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Kapitel 1

Behandlung des neudiagnostizierten Myeloms, 
transplantierbare Patienten

Konsolidierung

Für eine Transplantation geeignet

Ja

4 x Dara VTd

Melphalan 200 
mg/m2

und ASCT

Lenalidomid
Erhaltungstherapie

Melphalan 200 
mg/m2

und ASCT
Ggf. in Hochrisiko MM

2 x Dara-VTd

Adaptiert von Dimopoulos et al., Ann Oncol 2021



Seite 5
Prof. Dr. med. Katja Weisel 

Universitätsklinikum Hamburg-EppendorfEHA2024 HYBRID

Erstbehandlung NDMM, TE

Philippe Moreau, Cyrille Hulin, Aurore Perrot, Bertrand Arnulf, Karim Belhadj Merzoug, Lotfi Benboubker, Sonja 
Zweegman, Hélène Caillon, Denis Caillot, Hervé Avet-Loiseau, Michel Delforge, Thomas Dejoie, Thierry Facon, Cécile 
Sonntag, Jean Fontan, Mohamad Mohty, Asiong Jie, Lionel Karlin, Frederique Kuhnowski, Jérôme Lambert, Xavier 
Leleu, Margaret Macro, Frederique Orsini Piocelle, Murielle Roussel, Jean Marc Schiano De Colella, Niels W.C.J. van 
de Donk, Soraya Wuillème, Annemiek Broijl, Cyrille Touzeau, Mourad Tiab, Jean Pierre Marolleau, Nathalie 
Meuleman, Marie-Christiane Vekemans, Matthijs Westerman, Saskia K. Klein, Mark-David Levin, Fritz 
Offner, Martine Escoffre, Jean-Richard Eveillard, Réda Garidi, Winnie Hua, Jianping Wang, Alba Tuozzo, Carla De 
Boer, Melissa Rowe, Veronique Vanquickelberghe, Robin Carson, Jessica Vermeulen, Jill Corre, Pieter Sonneveld

S204: DARATUMUMAB (DARA) + BORTEZOMIB/THALIDOMIDE/DEXAMETHASONE (D-VTD) FOLLOWED 
BY DARA MAINTENANCE IN TRANSPLANT-ELIGIBLE (TE) NEWLY DIAGNOSED MULTIPLE MYELOMA 
(NDMM): >6-YEAR UPDATE OF CASSIOPEIA
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Erstbehandlung NDMM, TE

CASSIOPEIA Studie

Part 1 Part 2

Key eligibility 
criteria:

• Transplant-
eligible 
NDMM

• 18-65 years
• ECOG 0-2
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Induction

D-VTd
D: 16 mg/kg IV QW Cycles 

1-2, Q2W Cycles 3-4
V: 1.3 mg/m2  SC Days 1, 4, 

8, 11
T: 100 mg/day PO
d: 20-40 mg IV/POa

VTd
VTd administered as in the 

D-VTd arm

T
R
A
N
S
P
L
A
N
T

Consolidation

D-VTd
D: 16 mg/kg IV Q2W
V: 1.3 mg/m2  SC Days 1, 4, 

8, 11
T: 100 mg/day PO
d: 20 mg IV/POa

VTd
VTd administered as in the 

D-VTd arm

Maintenance

D 
monotherapy
D 16 mg/kg IV Q8W 

until PD (2 years
maximum, then
observation until

PD)

Observation
until PD 

(2 years maximum)
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 ≥
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4 Cycles of 28 days 2 Cycles of 28 days
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w
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Erstbehandlung NDMM, TE

CASSIOPEIA Studie

Median FU 35.4 months Median FU 80.1 months
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Erstbehandlung NDMM, TE

Pieter Sonneveld, Philippe Moreau, Meletios A. Dimopoulos, Hang Quach, P. Joy Ho, Meral Beksac, Cyrille 
Hulin, Elisabetta Antonioli, Xavier Leleu, Silvia Mangiacavalli, Aurore Perrot, Michele Cavo, ANGELO 
BELOTTI, Annemiek Broijl, Francesca GAY, Roberto Mina, Inger S. Nijhof, Niels W.C.J. van de Donk, Eirini 
Katodritou, Fredrik Schjesvold, Anna Sureda Balari, Laura Rosiñol, Michel Delforge, Wilfried Roeloffzen, Christoph 
Driessen, Annette Juul Vangsted, Hermann Einsele, Andrew Spencer, Roman Hájek, Artur Jurczyszyn, Sarah 
Lonergan, Yanfang Liu, Jianping Wang, Diego Vieyra, Emilie van Brummelen, Veronique Vanquickelberghe, Anna 
Sitthi-Amorn, Carla De Boer, Robin Carson, Joan Blade, Mario Boccadoro, Paula Rodríguez-Otero

