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Potentielle Interessenskonflikte

Honorare:
Amgen, BMS, GSK, Janssen, MSD, Novartis, Roche, Takeda

Forschungsunterstützung:
Novartis, Takeda, Janssen



Neu zugelassenen Medikamente bei MM

Farydak (Panobinostat) EU Zulassung 4.9.15
Kyprolis (Carfilzomib) EU Zulassung 20.11.15
Empliciti (Elotuzumab) EU Zulassung 11.5.16
Darzalex (Daratumumab)  EU Zulassung 25.5.16
Ninlaro (Ixazomib)  EU Zulassung 24.11.16
Sarclisa (Isatuximab) EU Zulassung 30.5.20
Blenrep (Belantamab Mafodotin EU Zulassung 26.8.20
Nexpovio (Selinexor) EU Zulassung 26.3.21
Abecma (Idecabtagen vicleucel) EU Zulassung 18.8.21
Erwartet: Teclistamab, Ciltacel, ...



Angesichts der vielen neuen Substanzen:
Ist die Hochdosistherapie noch nötig?



Hochdosis Melphalan bleibt Standard!
PFS: HDT PFS: no HDT p

Palumbo et 
al.
NEJM 2014

Rd + 2x HDT+/-
R
vs
Rd + MPR +/- R

43.0 22.4 <0.001

Gay et al.
Lancet Oncol
2015

Rd + 2x HDT+R
vs
Rd+CRD + R

43.3 28.6 <0.001

Attal et al.
NEJM 2017

3 VRD + HDT + 
2 VRD + R
vs
8 VRD + R

50 36 <0.001

Cavo et al. 
Lancet
Haematol
2020

3 VCD + HDT+-
VRD + R
vs
3 VCD + 4 VMP 
+-VRD + R

56.7 41.9 0.0001



EMN02: PFS mit und ohne Hochdosistherapie













Und wenn Hochdosistherapie keine Option 
ist?

Zugelassene Kombinationen:
VRd (besser als Rd)
Daratumumab-VMP (besser als VMP)
Daratumumab-Rd (besser als Rd)





Antikörper in der Erstlinie: DRd vs Rd

Langzeitdaten der MAIA Studie

Facon et al. EHA 2021

OS PFS



Was geben nach DRd?

Nicht optimal für Len- + Dara-refraktäre Patienten:
KRd, Ixa-Rd, Dara-Rd, Elo-Rd
Dara-Kd, Dara-Vd, Isa-Kd
Dara-Pd, Isa-Pd

Übrig:
Kd, (Pd), PVD, (Elo-Pd)



Optimismm: PVd versus Vd in second-line treatment
PFS

Dimopoulos M, et al. Poster presentation at ASH 2018 [abstract 3278].
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HR = 0.55 (95% CI 0.33-0.94); 
P = .0276

Median, 
months

95% CI

PVd 22.01 14.69-NE

Vd 11.96 7.85-21.06

LEN Refractory LEN Nonrefractory

Median follow-up was 16.4 months 
PVd reduced the risk of progression or death by 45%-46% after 1 prior line of therapy 

regardless of LEN refractoriness 



IKEMA: Isatuximab-Kd vs Kd



IKEMA: Isatuximab-Kd vs Kd



GMMG-DADA Studie



Cho at al., Front. Immunol. 2018



• Multiple myeloma affects the older population 
more commonly than younger age groups; 
median age at diagnosis is 69 years in the US1

• Advanced age negatively impacts prognosis and 
limits treatment options for patients with 
hematologic malignancies, including multiple 
myeloma2,3

• Ide-cel, a BCMA-directed CAR T cell therapy, 
showed deep and durable responses across 
target dose levels of 150−450 × 106 CAR+ 
T cells in the pivotal phase II KarMMa study of 
patients with triple-class exposed RRMM4

Objective: To examine the efficacy and safety of 
ide-cel in elderly patients in the KarMMa study

Idecabtagene vicleucel: anti BCMA CART

21

BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; Cy, cyclophosphamide; Flu, fludarabine; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group; ORR, overall response rate; PD, progressive disease; 
RRMM, relapsed and refractory multiple myeloma; US, United States. 
a Defined as documented PD during or within 60 days from last dose of prior antimyeloma regimen. b Patients were required to be hospitalized for 14 days postinfusion. Ide-cel retreatment was allowed at PD for best response of at least stable disease.
1. Surveillance, Epidemiology, and End Results (SEER) Program (www.seer.cancer.gov) SEER*Stat Database. 2. Hassan M, et al. Haematologica. 2014;99:1124-1127. 3. Krok-Schoen JL, et al. Cancer Med. 2018;7:3425–3433. 
4. Munshi NC, et al. J Clin Oncol. 2020;38[suppl, abstr]:8503.

