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INTRODUCTION

Multiple myeloma (MM) presents a
significant challenge due to frequent
relapses, especially in triple-class
refractory patients. T-cell redirecting
bispecific antibodies (BsAbs) have
revolutionized the treatment
landscape. BCMA- and GPRC5D-
targeting BsAbs show comparable
efficacy in heavily pretreated MM
patients but have distinct toxicity
profiles. BCMA-targeting BsAbs are
often administrated first, so there's
limited data on their effectiveness
following GPRC5D-targeting BsADb
therapy..

AIM

To evaluate the efficacy and toxicity of
BCMA-targeting BsAbs post-GPRC5D-
targeting BsAbs in relapsed/refractory
(RR) MM patients.

METHOD

This retrospective study, conducted by the
Intergroupe Francophone du Myelome
(IFM) is identified as IFM 2024-13 BCMA
post-GPRC5D. Data were collected from 8
centers (7 in France and one in Belgium).

Patients (pts) with RR MM who received
BCMA-targeting BsAbs (Teclistamab or
Elranatamab) under anearly access
program, following GPRC5D-targeting
BsAb therapy, were included. Patients
had previously received Talqguetamab or
Forimtamig in the MonumenTAL or Grace
trials. For this study, no dataregarding
efficacy or safety during trials period of
treatment were collected; data collected
were onlybefore inclusion and after pts
went out of the trial for progression..

£5 eha

Cyrille Hulin (1), Titouan Cazaubiel (1), Cyrille Touzeau (2), Laure Vincent (3), Marie-Christiane Vekemans (4), Lionel Karlin (5),

BCMA-targeting T-cell

redirecting

Bispecific antibody therapy post GPRCS5D-
directed bispecific antibody

in relapsed or refractory Myeloma.
(IFM 2024-13 BCMA postGPRCS5D)

Karim Belhadj Merzoug (6), Salomon Manier (7), Aurore Perrot (8), Laurent Gibel (9).

1 Hopital Haut Leveque, UNIVERSITY Hospital Bordeaux, Pessac, France,2 University Hospital Nantes, France, 3 University Hospital Montpellier,,France,4 UCL Clinigues universitaires Saint-Luc,
Brussels, Belgium, 5 Hospices Civils de Lyon sud, UNIVERSITY Hospital, Lyon, France, 6 University Hospital Henri Mondor APHP, Cretell, France, 7 Department of hematology, University Hospital,
Lille, France, 8 University Hospital Toulouse, France,9 Intergroupe Francophone duMyelome (IFM), PARIS, France

MEDIAN age, years (range)

FEMALE, n (%)
IgG Subtype, n (%)
EMD, n (%)

High Cytogenetic risk, n (%)
Median Prior LOT, n (range)
IMIDs refractory, n (%)

Pl refractory, n (%)

Anti-CD38 antibody refractory, n (%)
Triple class refractory, n (%)

Prior BCMA-directed therapy, n (%)
Prior GPRC5 D : TALQUETAMAB, n (%)
Prior GPRC5 D : FORIMTAMIG, n (%)

TECLISTAMAB, n (%)
ELRANATAMAB, n (%)

Best response

Percentage of patients

PR ® VGPR

* Immune Toxicity :
72 (53-80)
15 (58%)
13 (50%)
8 (31%)
8 (31%)
7 (3-15)
24 (92%)
23 (88%)
22 (85%)
21 (81%)
10 (38%), CAR T n =4, Belantamab n=6
15 (58%)
11 (42%)
20 (77%)
6 (23%)

- Cytokine Release Syndrome
(CRS) : n =13 (50%)

- No CRS 2G3
- No ICANS

- CRS treatment :
- Tocilizumab: 3 pts (23%)
- Corticoids: 2 pts (15%)

* Treatment Discontinuation due
to Toxicity : 4 pts (15%)

* Dose Spacing : 12 pts (46%)

Infections :
- Infections =2 G3: 10 (38%)
- Infections G5: 3 (11,5%)

- IVIG Supplementation : 17pts (65%)

Opportunistic Infections :
- CMV Pneumonia
- Multifocal progressive

Response rate leukoencephalitis

* ORR=58%

* CR=31%

* VGPR =15%

* PR=12%

* SD=35%

* Primary progressive = 8%
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PFS No BCMA: 13.3 months (1C95: 3.8 - NA )

PFS BCMA: 2.9 months (IC95: 2.4 - NA )
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BCMA Exposition

PFS at 12 months slightly decreased, with values of 37.5% versus 51.7%
In patients with High Risk (HR) cytogenetics, (8 pts versus 18 pts), PFS at 12 months also slightly decreased,
with similar values 0f37.5% versus 52.4%..

CONCLUSIONS

Our study suggests that the use of BCMA-targeting BsAbs (Teclistamab or Elranatamab) following
progression onGPRC5D-targeting BsAbs is feasible in heavily pretreated MM patients.

No additional toxicities were observed. For responding patients, PFS was prolonged and for pts naive
to BCMA-directed therapy (CAR T cell or Belantamab).

The efficacy was similar to what is typically expected. Therefore, sequencing BsAbs appears to be a
viable strategy in MM treatment.
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Median OS: 15.9 months (95% CI 10.5-NA)
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PFS No Response: 3.5 months (IC95: 2.4 - NA )

Q
o
o

0 3 6 9 12 15 18 21 24 27 30
Time (months)

Number at risk

12 6 2 2 2 0 0 0 0 0 0O
Response=1{14 11 10 9 9 7 3 2 1 1 1
0 3 6 9 12 15 18 21 24 27 30

Time (months)

The median follow-up was 20 months. In patients with Extra Medullary Disease (EMD) (8 pts versus 18 pts),
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