S201: DARATUMUMAB + BORTEZOMIB/LENALIDOMIDE/DEXAMETHASONE IN TRANSPLANT-ELIGIBLE 
PATIENTS WITH NEWLY DIAGNOSED MULTIPLE MYELOMA: ANALYSIS OF MINIMAL RESIDUAL DISEASE IN 
THE PERSEUS TRIAL
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Erstbehandlung NDMM, TE

PERSEUS Studie

Primary endpoint: PFSc

Key secondary endpoints: Overall ≥CR 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

1:
1 

ra
nd
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iza
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n

(N
 =

 7
09

)a
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 ≥24 months of D-R maintenance for patients 

with ≥CR and 12 months of 
sustained MRD negativity
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Erstbehandlung NDMM, TE

PERSEUS Studie
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Erstbehandlung NDMM, TE

PERSEUS Studie

• The potential for a cure in NDMM is predicated on reaching sustained MRD negativity at 
10–6

• In the PERSEUS study, for D-VRd + D-R:
– 47% of patients achieved sustained MRD negativity (10–6) for 12 months versus 19% with VRd + R

• During D-R maintenance:
– The rate of MRD negativity (10–6) increased by 30% versus 15% with R alone
– 31% of MRD-positive patients converted to sustained MRD negativity (10–6) versus 10% with R alone
– 64% of patients stopped DARA after achieving sustained MRD negativity (10–5)1
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Erstbehandlung NDMM, TE

Marc S. Raab, Elias K Mai, Uta Bertsch, roland fenk, Ema Pozeck, Axel Benner, Britta Besemer, Christine 
Hanoun, Roland Schroers, Ivana von Metzler, Mathias Hänel, Christoph Mann, Lisa Leypoldt, Bernhard 
Heilmeier, Sabine Vogel, Stefanie Huhn, Michael Hundemer, Selina Hutzl, Niels Weinhold, Tobias Holderried, Karolin 
Trautmann-Grill, Deniz Nogueira Gezer, Maika Klaiber, Martin Müller, Evgenii Shumilov, Wolfgang Knauf, Christian 
Michel, Thomas Geer, Hendrik Riesenberg, Christoph Lutz, Martin Hoffmann, Hans Salwender, Katja 
Weisel, Hartmut Goldschmidt

S202: ISATUXIMAB, LENALIDOMIDE, BORTEZOMIB AND DEXAMETHASONE FOR NEWLY-DIAGNOSED, 
TRANSPLANT-ELIGIBLE MULTIPLE MYELOMA: POST TRANSPLANTATION INTERIM ANALYSIS OF THE 
RANDOMIZED PHASE III GMMG-HD7 TRIAL
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Erstbehandlung NDMM, TE

GMMG-HD7 Studie

MRD (bone marrow aspirate)

After
HDTScreening

After
Cycle 3

 

After 12
months

After 24 
months End of study

 

Isa + RVd

RVd

R
an

do
m

iz
at

io
n 

1:
1 Isa + R

R

Induction phase (3 x 6-week cycles) Maintenance phase (4-week cycles)

R
an

do
m

iz
at

io
n

HDT + 
ASCT

NDMM
N=662

3 years or 
PD
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Erstbehandlung NDMM, TE

GMMG-HD7 Studie

Among pts who per protocol 
remained on study, the MRD 
negativity rates at end of 
intensification were 72.0%
after Isa-RVd and 56.5% following 
RVd
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Erstbehandlung NDMM, TE

PERSEUS Studie

• The potential for a cure in NDMM is predicated on reaching sustained MRD negativity at 
10–6

• In the PERSEUS study, for D-VRd + D-R:
– 47% of patients achieved sustained MRD negativity (10–6) for 12 months versus 19% with VRd + R

