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HET VERANDERENDE LANDSCHAP IN DE BEHANDELING VAN MULTIPEL
MYELOOM
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NOVEL IMMUNETHERAPY

Patel A et al. Br J Haem 2021;195(5):689-97
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NOG STEEDS EEN STAMCELTRANSPLANTATIE - MAAR VOOR EN NA MEER EN LANGER
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WELKE VRAGEN ZIJN NOG OVER?

WELKE 4? m WELKE, 1 OF 2?

NDMM, newly diagnosed multiple myeloma
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DARATUMUMAB-VRD BETER DAN DARA-VTD?
V = BORTEZOMIB/VELCADE R=LENALIDOMIDE/REVLIMID EN D = DEXAMETHASON

FOLLOW UP ASH 2021 3-year PFS 88.9 vs 81.2%
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Moreau P et al. Lancet Oncology 2019;394(10192):29-38
DVTd, daratumumab, bortezomib, thalidomide, dexamethasone; D-RVd, daratumumab, Kaufman J et al. ASH 2020; abstract 549
bortezomib, lenalidomide, dexamethasone; PFS, progression-free survival Voorhees P et al. ASH 2021; abstract

Philippe Moreau et al., Lancet Oncol 2021, https://doi.org/10.1016/ S1470-2045(21)00428-9
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ALS EEN STAMCELTRANSPLANTATIE GEEN OPTIE IS
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NDMM, newly diagnosed multiple myeloma



MAIA sTUDIE DARA-RD VS RD

60-month PFS rate 60-month OS rate
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Cl, confidence interval; DRd, daratumumab, lenalidomide and dexamethasone; HR, hazard ratio; IV, 202 .
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BEHANDELING
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MATE VAN FIT ZIUN BEINVLOEDT HET EFFECT VAN DE
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ALS DE ZIEKTE TERUG KOMT
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‘Oude middelen’
= Cyclofosfamide

Proteasoom remmers
= |xazomib
=  Carfilzomib

IMIDs
= Pomalidomide
= |berdomide

Antistoffen
= Elotuzumab

Nieuwere middelen
= Melflufen

= Belantamab

= Selinexor
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HOE WERKT THERAPIE MET ANTISTOFFEN?

Fe-dependent immune effector mechanisms and direct effects

Cell Death

Krejcik et al. Blood 2016, van de Donk et al. Blood 2018
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HOE WERKT THERAPIE MET ANTISTOFFEN

Suppression of CD38+ Enhancement of
immune regulatory cells T-cell responses

Induction of clonal T-cell
expansion

Krejcik et al. Blood 2016, van de Donk et al. Blood 2018
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NOVEL IMMUNE THERAPY APPROACHES - CAR T-CELLS AND BISPECIFIC ANTIBODIES

CAR TARGETS BCMA CAR-T - CILTA-CEL', CT103AZ%, ARIO002H3; GPRC5D - MCARH10944
BISABS BCMA - TECLISTAMAB>, ABBV-383% REGN54587; GPRC5D - TALQUETAMABS; FCRH5 - CEVOSTAMAB?
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1. Martin Tet al. ASH 2021; abstract 549 (oral presentation); 2. Li C et al. ASH 2021;abstract 547 (oral presentation); 3. de Larrea C et al. ASH

. g q 5 3 3 2021;abstract 2837 (poster presentation; 4. Mailankody S ASH 2021;abstract 827 (oral presentation); 5. Moreau P et al. ASH 2021;abstract 896 (oral

BCMA’ B-cell mat.urat1on ant]ge'.’" CfAR’ Ch]m?nc presentation); 6. Kumar S et al. ASH 2021; abstract 900 (oral presentation); 7. Zonder JA et al. ASH 2021;abstract 160 (loral presentation); 8. Krishnan A
antigen receptor; PFS, progression-free survival et al. ASH 2021; abstract 158 (oral presentation); 9. Trudel S et al. ASH 2021;abstract 157 (oral presentation); Patel A et al. Br J Haem 2021;195(5):689-97
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NOVEL IMMUNE THERAPY APPROACHES - CAR T-CELLS AND BISPECIFIC ANTIBODIES

