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Era of Quadruplet therapy 

MRD testing to guide therapy

Cellular therapy – from RRMM to earlier LOT

Novel agents
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Quadruplet therapy: sustained MRD negativity rates

Sonneveld. NEJM. 2023, Rodriguez-Otero. ASCO 2024. Abstr 7502. NCT03710603.

• PERSESUS (DVRd vs VRd TE-NDMM) 2 year sustained MRD negativity 56% vs 23%

Primary endpoint: PFS
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Quadruplet therapy: sustained MRD negativity rates

Gay. ASCO 2025. Abstr 7502. Gay. EHA 2025. Abstr S208.

• PERSESUS (DVRd vs VRd TE-NDMM) 2-year 56% vs 23%
• IsKia (IsaKRd vs KRd) MRD negativity 1-year 66% vs 59%
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Quadruplet therapy

Landgren CO JCO 43, 7503-7503(2025).

• PERSESUS (DVRd vs VRd TE-NDMM) 2-year 56% vs 23%
• IsKia (IsaKRd vs KRd) MRD negativity 1-year 66% vs 59%
• ADVANCE study (DKRd vs KRd) MRD negativity 59% vs 33%

Primary endpoint: MRD neg  x 10-5 after 8 cycles of induction
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Quadruplet therapy

Bortezomib PI. Mateos. Lancet. 2020;395:132. Benboubker. NEJM. 2014;371:906. Durie. Lancet. 2017;389:519. Facon. NEJM. 2019;380:2104. O'Donnell. Br J Haematol. 2018;182:222. Facon. NEJM. 2024;391:1597. Facon. Leukemia. 
2025;39:942. Leleu. Nature Medicine. 2024;30:2235. Usmani. IMW 2024. Abstr OA–63.

• PERSESUS (DVRd vs VRd TE-NDMM) 2-year 56% vs 23%
• IsKia (IsaKRd vs KRd) MRD negativity 1-year 66% vs 59%
• ADVANCE study (DKRd vs KRd) MRD negativity 59% vs 33%
• CEPHEUS, IMROZ ad BENEFIT confirm quad use in NDMM irrespective of transplant eligibility
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MIDAS: MRD-driven Rx after Isa-KRD (TE-NDMM)

Perrot ASCO 2025

Multicenter (France and Belgium), open-label, randomized, phase III trial

Primary endpoint: MRD negativity at 10-6 prior to maintenance therapy
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MIDAS : Results

Perrot ASCO 2025

For the MRD (-) group post induction – 
NO difference in MRD < 10-6 (86% vs 84) 
between ASCT and Isa-KRd arm.

For the MRD (+) group post induction-
NO difference in MRD < 10-6 single versus 
tandem ASCT

Median followup- 16.8 months

 Key Takeaway Points

 Not primetime in absence of key efficacy outcomes 
 Sustained MRD negativity ideally at 24 months
 PFS/OS especially in high risk population

 May help guide early vs delayed ASCT discussion 
 In a highly responsive subset, 1st-line ASCT may be deferred

 Tandem ASCT not necessary after effective induction
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MagnetisMM-6: Elranatamab +DR in NDMM (nTE)

Quach ASCO 2025
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Dose level G dosing schedule

Quach ASCO 2025
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Early emerging response data

Quach ASCO 2025

• Confirmed ORR 97.3% (85.8-99.9)
• 94.6% had VGPR or better
• 27% had CR or better
• Responses occurred early 

• median time to response 1.5 (0.3-4.2) mth
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TEAE ≥ 15%, Infections ≥5% 

Quach ASCO 2025

Most frequent ≥50% TEAE were
- hem (83.8%, grade 3/4 78.4%), 
- Infection (70.3%, grade 3/4 18.9%) 
- CRS (62.2%, grade 3/4 0%)
One grade 2 ICANS event reported

Any-grade infections in 70.3% (grade 3/4  18.9%)
- One grade 5 Candida PNA
- Frequent (any grade >10%) infections 

- URI and and E. Coli UTI
- Anti-infective prophylaxis was given 

- 34 (91.9%): IViG replacement

 Key Takeaway Points

 Elranatamab + DR effective in transplant-ineligible NDMM

 Safety profile consistent with known toxicities
 Most frequent TEAE were hematologic, infectious and CRS
 All CRS and ICANS were grade ≤2

 Phase 3 MagnetisMM-6 part 2 to evaluate EDR vs DRd in 
transplant ineligible and transplant-deferred NDMM
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CARTITUDE-1: Long term (≥5 yr) outcomes in RRMM

Voorhees ASCO 2025

Phase 1b/2 trial. Current analysis median f/u: 61.3 months

At 33.4m median followup – 
Median PFS after Cilta-cel was 34.9months 
Median OS was not reached.
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Progression-Free ≥5 yr: 33%            Median OS: 5 yr

Voorhees ASCO 2025
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Sustained MRD Negativity in a subset of pts with sCR
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Comparable +PD vs -PD

Voorhees ASCO 2025

~
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Safety Profile – no new signals

Voorhees ASCO 2025

 Key Takeaway Points

 Excellent long-term efficacy - 5yr PFS- 33%, 5 yr OS- 50%

 Baseline indicators for long term benefit 
 Lower tumor burden, favorable immune profile, better hematologic 

parameter BUT… What about those who relapse early after Cilta-cel ?

 Role in early line of therapy needs careful evaluation 
 Longer follow-up for late onset motor and neuro-cognitive toxicity
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JNJ-5322 Trispecific Ab: CD3, BCMA and GPRC5D 

NWCJ van de Donk ASCO 2025

• Dual Antigen may enhance tumor 
response by circumventing tumor 
heterogeneity and antigen loss and 
improve potency due to antigen 
binding avidity

• JNJ-5322 is an IgG1 trispecific 
antibody that binds to CD3 on T cells 
and BCMA/GPRC5D on MM cells
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Trispecific Ab (JNJ-5322): Phase 1 (RRMM)

NWCJ van de Donk ASCO 2025
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Baseline characteristics

NWCJ van de Donk ASCO 2025
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ORR –  86% at RP2D , 73% overall 

NWCJ van de Donk ASCO 2025

Median follow up 12.2 months
Median time to first response 1.2 months
Median time to best response 5.9 months
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Treatment-emergent adverse events

NWCJ van de Donk ASCO 2025

Predominant infections are respiratory – URI, pneumonia, COVID19
Hypogammaglobulinemia in 50% at RP2D
• Infections can be managed with monthly IgG monitoring and Ig replacement (to level ≥400mg/dl)
Grade 1/2 weight loss is usually transient and occurred in 6% (RP2D) and 12% (all doses). No grade ≥ 3 

Key Takeaway Points

 Convenient dosing

 Effective: BCMA/GPRC5D naïve ORR 100% !! (≥ CR, 70%)

 Safety profile comparative to Bispecifics
 better oral TEAE profile, ↓wt loss
 Grade 3/4 infection rates similar (28%) – IVIg is must
 CRS events were low grade – prophylactic Tocilizumab
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Thank you

        Shivani.kapur@pennmedicine.upenn.edu
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