• During D-R maintenance:
– The rate of MRD negativity (10–6) increased by 30% versus 15% with R alone
– 31% of MRD-positive patients converted to sustained MRD negativity (10–6) versus 10% with R alone
– 64% of patients stopped DARA after achieving sustained MRD negativity (10–5)1



Seite 16
Prof. Dr. med. Katja Weisel 

Universitätsklinikum Hamburg-EppendorfEHA2024 HYBRID

Kapitel 2

Behandlung des neudiagnostizierten Myeloms, 
nicht- transplantierbare Patienten
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Erstbehandlung NDMM, TNE 

Thierry Facon, Meletios A. Dimopoulos, Xavier Leleu, Meral Beksac, Ludek Pour, Roman Hájek, Zhuogang Liu, Jiri 
Minarik, Philippe Moreau, Joanna Romejko-Jarosinska, Ivan Špička, Vladimir Vorobyev, Britta Besemer, Tadao
Ishida, Wojciech Janowski, Sevgi Kalayoglu-Beşışık, Gurdeep Parmar, Pawel Robak, Michele Cavo, Elena 
Zamagni, Hartmut Goldschmidt, Thomas Martin, Salomon Manier, Mohamad Mohty, Corina Oprea, Marie-France 
Brégeault, Sandrine Macé, Rick Zhang, Christelle Berthou, David Bregman, Ercem Kodas, Zandra Klippel, Helgi van 
de Velde, Robert Z Orlowski

S100: PHASE 3 STUDY RESULTS OF ISATUXIMAB, BORTEZOMIB, LENALIDOMIDE, AND DEXAMETHASONE 
(ISA-VRD) VERSUS VRD FOR TRANSPLANT-INELIGIBLE PATIENTS WITH NEWLY DIAGNOSED MULTIPLE 
MYELOMA (IMROZ)
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Erstbehandlung, TNE

IMROZ Studie

Primary endpoint:
PFS

Key secondary endpoints:
CR rate, MRD– CR (NGS, 10-5) 

rate, ≥VGPR rate, OS

Treatment until PD, 
unacceptable 

toxicities, patient 
withdrawal

Isa + VRd

VRd

Isa + Rd

Rd

Ti* NDMM
≤80 years
N=446

Day 1 8 15 22

In
du

ct
io

n

Isa IV (C1 only) 10 mg/kg

29 36 43

Isa IV (C2–4) 10 mg/kg

V SC 1.3 mg/m2

R PO‡ 25 mg

d IV/PO§ 20 mg
Day 1 8 15 22

C
on

tin
uo

us

Isa IV (C5–17) 10 mg/kg

29

Isa IV (C18+) 10 mg/kg

R PO‡ 25 mg

d IV/PO 20 mg

R
an

do
m

iz
at

io
n

3:
2

PD†

MRD (bone marrow aspirate) 

In case of CR or VGPR
   

At end of induction


12 mos 18 mos 24 mos 36 mos

C, cycle; d, dexamethasone; Isa, isatuximab; R, lenalidomide; SC, subcutaneous; V, bortezomib.
Orlowski RZ, et al. ASCO 2018.

Induction
(4x 6-week cycles)

Continuous treatment
(4-week cycles)

*Patients considered Ti due to age or comorbidities. 
†In the continuous phase, patients randomized to the 
VRd arm who experience PD may cross over to receive 
Isa-Rd. 
‡10 mg/day if eGFR 30–<60 mL/min/1.73 m2. 
§If aged ≥75 years, d was administered on  days 1, 4, 8, 
11, 15, 22, 25, 29, and 32.
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Erstbehandlung, TNE

IMROZ Studie

162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd*

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

0 6 12 18 24 30
Time, months

42 48 54 60 66 72

265 243 234 217 201 190 177 164 153 104 43 2 0
181 155 141 121 104 96 89 81 70 51 20 2 0

Isa-VRd
VRd

Isa-VRd
VRd

36

Censor

Log-rank P=0.0005†

HR, 0.596 (98.5% CI, 0.406–0.876)
60-mo PFS rate: 45.2%
mPFS: 54.34 months 
(95% CI, 45.207 to NR)

