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COVID-19 vaccination was recommended 
when available. The median follow-up 
was 22.8 months, and outcomes were ana-
lysed overall, in patients with a complete 
response or better, by the number of previ-
ous lines of therapy, and in the phase 2 effi-
cacy population.

RESULTS: A total of 48 patients (29.1%) 
had a COVID-19 infection during the 
study, which resulted in treatment interrup-
tion in 29 patients and death in 18 (10.9%). 
Four of the COVID-19 deaths were consid-
ered to be related to teclistamab treatment. 
In the overall study population, median 
progression-free survival was 11.3 months, 
median overall survival was 21.9 months 
and median duration of response was 
21.6 months. The outcomes were better 
when censored for COVID-19 deaths, at 
15.1, 28.3 and 26.7 months, respectively. 
A similar trend towards improved survival 
and duration of response after censoring for 
COVID-19 deaths was seen in all subgroups 
evaluated.

CONCLUSION: These findings illustrate 
the impact of COVID-19 on heavily pre-
treated patients with RRMM at the start of 
the pandemic, and highlight the importance 
of infection prevention, monitoring and 
management in optimizing outcomes in this 
population.

BACKGROUND & AIM: The phase 1/2 
MajesTEC-1 study was designed to assess 
the use of teclistamab, a B-cell maturation 
antigen bispecific antibody, in the treat-
ment of patients with triple-class-exposed 
relapsed or refractory multiple myeloma 
(RRMM). The enrolment period overlapped 
with the period of peak infection and death 
during the COVID-19 pandemic. RRMM 
is associated with a particularly high risk 
of infection, and MajesTEC-1 participants 
had many of the features identified as 
risk factors for COVID-19 morbidity and 
mortality. The aim of this analysis was to 
determine the impact of COVID-19 on the 
outcomes of patients treated with teclis-
tamab in MajesTEC-1.

STUDY DESIGN: Post hoc analysis of a 
phase 1/2 study.

ENDPOINTS: Progression-free survival; 
overall survival; duration of response.

METHOD: In MajesTEC-1, patients with 
RRMM following at least three lines of 
therapy (n=165) were treated with the 
recommended phase 2 dose of teclistamab 
(1.5 mg/kg per week). Precautions to limit 
infection risk were in place and evolved 
over time with additional data and experi-
ence, and any infections contracted (includ-
ing COVID-19) were managed according 
to institutional guidelines. Influenza and 
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T cells. Myeloma cell GPRC5D expression 
was measured by immunohistochemistry, 
and immune profiles were examined using 
high-dimensional spectral flow cytometry.

RESULTS: Over a median follow-
up of 37 months (interquartile range 
34–39 months), on-target, off-tumour 
GPRC5D-related toxicities included nail 
changes in 11 patients, rash in three and 
dysgeusia in three; all were grade 1 and 
resolved in most patients. Two patients 
on the highest dose experienced grade 3 
neurotoxicity, which was stable but per-
sistent at last follow-up. The maximum 
tolerated dose was 150×106 CAR T cells. 
Twelve patients (71%) experienced a partial 
response or better, including seven who had 
previously received BCMA-targeted ther-
apy, and the median duration of response 
was 8.6 months. Eight of the responders 
were negative for measurable residual dis-
ease. Possible GPRC5D loss was seen in 
six out of 10 MCARH109 responders at 
relapse, and response to MCARH109 was 
associated with an activated T-cell pheno-
type at apheresis.

CONCLUSION: MCARH109 was found 
to be safe and efficacious at doses of up 
to 150×106 CAR T cells in patients with 
RRMM, with durable responses and no 
new toxicities.

BACKGROUND & AIM: Chimeric antigen 
receptor (CAR) T-cell therapy is an effec-
tive treatment for patients with relapsed or 
refractory multiple myeloma (RRMM), but 
most patients ultimately relapse on the cur-
rently approved agents, which target B-cell 
maturation antigen (BCMA). MCARH109 
is a first-in-class CAR T-cell therapy that 
targets an alternative myeloma antigen, 
GPRC5D (G-protein-coupled receptor, 
class C, group 5, member D). The aim of 
this study was to investigate responses, tox-
icities and immune profiles in patients with 
RRMM receiving MCARH109.

STUDY DESIGN: Open-label, dose-escala-
tion, phase 1 trial.

ENDPOINTS: Primary: safety. Secondary 
endpoints included response and bone mar-
row measurable residual disease-negativity. 
Exploratory endpoints included myeloma 
cell GPRC5D expression and immune 
profiles.

METHOD: The study included 17 patients 
with RRMM, of whom 10 had previously 
received BCMA-targeted CAR T-cell ther-
apy and two had previously received bispe-
cific antibody therapy. The patients were 
treated with MCARH109 at one of four 
dose levels: 25×106 (n=3), 50×106 (n=3), 
150×106 (n=6) or 450×106 (n=5) CAR 
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lines of therapy, including a proteasome 
inhibitor, immunomodulatory drug and 
anti-CD38 antibody, received linvoseltamab 
50 mg (n=104) or 200 mg (n=117) once 
weekly to week 14, then every 2/4 weeks.

