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INTRODUCTION

The targeted therapy, erdafitinib, is a small-
molecule inhibitor that has emerged as a pivotal
second-line treatment for urothelial cancers
harboring fibroblast growth factor receptor muta-
tions. Notable cutaneous adverse events include nail
abnormalities and hand-foot syndrome.' Although
reports of targeted therapies inducing autoimmune
conditions are rare, here we present a case of a
57-year-old man who experienced chilblain lupus
after erdafitinib treatment.

CASE REPORT

A 57-year-old man, with a history of former
tobacco use, seronegative inflammatory bowel
disease-associated inflammatory arthritis and stage
IV urothelial carcinoma, presented with painful ne-
crosis of the distal fingers and toes. He was started on
erdafitinib 6 months earlier after disease progression
on avelumab (anti-programmed death-ligand 1 [PD-
L1]). After 3 months of treatment, he presented with
dystrophic nails and subsequent worsening onychol-
ysis, erythema of the surrounding skin on the fingers
and toes, and purulence of the bilateral feet. Podiatry
performed nail avulsion and debridement. Despite
infection resolution, he continued to have peeling
and bleeding of his bilateral hands and feet. Two
months later, imaging demonstrated decreased size

of his metastases, but erdafitinib was stopped
because of worsening cutaneous symptoms,
including erosions and ulcerations, affecting his
activities of daily living. He subsequently experi-
enced necrosis of the distal fingers and toes over the
next 2 weeks, prompting hospital admission for pain
control and further workup.

On physical examination, areas of necrosis were
noted on all 10 distal fingertips, the first and second
toes of the left foot, and first through third toes of the
right foot, with surrounding scale and erythema. The
fingernails exhibited hyperkeratotic subungual debris
(Fig 1). No mucosal involvement was noted. The
patient denied a history of Raynaud phenomenon,
but did note worsening pain with colder tempera-
tures. Initial laboratory workup revealed chronic
normocytic anemia, but was otherwise unremark-
able. Vascular workup, including coagulation panel,
computed tomography angiogram of the chest,
abdomen, and pelvis, upper-extremity ultrasound,
and transthoracic echocardiogram, excluded a throm-
boembolic process. Rheumatologic workup was
negative for antinuclear antibody, double-stranded
DNA, ribonucleoprotein, histone, Ro, La, rheumatoid
factor, cardiolipin antibody, B2-glycoprotein, lupus
anticoagulant, antineutrophil cytoplasmic antibodies,
and myeloperoxidase antibodies. In addition, cryo-
crit, serum protein electrophoresis, and urine protein
electrophoresis were also negative.
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Fig 1. Chilblain lupus erythematous after erdafitinib as
depicted by erythema and distal erosions and necrosis of
the fingers and toes.

A punch biopsy of erythematous skin on the
second finger of the right hand showed interface
dermatitis, with focal bullae, small capillary prolifer-
ation and endothelial cell damage (Fig 2, A, B). An
additional punch biopsy of intact skin in the first toe
of the left foot showed similar findings, both consis-
tent with connective tissue disease (Fig 2, C, D). The
clinical and histopathologic findings were most
consistent with chilblain lupus.

The patient was initiated on topical nitroglycerin
paste with minimal improvement after 1 week.
Topical steroids were avoided because of risk of
worsening vasoconstriction, and oral calcium chan-
nel blockers were contraindicated given hypotensive
episodes while hospitalized. He was transitioned to
topical diltiazem twice daily to erythematous areas
and topical hydrophilic emollient to necrotic areas.
Three weeks later (6 weeks after erdafitinib discon-
tinuation), he had significant improvement in his
pain and skin symptoms (Fig 3).

DISCUSSION
Targeted therapies provide protein-specific bind-
ing that confers advantages in inhibiting certain
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oncogenic drivers. Erdafitinib targets fibroblast
growth factor receptors 2 and 3 and is a first-in-
class medication that was recently Food and Drug
Administration-approved for the treatment of locally
advanced or metastatic bladder cancer in January
2024.” In a phase 3 clinical trial, reported cutaneous
side effects included hand-foot syndrome (30.4%),
xerosis (23%), onycholysis (23%), onychomadesis
(20.7%), nail dyspigmentation (17.8%), and alopecia
(25.2%). Rheumatologic side effects were not
reported. '

In addition to chilblain lupus, the clinical dif-
ferential diagnosis for this patient’s presentation
included thromboembolic disorders (including
thromboangiitis  obliterans,  peripheral artery
disease, and venous thromboembolism) and calci-
phylaxis. Thromboembolic events were excluded
after extensive imaging, which is a critical initial
step in the diagnostic process where distal necrosis
is seen. Calciphylaxis was also considered, as it
can present similarly and can be associated with
rheumatologic conditions.” However, this diag-
nosis was ruled out based on the patient’s
reassuring laboratory findings, including normal
kidney function, phosphorus level, parathyroid
hormone level, calcium level, and vitamin D level,
as well as the absence of calcium deposition or
vessel lumen occlusion on histologic examination
and lack of other risk factors, including concom-
itant anticoagulation. It is important to acknowl-
edge, however, that the subcutaneous fat was not
completely visualized in the histological samples,
which could potentially affect the diagnostic
certainty.