CAR TARGETS CAR-T - CILTA-CEL", CT103A?, ARIO002H3; - MCARH10944

BISABS - TECLISTAMAB>, ABBV-383% REGN5458/; - TALQUETAMABS; - CEVOSTAMAB®

T-cell receptor

40-65% van de patiénten was al niet 20-40% van de patiénter
meer gevoelig voor 5 middelen r11eer gevoelig v

T-cell receptor-
associated CD3,

was al niet
or 5 middelen

Respons bijna 100% - . %
-
De ziekte wordt ongeveer 9 tot 20 ’ De ziekte wor: 10
maanden onderdrukt 3 maanden o

1. Martin Tet al. ASH 2021; abstract 549 (oral presentation); 2. Li C et al. ASH 2021;abstract 547 (oral presentation); 3. de Larrea C et al. ASH

_ : ; . ; ; 2021;abstract 2837 (poster presentation; 4. Mailankody S ASH 2021;abstract 827 (oral presentation); 5. Moreau P et al. ASH 2021;abstract 896 (oral

BCMA’ B-cell maturation ant]gel:]’ CAR, Chlm§r1C presentation); 6. Kumar S et al. ASH 2021; abstract 900 (oral presentation); 7. Zonder JA et al. ASH 2021;abstract 160 (loral presentation); 8. Krishnan A
antigen receptor; PFS, progression-free survival

et al. ASH 2021; abstract 158 (oral presentation); 9. Trudel S et al. ASH 2021;abstract 157 (oral presentation); Patel A et al. Br J Haem 2021;195(5):689-97
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CYTOKINE RELEASE SYNDROOM
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Altered blood- Increased vascular
brain barrier permeability
----------------------------- | .l;fia-:mmatory Macrophage
cytokine release mediator release

Neurotoxicity

Delirium

Aphasia

Seizures

Cerebral edema
Intracranial hemorrhage

Hemodynamic instability

Tachycardia
Hypotension
Capillary leak syndrome

Organ dysfunction
AST and ALT elevation
Hyperbilirubinemia
Respiratory failure
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VERBINDING VAN LAB EN KLINIEK

PROF. DR. NIELS VAN DE DONK DR. MARIA THEMELI PROF. DR. TUNA MUTIS DR. RICHARD GROEN
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TECLISTAMAB EFFECTIEVER IN PATIENTEN DIE NIET MEER REAGEREN OP
DARATUMUMAB
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-~ Daratumumab naive

-~ Daratumumab refractory

Frerichs et al. Clin Cancer Res 2020
Krejcik et al. Blood 2016, van de Donk et al. Blood 2018
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VERBINDEN VAN ECONOMEN EN HEMATOLOGEN
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DR. HEDWIG BLOMMESTEIN DR. DAvID CUCCHI DR. KAZEM NASSERINEJAD MAARTEN SEEFAT
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FABULOUS STUDIE - EVEN EEN BEHANDELVRIJ INTERVAL
MOGELIJK?

EFS from randomization in the Dara-Rd CONTINUOUS arm

A

Dara-Rd until progressive disea

nd |
Daratumumab at day 1 2 ||ne
Lenalidomid mg days 1-21 treatment
Dexamethasone 40 mg days 1, 8, 15, 22

A
Dara-Rd
12x 28-day cycles
Cycles 1-2 daratumumab at days 1, 8, 15,22 Randnmization if >PR
Cycles 3-6 daratumumab at days 1. 15
Cycle 7+ daratumumab at day 1
Lenalidomidel 25 mg days 1-21 B

Dexamethasone 40 mg days 1, 8, 15, 22

2" line
treatment

Data collection in real life MM
population

Bicchemial relapse Progressive disease?,
followad by restart of followed by second
Dara-Rd line treatment
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EFS from randomiization in the Dara-Rd Treatment Free Interval arm




W

DE JONGEREN DIE VOOR DE OUDEREN ZORGEN - THE FRAILTIES
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