Berdeja J, et al. ASH 2020. Abstract 1367

Leukapheresis

Cy (300 mg/m2)

Ide-cel infusionb

150−450 × 106 CAR+ T cells

ide-cel
manufacturing
(99% success rate)

Bridging 
(≥ 14 days before
lymphodepletion)

Days   -5,-4,-3   0

Flu (30 mg/m2)

Patients with RRMM
• ≥3 prior regimens 

with ≥2 
consecutive cycles 
each (or best 
response of PD)

• Previously exposed 
to
– IMiD agent
– Proteasome 

inhibitor
– Anti-CD38 

antibody
• Refractory to last 

prior therapy per 
IMWG criteriaa

EudraCT: 2017-002245-29
ClinicalTrials.gov: NCT03361748

1st response 
assessment 

(1 mo)

Pivotal phase II KarMMa study4

Primary endpoint: ORR (null hypothesis ≤ 50%)



• Primary (ORR >50%) and key secondary (CRR >10%) endpoints met in the ide-cel treated population
− ORR of 73% (95% CI, 65.8−81.1; P<0.0001*) 
− CRR (CR/sCR) of 33% (95% CI, 24.7−40.9; P<0.0001)

• Median time to first response of 1.0 mo (range, 0.5−8.8); median time to CR of 2.8 mo (range, 1.0−11.8)
• Median follow-up of 13.3 mo across target dose levels

Ide-cel: KarMMa Study

Data cutoff: 14 Jan 2020. MRD-negative defined as <10-5 nucleated cells by next generation sequencing. Only MRD values within 3 mo of achieving CR/sCR until progression/death (exclusive) were considered.
Values may not add up due to rounding. 
CR/sCR, complete response/stringent CR; CRR, CR rate; MRD, minimal residual disease; ORR, overall response rate (≥PR); PR, partial response; VGPR, very good PR. *P value at the primary data cutoff with same ORR and 95% CI.
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Data cutoff: 14 Jan 2020. NE, not estimable; PFS, progression-free survival.

PFS by Target Dose

At risk, N
150 × 1064 2 1 1 1 1 1 1 1 1 1 0
300 × 10670 56 42 33 29 24 17 14 11 7 2 0
450 × 10654 44 40 36 34 31 17 4 1 0 0

• PFS increased by depth of response; median PFS was 
20 mo in patients with CR/sCR

PFS by Best Response

• PFS increased with higher target dose; median PFS was 
12 mo at 450 × 106 CAR+ T cells

CR/sCR 42 42 42 40 39 37 26 16 11 8 4 0
VGPR 25 25 22 20 16 14 8 3 2 0 0

PR 27 16 10 9 5 1 0 0 0 0 0
Nonrespond

ers 34 8 83 70 64 56 35 19 13 8 4 0
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150 × 106 2.8 (1.0−NE)
300 × 106 5.8 (4.2−8.9)
450 × 106 12.1 (8.8−12.3)



Gibt es bessere CART Zellen?









Zusammenfassung und Ausblick
Primärtherapie:
Bortezomib+- Daratumumab-Induktion, Hochdosistherapie, Len-Erhaltung
VRd, Dara-VMP und Dara-Rd neue Standards für HDT-ungeeignete Patienten
Offene Studien: GMMG-DADA, GMMG-CONCEPT

Frühes Rezidiv:
Carfilzomib oder Pomalidomid in Kombinationen, Bortezomib oder Lenalidomid

in Kombinationen

Spätes Rezidiv:
Belantamab-Mafodotin, Idecabtagene vicleucel
Dringend erwartet: weitere CAR-T, bispezifische Antikörper

Studien in Vorbereitung: CART und bispezifische Ak in der Primärtherapie



Vielen Dank für Ihre Aufmerksamkeit!
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