
V: 1.3 mg/m2 SC 

Days 1, 4, 8, 11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

Restart DARA therapy 
upon confirmed loss of CR  

without PD or 
recurrence of MRD

Discontinue DARA therapy only 
after ³24 months of D-R maintenance for 

patients with ³CR and 12 months of  
sustained MRD negativity

ECOG PS, Eastern Cooperative Oncology Group performance status; V, bortezomib; SC, subcutaneous; PO, oral; d, dexamethasone; IV, intravenous; QW, weekly; Q2W, every 2 weeks; PD, progressive disease; 
Q4W, every 4 weeks; MRD, minimal residual disease; OS, overall survival; ISS, International Staging System; rHuPH20, recombinant human hyaluronidase PH20; IMWG, International Myeloma Working Group; 

VGPR, very good partial response. aStratified by ISS stage and cytogenetic risk. bDARA 1,800 mg co-formulated with rHuPH20 (2,000 U/mL; ENHANZEÒ drug delivery technology, Halozyme, Inc., San Diego, CA, USA). 

cResponse and disease progression were assessed using a computerized algorithm based on IMWG response criteria. dMRD was assessed using the clonoSEQ assay (v.2.0; Adaptive Biotechnologies, Seattle, WA, USA) in 
patients with ³VGPR post-consolidation and at the time of suspected ³CR. Overall, the MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity (10–5 threshold) and ³CR at any time. 
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PERSEUS: PROGRESSION-FREE SURVIVAL

Sonneveld, et al. ASH 2023.



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

CEPHEUS: PHASE 3 TRIAL OF D-RVD VS RVD IN TIE OR TRANSPLANT-DEFERRED

Usmani et al, IMS 2024
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Sonneveld et al, EMN 2025
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Sonneveld et al, EMN 2025
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CEPHEUS: PHASE 3 TRIAL OF D-RVD VS RVD IN TIE OR TRANSPLANT-DEFERRED

Usmani et al, IMS 2024
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CEPHEUS: BASELINE DEMOGRAPHIC & CLINICAL CHARACTERISTICS

Usmani et al, IMS 2024
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CEPHEUS: BASELINE DEMOGRAPHIC & CLINICAL CHARACTERISTICS

Usmani et al, IMS 2024

No patients over 80 years

45% are under 70 years

90% have an ECOG PS 0-1

No frail pts by IMWG

25% of pts were deferred ASCT
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CEPHEUS: OVERALL AND SUSTAINED MRD NEGATIVITY RATES

Usmani et al, IMS 2024
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CEPHEUS: PFS IN ITT POPULATION
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CEPHEUS: SAFETY



IMROZ: PHASE 3 STUDY OF ISATUXIMAB, BORTEZOMIB, 
LENALIDOMIDE, AND DEX (ISA-VRD) VS VRD FOR TRANSPLANT-
INELIGIBLE PATIENTS WITH NDMM

VRd +/- Isatuximab in Transplant-Ineligible NDMM

C, cycle; CR, complete response; d, dexamethasone; eGFR, estimated glomerular filtration rate; Isa, isatuximab; IV, intravenous; MRD, minimal residual disease; NDMM, newly diagnosed multiple myeloma; NGS, next-generation 
sequencing; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PO, orally; R, lenalidomide; Rd, lenalidomide and dexamethasone; SC, subcutaneous; Ti, transplant-ineligible; V, bortezomib; VRd, bortezomib, 
lenalidomide, and dexamethasone; VGPR, very good partial response.
Facon T, et al. J Clin Oncol. 2024;42(suppl 16):7500.



IMROZ DEPTH OF RESPONSE

Depth of Response in ITT Population 

HR, hazard ratio; IRC, independent review committee; ITT, intent to treat; NR, not reached.
Facon T, et al. J Clin Oncol. 2024;42(suppl 16):7500.

Isa-VRd followed by Isa-Rd resulted in deep response rates, with a significant improvement in the 
MRD− CR rate, as well as higher rates of MRD− and sustained MRD− for 12 months



IMROZ PFS

Primary Endpoint Met: Interim PFS Analysis by IRC Assessment in ITT Population

HR, hazard ratio; IRC, independent review committee; ITT, intent to treat; NR, not reached.
Facon T, et al. J Clin Oncol. 2024;42(suppl 16):7500.

At a median follow-up of 5 years (59.7 months), Isa-VRd followed by Isa-Rd led to a statistically 
significant reduction in the risk of progression or death by 40.4%



Safety Summary (Safety Population)

IMROZ SAFETY

a. Calculated as number of patients with an event divided by total patient-years. Patients were followed yearly; b. Included non-melanoma skin cancer.
Facon T, et al. J Clin Oncol. 2024;42(suppl 16):7500.

[a]

[b]

Isa-VRd was well tolerated, and the safety profile remains consistent with the known safety 
profiles of each agent
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MAIA: D-RD VS RD IN TRANSPLANT INELIGIBLE NDMM

Key eligibility criteria
• TIE NDMM
• ECOG PS score 0-

2
• CrCl ≥30 mL/min

Stratification Factors
• ISS (I vs II vs III)
• Region (NA vs 

other)
• Age (<75 vs ≥75 

years)
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D-Rd (n=369)

Daratumumab: 16 mg/kg IV
QW Cycles 1-2, Q2W Cycles 3-6, then Q4W thereafter until PD

Lenalidomide: 25 mg PO, Days 1-21 until PD

Dexamethasone: 40 mg PO or IV, Days 1, 8, 15, 22 until PD

Rd (n=368)

Lenalidomide: 25 mg PO, Days 1-21 until PD

Dexamethasone: 40 mg PO, Days 1, 8, 15, 22 until PD

Primary Endpoint:
• PFS

Key Secondary 
Endpoints:
• ORR
• ≥CR rate
• MRD (NGS; 10-5)
• OS

Cycle: 28 Days
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MAIA: PFS AND OS

PFS with D-Rd and Rd in the ITT 
population

OS with D-Rd and Rd in the ITT 
population

Median Follow-Up, 49.6 months Median Follow-Up, 73.6 months

Kumar S, et al. ASH 2022.
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MAIA: TEAES

Grade 3/4 infection rates were 42.6% with D-Rd 
and 29.6% with Rd

The most common serious TEAE in both arms was 
pneumonia (D-Rd, 18.7%; Rd, 10.7%)

The rate of treatment discontinuation due to TEAEs 
was lower in the D-Rd arm (14.6%) versus the Rd 
arm (23.8%)

Kumar S, et al. ASH 2022.
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TAKE HOME MESSAGES

§ Quads > Triplets IF the patient can tolerate the regimen
§ ASCT > No ASCT 

23

TRANSPLANT 
ELIGIBLE/FIT

Monoclonal anti-
CD38+ RVD à 

ASCT

TRANSPLANT-
INEGLIGIBLE 

and NON-FRAIL 
or TRANSPLANT 
DEFERRED (<80)
Monoclonal anti-
CD38+ RVD à 

MoAb +Len maint

TRANSPLANT 
INELIGIBLE/

FRAIL

Dara/len/dex
Doublet?