Chilblain lupus is a rare form of cutaneous
lupus that commonly affects acral surfaces. Major
diagnostic criteria include acral lesions associated
with cold temperature or evidence of lupus ery-
thematosus on histopathology. Additionally, minor
criteria comprise coexistence with systemic lupus
erythematous or other cutaneous lupus erythema-
tosus, response to lupus therapy, or negative
cryoglobulin - or  cold  agglutinin  studies.’
Treatment options include oral calcium channel
blockers, topical vasodilators, systemic steroids,
topical calcineurin inhibitors, or botulinum toxin
injections.”” Topical steroids should be used with
caution in necrotic lesions because of its exacer-
bation of vasoconstriction.” For drug-induced
causes, culprit drug cessation is crucial. In this
case, although we largely attribute the patient’s
clinical improvement to discontinuing erdafitinib,
the addition of topical calcium channel blockade
may also have contributed to some symptom
control.
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Fig 2. Histopathology of chilblain lupus shows interface dermatitis and spongiosis of the
second finger of the right hand (A, B) and interface dermatitis, subepidermal split, small
capillary proliferation with perivascular inflammation and endothelial cell damage of the first

toe of the left foot (C, D).

Fig 3. Improvement in erythema and necrosis of chilblain
lupus erythematosus after 6 weeks of erdafitinib cessation
and 3 weeks of topical calcium channel blocker.

Although there have been no case reports to date
of cutaneous lupus induced by erdafitinib, few case
reports have reported inhibition of other receptor
tyrosine kinases in triggering autoimmunity.” '’ The
mechanism is not clearly understood, although may

be related to aberrant inflammation after cell death
induced by these therapies.” Of note, this patient had
a history of seronegative inflammatory bowel
disease-associated inflammatory arthritis and prior
antinuclear antibody positivity years prior, which
may predispose him to autoimmunity. Nevertheless,
here we report a novel case of chilblain lupus
triggered by erdafitinib therapy.

Conflicts of interest
None disclosed.

REFERENCES

1. Loriot Y, Matsubara N, Park SH, et al. Erdafitinib or chemo-
therapy in advanced or metastatic urothelial carcinoma. N Eng/
J Med. 2023;389(21):1961-1971. https://doi.org/10.1056/NEJM
0a2308849

2. Food and Drug Administration. FDA approves erdafitinib for
locally advanced or metastatic urothelial carcinoma. 2024.
Accessed April 24, 2024. https://www.fda.gov/drugs/resour
ces-information-approved-drugs/fda-approves-erdafitinib-loc
ally-advanced-or-metastatic-urothelial-carcinoma

3. Mormile 1, Mosella F, Turco P, Napolitano F, de Paulis A,
Rossi FW. Calcinosis cutis and calciphylaxis in autoimmune
connective tissue diseases. Vaccines (Basel). 2023;11(5):898.
https://doi.org/10.3390/vaccines11050898

4. Su WP, Perniciaro C, Rogers RS, White JW. Chilblain lupus
erythematosus (lupus pernio): clinical review of the Mayo
Clinic experience and proposal of diagnostic criteria. Cutis.
1994;54(6):395-399.


https://doi.org/10.1056/NEJMoa2308849
https://doi.org/10.1056/NEJMoa2308849
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-erdafitinib-locally-advanced-or-metastatic-urothelial-carcinoma
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-erdafitinib-locally-advanced-or-metastatic-urothelial-carcinoma
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-erdafitinib-locally-advanced-or-metastatic-urothelial-carcinoma
https://doi.org/10.3390/vaccines11050898
http://refhub.elsevier.com/S2352-5126(24)00407-7/sref4
http://refhub.elsevier.com/S2352-5126(24)00407-7/sref4
http://refhub.elsevier.com/S2352-5126(24)00407-7/sref4
http://refhub.elsevier.com/S2352-5126(24)00407-7/sref4

JAAD CASE REPORTS
VoLume 54

. Golub S, Foulke G, Helm M. Severe ulcerative perniosis treated
with abobotulium toxin. J Drugs Dermatol. 2021;20(12):
1350-1351. https://doi.org/10.36849/jdd.6176

. Hedrich CM, Fiebig B, Hauck FH, et al. Chilblain lupus
erythematosus-a review of literature. Clin Rheumatol. 2008;
27(10):1341. https://doi.org/10.1007/510067-008-0942-9

. Marks R, Barlow JW, Funder JW. Steroid-induced vasoconstric-
tion: glucocorticoid antagonist studies. J Clin Endocrinol
Metab. 1982;54(5):1075-1077. https://doi.org/10.1210/jcem-54-
5-1075

. Ferro A, Filoni A, Pavan A, et al. Subacute cutaneous lupus
erythematosus-like eruption induced by EGFR-tyrosine kinase

Truong et al 65

inhibitor in EGFR-mutated non-small cell lung cancer: a case
report. Front Med (Lausanne). 2021;8:570921. https://doi.org/1
0.3389/fmed.2021.570921

. Casado-Verrier B, Pérez-Santos S, Delgado-Mucientes C,

Beato-Merino M. Subacute cutaneous lupus erythematosus
induced by the new multikinase inhibitor pazopanib. Br J
Dermatol. 2014;171(6):1559-1561. https://doi.org/10.1111/bjd.
13175

. Pinard J, Patel M, Granter SR, Vleugels RA, Merola JF. Subacute

cutaneous lupus erythematosus induced by palbociclib. J
Cutan Med Surg. 2018;22(3):341-343. https://doi.org/10.1177/1
203475417752369


https://doi.org/10.36849/jdd.6176
https://doi.org/10.1007/s10067-008-0942-9
https://doi.org/10.1210/jcem-54-5-1075
https://doi.org/10.1210/jcem-54-5-1075
https://doi.org/10.3389/fmed.2021.570921
https://doi.org/10.3389/fmed.2021.570921
https://doi.org/10.1111/bjd.13175
https://doi.org/10.1111/bjd.13175
https://doi.org/10.1177/1203475417752369
https://doi.org/10.1177/1203475417752369

	Chilblain lupus erythematosus associated with erdafitinib therapy in a patient with metastatic bladder cancer
	Introduction
	Case report
	Discussion
	Conflicts of interest
	References


