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1. Case Report

Despite recent advances in the treatment of multiple myeloma
(MM), the disease remains incurable. Triple class refractory (TCR)
patients, defined as refractory to a proteasome inhibitor (PI), im-
munomodulatory agent (IMiD), and anti-CD38 monoclonal anti-
body have demonstrated to have especially poor outcomes with a
median overall survival of less than 1 year [1-3]. Novel drugs and
novel targets have been studied to overcome the dismal prognosis
of this group of patients, with great results in terms of response and
outcomes by pivotal trials [4-5]. Furthermore, obtaining the same
results in real life settings and in particular in functional or clinical
high risk diseases [6,7] could be very challenging.

Here we describe a clinical high risk triple class refractory MM
patient treated with two sequential bispecific antibodies targeting
BCMA and GPRCS5D in Italy.

A 59-years old female was referred to us in November 2019 for a
diagnosis of IgA kappa MM, after a hospitalization in orthopaedic
clinic for a femur fracture, during which severe anemia and mon-
oclonal gammopathy were diagnosed. Her cytogenetic risk was
high, but not double hit, having t(14;16) and 1q21 gain. She also
had bone involvement with multiple osteolytic lesions and a paras-
keletal fleshy lesion of left femur (diam 4 x 3 cm). She did’t have
clinical high risk features at baseline evaluation, not presenting
with extramedullary disease (EMD) or circulating plasma cells.
She was treated with bortezomib-thalidomide-dexamethasone tri-
plet induction regimen for four cycles, followed by double autolo-
gous stem cells transplants and maintenance therapy with lenalid-
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omide monotherapy. The patient obtained a complete remission,
maintained for 12 months. In January 2022, the first relapse oc-
curred at less than 18 months from transplant, configuring the pa-
tient as functional high risk. She received a salvage therapy with
13 cycles of carfilzomib-cyclophosphamide-dexamethasone ther-
apy, obtaining a very good partial remission. When she relapsed,
in January 2023, she received 5 cycles of isatuximab-pomalido-
mide-dexamethasone obtaining a stable disease. In July 2023 the
patient relapsed again with two extramedullary plasmocytomas in
the right scalf (diam 4 x 3 cm) and the interruction of the vertebral
cortex in D8 with an initial spinal cord compression, identified
by CT scan. A clear bone marrow involvement was lack, being
bone marrow plasma cell <10%, and cytogenetic profile remained
the same of baseline evaluation, renal failure and initial hyper-
calcemia occurred. She was triple-refractory with functional and
clinical high risk disease characteristics. Teclistamab was availa-
ble in Named Patient Program (NPP) in Italy and she started this
anti-BCMA bispecific antibody in August 2023. Five cycles of Te-
clistamab were done with palliative Radiotherapy 800 Gy on D§-
D11 vertebral tract. She immediately obtained a rapid deep hae-
matological disease response after the inpatient step up doses of
the drug, without clinical response of right scalp plasmocytomas
which grew up, but she lose her response after the first month. CRS
and ICANS were not documented during treatment, despite disease
burden. In October 2023 the patient went to the emergency room
for fever and hypotension. She was diagnosed with a septic shock
without microbiological data except for a CMV reactivation, with
resolution after antimicrobial therapy. At the same time she was
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diagnosed with a MM relapse in November 2023, with anemia and
thrombocytopenia due to massive bone marrow involvement and
renal failure. In November 2023 she started anti-GPRC5D bispe-
cific antibody Talquetamab, into a compassionate program use in
Italy. She obtained haematological and clinical complete response
with the disappearance of her EMD after the first month of therapy.
She was diagnosed with grade 2 CRS during step up doses, treat-
ed with a single dose of tocilizumab according to guidelines, but
no ICANS. Hypogammaglobulinemia <200 mg/dl was detected at
the same time with haematological complete remission, without
infection signs, and treated with subcutaneous immunoglobulins.
Cutaneous grade 1 erythematous adverse event on bilateral legs
was diagnosed and treated with local steroid. The patients is going
to receive Talquetamab therapy for the third month.

This is an example of differences of novel therapies in clinical tri-
als and in real life settings. Median prior lines of therapy (LOT) of
patients enrolled in MagnetisMM-1 trial were 5 (range 2-14), with
78% of triple-class refractory patients, higher than our patients who
have received only three lines of therapy becoming triple-refrac-
tory very early in her patient journey. Being median progression
free survival (PFS) in the trial 12.5 months [8] in a very pre-treated
population, and 18.1 months in the subgroup with <3 prior LOT
[9], we should expect a great outcome in our less pre-treated pa-
tient. EMD and clinical/functional high risk characteristics were
rare in the trial, being 17% the first and 26% the second, so sub-
group analysis were difficult to extrapolate, even if EMD, ISS
stage III disease and having >60% marrow plasma cells were each
associated with lower response rates. Recent real life data of Te-
clistamab showed significantly lower overall response rate (ORR)
and median PFS in patients with EMD (37%/2.1 months), and/or
an ISS 3 (37%/1.3 months) [10]. EMD was recently confirmed to
be one of the factors associated with inferior PFS in real life MM
population [11,12]. Among the studies that reported ORRs in pa-
tients with EMD, talquetamab was found to elicit the highest ORR,
and the association of teclistamab plus talquetamab was the only
combination to report an ORR in patients with EMD relapsed/re-
fractory multiple myeloma [13].

In conclusion, we described a very quick haematological but not
EMD disease response, and short duration of it with anti-BCMA
bispecific antibody in a TCR patient with clinical high risk disease
and only three previous LOTs. Changing target of drugs should
be a solution, and an anti-GPRCS5D has obtained in this case a
deep and quick response also on EMD, that should be confirmed in
the future evaluations. Responses and outcomes of functional and
clinical high risk MM are worse than overall MM population also
with novel therapies. Future studies are urgently needed to better
define these subgroups of diseases, possibly by molecular charac-
terization of EMD plasmocytomas, in order to tailor and optimize
their treatment strategy.
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