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INTRODUCTION

Talquetamab is a first-in-class humanized anti-
body that targets both the G protein-coupled recep-
tor class 5 member D (GPRC5D), a novel orphan
receptor on malignant plasma cells, and CD3, a
receptor present in T cells." This bispecific T-cell
engager is currently being used in phase II clinical
trials for the treatment of relapsed or refractory (R/R)
multiple myeloma (MM). A preliminary report from a
phase I clinical trial reported that 75% of treated
patients had some skin-related adverse effect (all
grade 3/4) with 18% being nail disorders, though
there were no treatment discontinuations.” Although
talquetamab has shown excellent treatment efficacy
in patients with R/R MM, there have been no
published studies, to the best of our knowledge, of
any dermatologic reactions related to talquetamab.
Here, we report a case of a patient undergoing
treatment for R/R MM with talquetamab who pre-
sented with acquired onychomadesis and palmo-
plantar keratoderma, which is the first report of its
kind.

CASE REPORT

A 78-year-old man with a previous medical history
of colorectal carcinoma status after a hemicolectomy
and R/R IgG kappa MM for 8 years presented to our
outpatient dermatology clinic for skin peeling of the
hands and feet with nail changes. The patient had
worsening progression of R/R MM 2 years before
presentation at our clinic after autologous
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GPRC5D: G protein-coupled receptor family C
group 5-member D

MM: multiple myeloma

R/R: relapsed or refractory

hematopoietic stem cell transplant along with main-
tenance therapies using bortezomib, carfilzomib,
and selinexor. Overall, the patient had failed 7 lines
of therapy, so the decision to start experimental
treatment with talquetamab was made. Physical
examination revealed desquamating, hyperkeratotic
plaques on bilateral palmoplantar surfaces (Figs 1
and 2), proximal separation of the nail plate from the
nail matrix on all 20 nails (Fig 3), and diffuse xerosis
of the back. These symptoms along with associated
intense pruritus started 2 weeks after initiating
treatment with talquetamab. Laboratory findings
were unremarkable, rendering alternative nutritional
or systemic causes of palmoplantar keratoderma and
pruritus unlikely. On account of the temporal
relationship with the initiation of talquetamab, the
diagnoses of acquired (drug-induced) palmoplantar
keratoderma, onychomadesis of all digits, and xero-
sis cutis were made. Treatment was initiated with
clobetasol 0.05% ointment for the hands and feet and
fluocinonide 0.05% mixed with a ceramide-
containing moisturizer for the xerosis and pruritus
on the body. This treatment regimen resolved the
pruritus and xerosis, although all other symptoms
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Fig 1. Palmar keratoderma. Clinical image of distal digital
peeling and hyperkeratosis of the bilateral palms attrib-
uted to talquetamab treatment.

Fig 2. Plantar keratoderma. Clinical image of bilateral
thickened soles and peeling due to talquetamab treatment.

remained. The patient was able to continue receiving
the treatment with talquetamab.

DISCUSSION

There have been reports of targeted therapies for
cancer associated with palmoplantar keratoderma,
with the most common agents being targeted kinase
inhibitors because of the increase in mitogen-activated
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Fig 3. Onychomadesis. Clinical images of the hands
demonstrating onychomadesis of all digits and diffuse
xerosis of the dorsal surfaces of the hands after starting
treatment with talquetamab.

protein pathway signaling, which results in increased
keratinocyte proliferation.” Another mechanism of
chemotherapy-induced palmoplantar keratoderma is
evidenced by capecitabine, which induces eccrine
secretion.” A target of talquetamab, GPRC5D is upre-
gulated in MM cells and expressed at normal levels by
cells that produce hard keratin.” These cells include
the cortical cells of the hair shaft, keratogenous zone in
the nail matrix, and the central area of the filiform
papillae of the tongue.” GPRC3D is expressed at low
levels by fibroblasts and medium levels by Langerhans
cells of palmoplantar skin.” Therefore, we propose
that our case of palmoplantar keratoderma could be
caused by the targeting of GPRC5D by talquetamab or
by eccrine secretion induced by the drug. Although
our patient did not show signs or symptoms of
alopecia or glossitis given the expression of GPRC5D
on the hair shaft and filiform papillae of the tongue,
respectively, these may be associated adverse effects
to look for in patients receiving talquetamab therapy.

The pathogenesis of onychomadesis is unclear,
although we posit that the talquetamab target of
highly proliferating cells, such as those in the nail
matrix, leads to nail matrix arrest. Moreover, the
onychomadesis could be explained by the targeting
of GPRC5D in the nail matrix.” Interestingly, nail
changes are a common adverse effect of chemother-
apeutics and targeted agents, although a review of
the literature found only a few reports of drugs
associated with onychomadesis.”

Overall, the dermatologic treatments started, in
this case, were largely unsuccessful in changing the
appearance of the nails and hyperkeratotic lesions;
however, the pruritus was better controlled.
Therefore, the decision to continue talquetamab
despite the dermatologic disease was made. Since
talquetamab is still in phase II clinical trials, the
details of the nail and skin changes that were
reported initially are unknown. To our knowledge,
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our case is the first to report the adverse dermato-
logic effects of onychomadesis and palmoplantar
keratoderma associated with a novel treatment for R/
R MM, the GPRC5D bispecific antibody talquetamab.
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