RESULTS: Over a median follow-up of 
14.3 months, patients treated with the 
200 mg dose had an overall response rate 
of 70.9% (Figure). The median duration 
of response was 29.4 months, median pro-
gression-free survival was not reached and 
median overall survival was 31.4 months. 
Over a median follow-up of 7.4 months, 
patients treated at the 50 mg dose had an 
overall response rate of 48.1% (Figure). 
Rates of treatment-emergent adverse events 
were similar between dosages except for 
neutropenia, which occurred more fre-
quently with 200 mg linvoseltamab (42.7% 
versus 28.8% with 50 mg). Overall, 73.5% 
of patients treated at 200 mg had grade 3/4 
treatment-emergent adverse events and 
18.8% discontinued treatment because of 
treatment-emergent adverse events, mostly 
infections (9.4%). Immune effector cell-
associated neurotoxicity syndrome occurred 
in 7.7% of patients at this dose. Infections 
were reported for 74.4% of patients treated 
at 200 mg, but their frequency and severity 
lessened over time.

CONCLUSION: In patients with relapsed or 
refractory multiple myeloma, 200 mg lin-
voseltamab had high efficacy with accept-
able safety.

BACKGROUND & AIM: Multiple myeloma 
often becomes refractory to the three main 
classes of treatment. Therefore, treatments 
that use different mechanisms of action and 
induce deep, durable remission are required. 
Linvoseltamab is a fully human B-cell matu-
ration antigen × CD3 bispecific antibody 
that has shown promising antitumour activ-
ity in preclinical studies. The aim of this 
study was to assess the efficacy and safety 
of linvoseltamab in patients with relapsed 
or refractory multiple myeloma.

STUDY DESIGN: International, open-label, 
first-in-human, phase 2 trial.

ENDPOINTS: Primary: overall response 
rate. Secondary: complete response rate; 
duration of response; progression-free sur-
vival; overall survival; safety.

METHOD: Adults with relapsed or refrac-
tory multiple myeloma that had progressed 
on/after or was refractory to at least three 

AUTHORS: Bumma N, Richter J, Jagannath S, et al.
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herpes, grade 3 transaminase elevation 
and grade 4 thrombocytopenia in one 
patient each). During a median follow-up 
of 20.3 months (range 0.5–37.1 months), 
90 patients (96%) across all dose levels 
experienced grade 3/4 adverse events, 
predominantly haematological (80%). 
The most common adverse events were 
cytokine release syndrome, neutropenia, 
taste changes and non-rash skin reactions. 
Infection of any grade occurred in 84 
patients (89%), with grade 3/4 infection in 
60 (64%). Across all dose levels, 73 patients 
(78%) had a response, including 61% with 
extramedullary disease, with a median time 
to first response of 1.8 months (range 0.3–
7.7 months). The recommended phase 2 
regimen was talquetamab 0.8 mg/kg plus 
teclistamab 3.0 mg/kg every 2 weeks, which 
was received by 44 patients. Among these 
patients, 35 (80%) had a response, with a 
median time to first response of 1.4 months 
(range 0.3–5.1 months). The likelihood of 
maintaining a response at 18 months was 
86% with the recommended phase 2 regi-
men and 77% across all dose levels.

CONCLUSIONS: Among patients with 
RRMM, combination therapy with teclis-
tamab plus talquetamab showed promising 
antitumour activity. The safety profile was 
generally consistent with that seen with 
the agents used as monotherapies, but the 
incidence of grade 3/4 infections was higher 
than with either agent alone.

BACKGROUND & AIM: Patients with 
relapsed or refractory multiple myeloma 
(RRMM) with prior exposure to immu-
nomodulatory drugs, proteasome inhibitors 
and anti-CD38 therapies (i.e. triple-class 
exposure) have a poor prognosis with 
standard treatments. It is thought that dual 
antigen targeting with talquetamab (which 
targets G-protein-coupled receptor, class C, 
group 5, member D or GPRC5D) plus 
teclistamab (an anti-B-cell maturation anti-
gen) may enhance treatment potency, eradi-
cate heterogeneous tumour populations, 
prevent resistance due to antigen escape 
and improve response durability. The aim 
of this study was to report early safety and 
efficacy results for talquetamab plus teclis-
tamab in patients with RRMM.

STUDY DESIGN: Multicentre, non-ran
domized, open-label, phase 1b/2 study.

ENDPOINTS: Dose-limiting toxic effects; 
adverse events; overall response.

METHOD: Patients with RRMM with at 
least triple-class exposure (n=94) received 
escalating doses of subcutaneous talqueta-
mab plus teclistamab in 28-day cycles to 
determine the recommended phase 2 regi-
men. This paper reports early safety and 
efficacy results from the phase 1 dose-esca-
lation portion of the study.

RESULTS: Dose-limiting toxic effects 
occurred in three patients (grade 3 oral 

AUTHORS: Cohen YC, Magen H, Gatt M, Sebag M, Kim K, Min CK, Ocio EM, Yoon SS, Chu MP,  
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