K
ap

la
n–

M
ei

er
 e

st
im

at
e

60-mo PFS rate: 63.2%
mPFS: NR

Number at risk

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%
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Erstbehandlung, TNE

IMROZ Studie

58.1 55.543.6 40.9

0

10

20

30

40

50

60

70

MRD– ITT

OR (95% CI):
1.791 (1.221–2.627)‡

MRD– CR

OR (95% CI):
1.803 (1.229–2.646)

P=0.003†

Pa
tie

nt
s,

 %

MRD Rate (NGS,* 10-5)

Isa-VRd
VRd

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

Time to MRD–, median (95% CI)
Isa-VRd: 14.72 (11.53–24.08) months
VRd: 32.79 (17.51–45.11) months

20

40

60

80

100

0

≥CR rate: P=0.01†; ≥VGPR rate: OR (95% CI): 1.729 (0.994–3.008)

2,3 9,414,3
18,8

63,8
58,6

10,9 5,5

Isa-VRd VRd

Pa
tie

nt
s,

 % ≥CR:
74.7%

≥VGPR: 
89.1%

≥CR:
64.1%

≥VGPR: 
82.9% 

sCR

CR

VGPR

PR

Best Overall Response

MRD– sustained 
for ≥12 months

46.8 24.3

OR (95% CI):
2.729 (1.799–4.141)‡

ORR: 91.3% ORR: 92.3%
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Erstbehandlung, TNE

IMROZ Studie

Isa-VRd was well tolerated, and the safety profile remains consistent with 
the known safety profiles of each agent

Preferred term, n (%)

Isa-VRd
(n=263)

VRd
(n=181)

Any grade Grade ≥3 Any grade Grade ≥3
Hematologic laboratory abnormalities

Neutropenia 230 (87.5) 143 (54.4) 145 (80.1) 67 (37.0)
Nonhematologic adverse events

Infections 240 (91.3) 118 (44.9) 157 (86.7) 69 (38.1)
Pneumonia 79 (30.0) 53 (20.2) 35 (19.3) 23 (12.7)
Upper respiratory tract infection 90 (34.2) 2 (0.8) 61 (33.7) 2 (1.1)

Diarrhea 144 (54.8) 20 (7.6) 88 (48.6) 15 (8.3)
Peripheral sensory neuropathy 143 (54.4) 19 (7.2) 110 (60.8) 11 (6.1)
Cataract 100 (38.0) 41 (15.6) 46 (25.4) 20 (11.0)

Invasive second primary malignancies
Solid tumors 22 (8.4) 14 (5.3) 8 (4.4) 6 (3.3)
Hematologic 3 (1.1) 1 (0.4) 2 (1.1) 2 (1.1)
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Erstbehandlung, TNE

IMROZ Studie

• IMROZ is the first global Phase 3 study of an anti-CD38 mAb in combination with 
VRd in patients with transplant-ineligible NDMM

• Isa-VRd followed by Isa-Rd led to a statistically significant reduction in the risk of 
progression or death by 40.4% 

• Although OS is still immature, a trend in favor of Isa-VRd was also observed 
• Isa-VRd was well tolerated, and the safety profile remains consistent with that of 

each agent
• Isa-VRd should be the new SOC in TNE patients with NDMM
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Kapitel 3

Belantamab mafodotin Kombinationen im Rezidiv
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Belantamab mafodotin Kombinationen im Rezidiv

Maria-Victoria Mateos, Pawel Robak, Marek Hus, Zhong-jun Xia, Vera Zherebtsova, Christopher Ward, P. Joy Ho, Ana 
Carolina Almeida, Roman Hájek, Kihyun Kim, Meletios A. Dimopoulos, Claudio Cerchione, Antonio Riccio, Astrid 
McKeown, Rachel Rogers, Hena Baig, Lydia Eccersley, Sumita Roy-Ghanta, Joanna Opalinska, Vania Hungria

S214: RESULTS FROM DREAMM-7 A RANDOMIZED PHASE 3 STUDY OF BELANTAMAB MAFODOTIN + 
BORTEZOMIB, AND DEXAMETHASONE VS DARATUMUMAB + BORTEZOMIB, AND DEXAMETHASONE IN 
RELAPSED/REFRACTORY MULTIPLE MYELOMA
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RRMM

1. Rezidiv, Lena-sensitiv

2. Rezidiv

Anti-CD38 sensitiv

Lena-Triplet
KRd

DKd/IsaKd/DPd

Kd, PVd, SVd
-> Bela-Vd! BelaPd!
novel agent treatment

DRd

Anti-CD38 refraktär

1. Rezidiv, Lena-refraktär Cilta celFit for CAR-T?

Anti-CD38 sensitiv

Anti-CD38 refraktär

Fit for CAR-T? Cilta cel (Len refraktär)

Ide cel (triple-class exposed)

Anti-CD38 refraktär EPd, SVd, K(C)d, PVd

Ja

Ja

Therapie des rezidivierten Multiplen Myeloms
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Belantamab mafodotin Kombinationen im Rezidiv

DREAMM-7 Studie

Baseline characteristics
ITT population

BVd (N=243) DVd (N=251)
Age, median (range), years 65.0 (34-86) 64.0 (32-89)

Male, n (%) 128 (53) 144 (57)

ECOG PS ≤1, n/N (%) 232/242 (96) 235/246 (96)

R-ISS stage at screening, n (%)a

I
II
III

102 (42)
130 (53)
9 (4)

103 (41)
132 (53)
14 (6)

Cytogenetic abnormalities, n (%)
High riskb

Standard riskc
67 (28)
175 (72)

69 (27)
175 (70)

Prior lines of therapy, n (%)
1
2 or 3
4+

125 (51)
88 (36)
30 (12)

125 (50)
99 (39)
27 (11)

Prior proteasome inhibitor, n (%)
Prior bortezomib

218 (90) 
210 (86)

216 (86) 
211 (84)

Prior immunomodulatory drugs, n (%)
Prior lenalidomide
Refractory to lenalidomide

198 (81)
127 (52)
79 (33)

216 (86)
130 (52)
87 (35)

Prior daratumumab, n (%) 3 (1) 4 (2) 
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Belantamab mafodotin Kombinationen im Rezidiv

DREAMM-7 Studie
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Belantamab mafodotin Kombinationen im Rezidiv

DREAMM-7 Studie
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Belantamab mafodotin Kombinationen im Rezidiv

DREAMM-7 Studie
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Belantamab mafodotin Kombinationen im Rezidiv

DREAMM-7 Studie

• The DREAMM-7 trial showed a statistically significant and clinically meaningful PFS 
benefit with BVd vs DVd in patients with RRMM at first relapse or later

• A strong and clinically meaningful OS benefit favored the BVd arm vs the DVd arm
• BVd was associated with deeper responses and led to doubling of CR rates and MRD 

negativity rates compared with DVd
• Ocular adverse events, were generally reversible, manageable with dose modification 

without compromising efficacy, and led to low treatment discontinuation rates
• These results support the potential for BVd to become a therapeutic option for 

patients with myeloma at or after the first relapse



32

See the manuscript now in
New England Journal of Medicine
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Belantamab mafodotin Kombinationen im Rezidiv

DREAMM-8 Studie
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Belantamab mafodotin Kombinationen im Rezidiv

DREAMM-8 Studie



DREAMM-8
Belantamab
Mafodotin + Pd

Suzanne Trudel, MD



Seite 36
Prof. Dr. med. Barbara Eichhorst

Uniklinik Köln63rd ASH Meeting 2021 Seite 36
Prof. Dr. med. Katja Weisel 

Universitätsklinikum Hamburg-EppendorfEHA2024 HYBRID

• Implementierung von antiCD38 Antikörpern in Induktion, Konsolidierung 
und Erhaltung ermöglichen hohe Raten an (anhaltenden) MRD-negativen 
Remissionen

• Dara-VRd Induktion/Konsolidierung und (Dara)-R Erhaltung im Kontext der 
HD-MEL Therapie werden als zukünftiger europäischer Standard erwartet

• Isa-VRd ist neuer Standard für alle nicht-transplantationsgeeigneten 
Patienten (bis 80 Jahre)

• Belantamab mafodotin Triplet Kombinationen sind sehr effektiv ab dem 1. 
Rezidiv mit positiven Überlebensdaten und werden insbesonder für die 
Post-DRd Patienten ein wichtiger künftiger Behandlungsstandard sein
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